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DB-1310, a HER3-targeted ADC, in pts with advanced solid tumors: Preliminary
results from the phase 1/2a trial.
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Background: DB-1310 is a novel ADC comprised of a humanized anti-HER3 IgG1 monoclonal
antibody, cleavable peptide linker, and DNA topoisomerase I inhibitor. Here, we report the
preliminary results of the FIH trial. Methods: This global, multi-center, open-label Ph 1/2a trial
includes dose escalation and expansion. Pts with advanced solid tumors who had failed standard
therapy were enrolled. In Ph1, DB-1310 was planned to be administered at doses from 1.5 mg/kg
to 6.5 mg/kg, Q3W, iv, using a 3+3 design, with additional pts enrolled to determine the RP2D.
Ph 2a will include approximately 30-40 pts per cohort to optimize the RP2D and assess efficacy.
Results: As of Jan 17, 2025, 123 pts were enrolled and treated with DB-1310 monotherapy in Ph1i
(ECOG PS 1, 80.5%; White, 39.0%, Asian, 52.8%; NSCLC, 65.0%, EGFRm NSCLC, 37.4%; brain
metastasis, 17.1%), median prior lines of systemic therapy was 3 (range, 1-11). Of the 42
efficacy-evaluable pts with EGFRm NSCLC, 92.9% had previously received 3 generation EGFR
TKI, 92.9% had received platinum-based chemotherapy. The unconfirmed ORR was 25.5%
(95% CI,17.63, 34.65) across all tumor types and 35.7% (95% CI, 21.55, 51.97) in EGFRm NSCLC.
Median PFS was 5.4 months overall and 7.0 months for EGFRm NSCLC. 38 (30.9%) pts
experienced = G3 TRAEs, while 7 (5.7%) had drug-related SAEs. TRAEs led to dose reduction
in 14 (11.4%) pts and discontinuation in 5 (4.1%) pts. No TRAE leading to death was reported.
Most common TRAE ( > 20%, any grade/=G3) were nausea (36.6%/0.8%), anemia (35.8%/
£4.1%), neutrophil count decreased (34.1%/17.9%), platelet count decreased (31.7%/9.8%),
white blood cell count decreased (29.3%/8.9%), decreased appetite (23.6%/0.8%), and vomit-
ing (21.1%/0%). Interstitial lung disease occurred in 7 pts (5.7%, 6 G1and 1 G2). PK exposure was
increased through dose escalation, with low systemic payload exposure and no accumulation of
DB-1310 upon repeated administration. Conclusions: DB-1310 showed a manageable safety
profile and encouraging antitumor activity in pts with heavily pretreated advanced solid
tumors, particularly EGFRm NSCLC. Clinical trial information: NCT05785741. Research Spon-
sor: None.

Tumor response by dose (efficacy-evaluable).

Dose
(mg/kg) 1.5 3 4.5 5.0 5.5 6 Total
All tumors, 3 10 25 53 16 3 110
n
uORR,n (%) 0 (0) 1(10.0) 8 (32.0) 13 (24.5) 6 (37.5) (15.20, 0 (0) 28 (25.5) (17.63,
(95% Cl)  (0.00, (0.25,4450) (14.95,53.50) (13.76, 38.28) 64.57) (0.00, 70.76) 34.65)
70.76)
DCR,n (%) 3(100.0) 8 (80.0) 23 (92.0) 42 (79.2) 11 (68.8) 2 (66.7) (9.43, 89 (80.9) (72.31,
(95% Cl)  (29.24, (44.39,97.48) (73.97,99.02) (65.89, 89.16) (41.34, 88.98) 99.16) 87.78%)
100.00)
EGFRm 0 7 9 16 8 2 42
NSCLC, n
UORR, n (%) - 1(14.3) 4 (44.4) (13.70, 5 (31.3) (11.02, 5 (62.5) (24.49, 0 (0) 15 (35.7) (21.55,
(95% Cl) (0.36, 57.87) 78.80) 58.66) 91.48) (0.00, 84.19) 51.97)
DCR, n (%) - 6(85.7) (42.13,9 (100.0) (66.37, 14 (87.5) 7 (87.5) (47.35, 2(100.0) 38 (90.5) (77.38,
(95% CI) 99.64) 100.00) (61.65, 98.45) 99.68) (15.81, 97.34)

100.00)
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Phase | study of iza-bren (BL-B01D1), an EGFR x HER3 bispecific antibody-drug
conjugate (ADC), in patients with locally advanced or metastatic non-small cell lung
cancer (NSCLC) with driver genomic alterations (GA) outside of classic EGFR
mutations.

Yunpeng Yang, Li Zhang, Yuxiang Ma, Yuanyuan Zhao, Wenfeng Fang, Hongyun Zhao, Yan Huang, Likun Chen, Xue Hou, Yongsheng Li, Yongsheng Wang, Zhiyong He,
Sa Xiao, Hai Zhu, Yi Zhu; Department of Medical Oncology, Sun Yat-Sen University Cancer Center, Guangzhou, China; Department of Medical Oncology, Sun Yat-Sen
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Background: iza-bren is a first-in-class ADC comprised of an EGFR x HER3 bispecific antibody
conjugated to a novel topo-I inhibitor payload (Ed-04) via a stable tetrapeptide-based cleav-
able linker. Safety/efficacy data from the phase Ib study are presented, focusing on NSCLC
patients (pts) with driver mutations outside of classic TKI-sensitizing EGFR mutations.
Methods: Phase Ib part of this study included the expansion cohorts, each defined by a pre-
specified GA, including EGFR exon 20 insertions, non-classical EGFR mutations, mutations in
HER2, ALK, ROS1, BRAF (V600OE and others), KRAS (G12C and others), SMARCA4, MET (Exon
14), RET, and NTRK. Pts with these GA who progressed on standard targeted therapies (if
available) and no more than one prior line of chemotherapy were enrolled. iza-bren was given at
2.5 mg/kg D1D8 Q3W. Results: As of Dec 5, 2024, a total of 73 NSCLC pts with listed GA were
enrolled. Five pts were still on treatment, but were excluded from the analysis due to in-
sufficient follow-up for the first post-baseline scan (see table below). Among 7 pts with EGFR
exon 20 insertions, 85.7% (6 out of 7) achieved cPR. Among 8 pts with KRAS G12C mutations, 3
cPR and 1 PR pending confirmation were observed. Efficacy for subgroups will be presented. The
most frequent hematologic TRAEs (all grades) were anemia (87.7%), leukopenia (74.0%),
thrombocytopenia (74.0%), and neutropenia (72.6%); the most frequent non-hematologic
TRAEs were asthenia (42.5%), nausea (41.1%), stomatitis (37.0%), diarrhea (32.9%), and
alopecia (31.5%). Grade 3 and above TRAEs which were predominantly hematologic in nature,
were able to be effectively managed with standard supportive measure including dose re-
ductions, as demonstrated by the TRAE leading to discontinuation rate of 2.7%. Only 1 case of G2
ILD was observed. Notably, no iza-bren related death was reported. No new safety signals were
observed. Conclusions: In NSCLC pts with these GAs, iza-bren showed promising activity with a
manageable safety profile, supporting further evaluation of iza-bren in these populations.
Clinical trial information: NCT05194982. Research Sponsor: None.

EGFR mut
exon20ins/ KRAS/
non- ALK/ROS1/  BRAF/
Total classical HER2 mut RET fusion MET mut SMARCA4
(N = 68) (N=12) (N=13) (N=19) (N=22) (N=2)

Prior lines of therapy, 1 (1-5) 1(1-2) 1(1-3) 3 (1-5) 1(1-2) 1(1-1)

median (range)

OR, n
PR 31 9 8 5 9 0
cPR 24 8 7 3 6 0
PR pending 6 1 1 2 2 0

confirmation
SD 25 3 5 10 7 0
PD 9 0 0 3 5 1
NE!! 3 0 0 1 1 1
ORR, % 45.6 75.0 61.5 26.3 40.9 0
cORR, % 35.3 66.7 53.8 15.8 27.3 0
DCR, % 82.4 100.0 100.0 78.9 72.7 0
mDOR (mo) (95% CI) 7.0 (5.6, NR) NR (5.6, NR) 57 (4.2, 45(27, NR(NR, NR) /

NR) NR)
mPFS (mo) (95% CI) 6.7(41, NR(69 NR) 84(21, 28(.3 67(1.5NR) 1.4(.3
11.2) NR) 4.1) NR)

Note:

[1]including pts w/o post-baseline scan.
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Phase | study of iza-bren (BL-B01D1), an EGFR x HER3 bispecific antibody-drug
conjugate (ADC), in patients with locally advanced or metastatic small cell lung
cancer (SCLC).
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Background: iza-bren is a first-in-class ADC comprised of an EGFR x HER3 bispecific antibody
conjugated to a novel topo-I inhibitor payload (Ed-04) via a stable tetrapeptide-based cleav-
able linker. Unlike existing ADCs targeting general tumor antigens, iza-bren uniquely targets
the EGFR and HER3 pathways, which are implicated in the aggressive biology of SCLC. It has
shown promising clinical activity and a manageable safety profile in patients (pts) with
advanced or metastatic solid tumors. Results for safety/efficacy from this phase I study in
SCLC pts are presented. Methods: Pts with locally advanced or metastatic SCLC who had
progressed on prior systemic therapies were enrolled and treated at 2.0, 2.5 mg/kg D1D8
Q3W, or 4.5, 5.0 mg/kg D1 Q3W. Tumor scans were done every 6 weeks. Efficacy was evaluated
in the overall cohort and specific subgroups, with a particular focus on pts with limited prior
treatment exposure. Results: As of Dec 5, 2024, a total of 58 SCLC pts were enrolled. All pts who
received at least one dose of iza-bren are included in the analysis. The median follow-up was
16.4 mo, ORR was 55.2%, confirmed ORR was 44.8%, median PFS was 4.0 mo, and median OS
was 12.0 mo. Among the 52 pts at 2.5 mg/kg, 20 pts received only 1 prior line of PD(L)-1and PBC
combination treatment. In this subgroup, ORR was 80.0%, confirmed ORR was 75.0%, median
DOR was 5.6 mo, median PFS was 6.9 mo, and median OS was 15.1 mo. The most frequent
hematologic TRAEs (all grades) were anemia (84.5%), leukopenia (74.1%), thrombocytopenia
(72.4%), and neutropenia (770.7%); the most frequent non-hematologic TRAEs were asthenia
(41.4%), hypoalbuminemia (39.7%), stomatitis (34.5%), nausea (31.0%), and vomiting
(31.0%). Grade 3 and above TRAEs which were predominantly hematologic in nature, were
able to be effectively managed with standard supportive measure including dose reductions, as
demonstrated by the TRAE leading to discontinuation rate of 12.1%. Two infection-related
deaths (1 respiratory failure, 1 gastrointestinal infection) associated with iza-bren were re-
ported. No ILD was observed. No new safety signals were identified. Conclusions: In SCLC pts,
iza-bren has demonstrated an encouraging efficacy with a manageable safety profile. Notably,
the high confirmed response rate of 75% in pts with limited prior treatment underscores its
potential as a novel therapeutic option for SCLC, a disease with limited therapeutic advance-
ments over decades. The phase III study of iza-bren in SCLC pts who received 1 prior line of
PD(L)-1and PBC combination treatment is ongoing (NCT06500026). Clinical trial information:
NCT05194982. Research Sponsor: None.
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Safety and efficacy of TQB2102, a novel bispecific anti-HER2 antibody—drug
conjugate, in patients with advanced solid tumors: Preliminary data from the first-
in-human phase 1 trial.
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Background: TQB2102 is an antibody-drug conjugate (ADC) comprised of a recombinant,
humanized anti-human epidermal growth factor receptor 2 (HER2) bispecific antibody con-
jugated to a topoisomerase I inhibitor via an enzyme-cleavable linker. The bispecific antibody
component can target both extra-cellular domains II (pertuzumab binding site) and IV (tras-
tuzumab binding site) of HER2. We conducted a multicenter, dose escalation and expansion
first-in human (FIH) phase 1 study of TQB2102 in advanced solid tumors. Methods: In the dose
escalation phase, eligible patients (pts) with advanced solid tumors whose disease had pro-
gressed after standard systemic treatments, were enrolled in a 3+3 dose escalation study of
TQB2102(1.5, 3, 4.5, 6, 7.5 or 9 mg/kg) IV, every 3wks (Q3W). In the dose expansion phase, pts
with HER2 positive cancers and HER2 low (HER2 1+ or HER2 2+ and FISH negative) metastatic
breast cancer (MBC) received the selected recommended phase 2 dose (RP2D). The primary
objectives were to evaluate the safety and tolerability, dose limiting toxicities (DLTs) and
maximum tolerated dose (MTD) of TQB2102. Results: As of October 1, 2024, 181pts (41 pts in
dose escalation phase and 140 pts in dose expansion phase) were enrolled from 12 centers. Most
common tumor types included MBC (N = 80), Colorectal cancer (N = 37) and Gastric cancer (N =
23).Twenty-five (31%) MBC received prior anti-HER2 ADCs, including 21 pts received T-DM1, 8
pts received DS-8201.The median duration of follow-up was 8.15 months. TQB2102 was well-
tolerated with no DLTs occurred and MTD was not reached. The most common (occurring
in =5%) grade =3 AEs were neutrophil count decrease (21.7%), WBC count decreased (10.6%),
anemia (8.9%), platelet count decreased (6.1%), diarrhea (5.0%). Only one patient had grade 2
interstitial lung disease (ILD) until the cutoff date. 6 or 7.5mg/kg was selected for dose
expansion. Objective response rate (ORR) per RECIST v1.1 was 41.2% (68 partial responses
[PR]) in 165 responses evaluable pts who had =1 response assessment. Surprisingly, 7 pts
reached PR in 10 HER2+ MBC pts with brain metastases, one of whom the brain metastatic
lesions reached complete response after 4 cycles of treatment. This trial is ongoing now.
Conclusions: TQB2102 is well tolerated with promising anti-tumor activity in pts with
HER2-expressing cancer. These early signs of activity support a phase 3 trial in patients with
HER2-low MBC that has been initiated (NCT06561607). Clinical trial information:
NCT05735496. Research Sponsor: Chia Tai Tianqing Pharmaceutical Group Co., Ltd.

6mg/kg and above ORR(%) DCR(%) 6-months PFS rate, (%)
HER2 positive MBC (N=39) 51.3 84.7 87.0
HER2 low MBC (N=33) 51.5 879 63.0
HER2 3+ colorectal cancer (N=23) 34.8 87.0 88.4
HER2 positive gastric cancer (N=10) 70.0 90.0 90.0

HER2 positive Other (N=5) 60.0 100.0 NE
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Efficacy and safety of the DLL3/CD3 T-cell engager obrixtamig in patients with
extrapulmonary neuroendocrine carcinomas with high or low DLL3 expression:
Results from an ongoing phase | trial.
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Background: Delta-like ligand 3 (DLL3) is highly expressed in neuroendocrine carcinomas
(NEC). Obrixtamig (BI 764532) is a DLL3/CD3 IgG-like T-cell engager that targets DLL3-
positive (DLL3+) tumors. NCT04429087 is an ongoing, Phase (Ph) I dose-escalation trial of
obrixtamig in patients (pts) with DLL3+ pulmonary and extrapulmonary NEC (epNEC), who had
failed to respond to standard treatment (Tx). This analysis examined the efficacy and safety of
obrixtamig in pts with epNEC with high vs low DLL3 expression. Methods: Obrixtamig was
given IV in 4 dose-escalation regimens (R): RA (fixed dose q3w); RB1 (fixed dose qw); RB2
(step-up dose, then qw) and RB3 (step-up dose, then qw for 3 weeks, then q3w), until disease
progression or unacceptable toxicity. Efficacy was assessed through objective response rate
(ORR) and disease control rate (DCR) using RECIST vi1.1. Results are reported for pts who
received obrixtamig RB2 or RB3, categorized as having high vs low DLL3, using a threshold
of =50% of tumor cells stained with an investigational antibody for DLL3 (SP347, Roche
Diagnostics). Results: As of June 21, 2024, 60 pts with epNEC were included (gastroenter-
opancreatic [GEP]: 45.0%, genitourinary [GU]: 30.0%, other/unknown primary site: 25.0%); 30
each DLL3-high and DLL3-low. Mean age: 63.9 years in DLL3-high; 59.1 in DLL3-low pts.
Baseline characteristics were well-balanced across DLL3 groups. All pts had received prior
systemic therapy; 30.0% of DLL3-high and 50.0% of DLL3-low pts had received > 2 lines of
prior Tx. Efficacy data are shown in the Table. After obrixtamig Tx, pts with high DLL3
expression had greater ORR, DCR, and duration of response (DoR) than DLL3-low pts. Re-
sponses were seen most frequently amongst pts with DLL3-high GEP (50.0%) or GU (60.0%)
epNECs. Seven DLL3-high pts are still receiving Tx. Most treatment-related AEs (TRAEs) were
mild to moderate for both groups (Table). Conclusions: Analyses from this ongoing Ph I study
show greater obrixtamig efficacy in patients with epNEC with high DLL3 expression compared
with low DLL3 expression, with a manageable safety profile that is comparable across both
groups. The ORR of 40.0% and median DoR of 7.9 months in heavily pretreated epNEC tumors
with DLL3 high expression are encouraging, and support further development of obrixtamig for
this subgroup. Clinical trial information: NCT04429087. Research Sponsor: Boehringer
Ingelheim.

Efficacy/safety parameter DLL3-high (n=30) DLL3-low (n=30)
ORR, % (95% CI) 40.0 (24.6-57.7) 3.3 (0.6-16.7)
DCR, % (95% CI) 66.7 (48.8-80.8)  26.7 (14.2-44.4)
Median DoR (95% Cl), months 7.9 (6.2-NC) 2.8 (NC-NC)
TRAEs, all G/G 23, (%) 100.0/23.3 90.0/20.0
Cytokine release syndrome, all G/G >3, (%) 70.0/3.3 60.0/3.3
Neurotoxicity, including immune effector 16.7/6.7 10.0/3.3

cell-associated neurotoxicity syndrome*, all G/G 23, (%)

*Evaluated with a customised MedDRA query.
Cl, confidence interval; NC, not calculable.
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[>'?Pb]JVMT-a-NET therapy in somatostatin receptor 2 (SSTR2) expressing neu-
roendocrine tumors (NETs): Dose-limiting toxicity (DLT) observation participants
after 1 year follow-up and preliminary report for expansion participants.
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Vikas Prasad, Lucia Baratto, Alaa Hanna, Wenjing Yang, Stephen Michael Keefe, Markus Puhimann, Richard L. Wahl; Mayo Clinic Comprehensive Cancer Center, Rochester,
MN; Department of Radiology at Johns Hopkins, Baltimore, MD; BAMF Health, Grand Rapids, MI; Virginia Cancer Specialists, Fairfax, VA; University of Kentucky, Markey
Cancer Center, Department of Medical Oncology, Lexington, KY; Department of Medicine, Section of Hematology and Oncology, University of Chicago, Chicago, IL;
Department of Hematology and Oncology, Mayo Clinic Florida, Jacksonville, FL; Michigan Healthcare Professionals, Royal Oak, MI; Washington University in St. Louis, St.
Louis, MO; Perspective Therapeutics, Inc., Seattle, WA; Perspective Therapeutics, lowa City, IA; Mallinckrodt Institute of Radiology, Washington University School of
Medicine, St. Louis, MO

Background: [*"*Pb]JVMT-«-NET, a next generation **Pb-based, SSTR2-targeted alpha-
particle radiopharmaceutical therapy (RPT), was designed to achieve superior biodistribution
via optimized tumor uptake and retention and rapid renal clearance. Results reported here are
from the Phase 1/2a first-in-human study [NCT05636618]. Methods: Safety, pharmacokinet-
ics, dosimetry and efficacy using RECIST v1.1 were investigated in the treatment of participants
with [**?Pb]VMT-a-NET who had SSTR2-expressing, well-differentiated adult NETs of any
grade. Participants received =1 prior therapy. No prior peptide receptor radionuclide therapy
was allowed. The trial has multiple dose cohorts including 92.5 MBq (2.5 mCi, cohort 1) and 185
MBq (5 mCi, cohort 2) of administered activity based on a Bayesian modified toxicity probability
interval (mTPI-2) design. Up to 8 participants per cohort were treated with 4 doses of [**>Pb]
VMT-a-NET for DLT observation. Cohort 2 enrollment was expanded to further define the
safety and efficacy profile at this dose level. Results: Nine (9) gastroenteropancreatic NET
participants were enrolled into cohorts 1 and 2 for DLT observation. The ninth of these
participants was enrolled more than 1 year prior to presentation of these data. Among these
participants at the time of abstract submission, no DLTs were observed, and there were no grade
4, 5 or serious adverse events (SAEs). Specifically, no renal insufficiency or dysphagia were
observed. Hematologic AEs were low grade and few in number. No treatment discontinuations
due to AE occurred. Three (3) of the 7 cohort 2 participants enrolled for DLT observation
achieved investigator-assessed partial responses (PRs). Two PRs were unconfirmed at the time
of abstract submission. Durable progression-free survival (PFS) was consistently observed.
More than 15 additional participants were enrolled in the cohort 2 expansion. Preliminary data
for these patients will be reported at the congress. Conclusions: [**?Pb]VMT-«-NET is a well-
tolerated, next generation RPT showing signs of clinical activity at early dose-levels in this
phase 1/2a study. Based on these clinical data, further dose-escalation and development of this
promising therapy are warranted. Clinical trial information: NCT05636618. Research Sponsor:
Perspective Therapeutics, Inc.


http://www.clinicaltrials.gov/ct2/show/NCT05636618

DEVELOPMENTAL THERAPEUTICS—MOLECULARLY TARGETED AGENTS AND TUMOR BIOLOGY
3006 Oral Abstract Session

Comprehensive genomic profiling of matched ctDNA and tissue from patients with
less common cancers enrolled in but not eligible for a treatment arm of the NCI-
MATCH trial.

Biswaijit Das, Amanda Peach, Vishnuprabha Rahul Kannan, Eric Greenbank, Brandie Fullmer, Rini Pauly, Li Chen, Ting-Chia Chang, Jennifer S. LoCoco, Yuri Kotliarov,
Keith Flaherty, Stanley R. Hamilton, Lyndsay N. Harris, Alice P. Chen, Traci L. Pawlowski, Lisa Meier McShane, Peter J. 0'Dwyer, James H. Doroshow, Chris Alan Karlovich;
Frederick National Laboratory for Cancer Research, Frederick, MD; Molecular Characterization Laboratory, Frederick National Laboratory for Cancer Research, Frederick,
MD; Frederick National Laboratory For Cancer Research, Frederick, MD; Illumina, Inc., San Diego, CA; National Institutes of Health, Rockville, MD; Dana-Farber Cancer
Institute/Harvard Medical School/Massachusetts General Hospital, Boston, MA; City of Hope Comprehensive Cancer Center, Duarte, CA; Cancer Diagnosis Program,

National Cancer Institute, Rockville, MD; Developmental Therapeutics Clinic, Division of Cancer Treatment and Diagnosis, National Cancer Institute, National Institutes of
Health, Bethesda, MD; Biometric Research Program, Division of Cancer Treatment and Diagnosis, National Cancer Institute, Bethesda, MD; University of Pennsylvania
Department of Medicine, Philadelphia, PA; Division of Cancer Treatment and Diagnosis, National Cancer Institute, Bethesda, MD

Background: During NCI-MATCH (NCT02465060) clinical trial screening, 5961 advanced
cancer patients underwent next-generation sequencing to assess eligibility. About 60% of
these patients had less common tumors (i.e., cancers other than colon, rectal, breast, non-
small cell lung, or prostate). Most patients lacked a study eligible mutation of interest (MOI) and
thus didn’t receive a trial therapy. Analysis of plasma samples from these patients may
illuminate circulating tumor DNA (ctDNA) profiles, potentially guiding ctDNA testing for
clinically relevant mutations in less common cancer types. Here we report the molecular
profiles of ctDNA and matched tumor from a subset of the NCI-MATCH screened patients.
Methods: Comprehensive genomic profiling of ctDNA (from blood collected at enrollment) was
performed using the TSO500 ctDNA v2 assay (523-genes) and sequenced on the Illumina
NovaSeq 6000. Matched tumor was sequenced with the Oncomine Comprehensive Assay v2, a
143-gene panel. Positive percent agreement (PPA) between mutations of interest (MOI)
identified in plasma ctDNA and tissue-based screening was calculated with tumor tissue as
referent (PPArer tumor)- Results: We tested 2253 patients from the less common tumor cohort.
219/ samples were evaluable with 98.6% pass and 1.4% failure rates. A subset of five tumor
histologies with larger representation (n > 35) in sample size were further analyzed: chol-
angiocarcinoma (CCA, n = 90), small cell lung cancer (SCLC, n = 59), adenocarcinoma of the
esophagus (EAC, n = 37), adenocarcinoma of the pancreas (PDAC, n = 232), and salivary gland
cancer (SGC, n = 47). Overall, PPA;ef tumor Was 83.4% (range: 76.5%-97.9%) in these five
histologies. In patients with concordance < 75%, median tumor fraction (as determined by
maximum somatic allele frequency) was much lower (0.37%) than for specimens with
concordance > = 75% (6.49%). The most frequently mutated genes identified in CCA were
TP53, KRAS, and IDH1; in SCLC were TP53 and RB1 loss; in EAC were TP53, KRAS, and ERRB2
amplification; in PDAC were TP53 and KRAS; and in SGC was TP53. Additionally, there were
several clinically relevant mutations detected only in ctDNA such as IDH1 for CCA; and BRAF,
TP53, and PIK3CA in several histologies. Microsatellite instability, as measured only in ctDNA,
was most prevalent in SCLC, followed by CCA. Conclusions: Concordance of rare tumors in the
NCI-MATCH trial is 83.4% in the representative histologies analyzed, which is similar to
concordance of clinically relevant MOIs in common cancer studies. Liquid biopsy may be a
viable screening option for matching targeted therapies in clinical trials, especially when a
tumor biopsy is not practical or evaluable. The detection of some mutations in ctDNA only may
suggest the presence of tumor heterogeneity in multiple lesions in patients with less common
cancers. Research Sponsor: National Cancer Institute, National Institutes of Health; Illumina
Inc.
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Ultra-sensitive pan-cancer molecular residual disease assessment using whole-
genome sequencing-based personalized ctDNA panel: Initial results from the
MONSTAR-SCREEN-3 project.

Tadayoshi Hashimoto, Shin Kobayashi, Eiji Oki, Yoshiaki Nakamura, Takahiro Kinoshita, Norio Nonomura, Kazuto Matsuura, Hidemichi Watari, Naoto Gotohda, Takeo Fujita,
Hiroji Iwata, Kenjiro Namikawa, Shingo Sakashita, Yoshikatsu Koga, Takao Fujisawa, Hideaki Bando, Takayuki Yoshino, Jeff Jasper, Katherine Taber, Dale Muzzey;
Department of Gastroenterology and Gastrointestinal Oncology, National Cancer Center Hospital East, Kashiwa, Japan; Department of Hepatobiliary and Pancreatic
Surgery, National Cancer Center Hospital East, Kashiwa-Shi, Japan; Department of Surgery and Science, Graduate School of Medical Sciences, Kyushu University Hospital,
Fukuoka, Japan; Department of Gastric Surgery, National Cancer Center Hospital East, Kashiwa, Japan; Department of Urology, Osaka University Graduate School of
Medicine, Suita, Japan; Department of Head and Neck Surgery, National cancer center Hospital East, Kashiwa, Japan; Hokkaido University, Sapporo-Shi, Japan;
Department of Hepatobiliary and Pancreatic Surgery, National Cancer Center Hospital East, Kashiwa, Japan; Department of Esophageal Surgery, National Cancer Center
Hospital East, Kashiwa, Japan; Department of Advanced Clinical Research and Development, Nagoya City University, Graduate School of Medical Sciences, Nagoya, Japan;
Department of Dermatologic Oncology, National Cancer Center Hospital, Tokyo, Japan; Division of Pathology, Exploratory Oncology Research and Clinical Trial Center,
National Cancer Center, Kashiwa, Japan; Translational Research Sample Management Office, National Cancer Center Hospital East, Kashiwa, Japan; Department of the
Promotion of Drug and Diagnostic Development, National Cancer Center East, Kashiwa, Japan; Department for the Promotion of Drug and Diagnostic Development,
Division of Drug and Diagnostic Development Promotion, Translational Research Support Office, National Cancer Center Hospital East, Kashiwa, Japan; Myriad Genetics,
Inc., Salt Lake City, UT

Background: While circulating tumor DNA (ctDNA) demonstrates promise as a molecular
residual disease (MRD) biomarker, its clinical implementation has been primarily limited to
tumors with favorable ctDNA shedding characteristics. We are evaluating an ultra-sensitive
whole-genome sequencing (WGS)-based MRD assay in the MONSTAR-SCREEN-3 study to
establish a comprehensive pan-cancer MRD platform inclusive of traditionally low-shedding
tumors. Methods: MONSTAR-SCREEN-3, a prospective multicenter study targeting 1,100
patients with solid tumors undergoing curative-intent treatment in the definitive cohort,
utilizes personalized panels constructed via Precise MRD (Myriad Genetics). These panels
incorporate up to 1,000 tumor-specific alterations identified through WGS of matched tumor
tissue, including both short variants and insertion-deletions. Serial plasma samples were
collected at baseline, post-neoadjuvant chemotherapy (when applicable), 1-month post-
surgery, quarterly in year 1, and biannually thereafter up to 2 years. The assay performance
was evaluated across multiple cancer types for ctDNA detection and recurrence monitoring.
Results: As of December 2024, 114 patients across 15 cancer types were enrolled, including
colorectal (n = 33), gastric (n = 22), head and neck (n = 13), renal cell (n = 10), esophageal (n = 8),
and pancreatic (n = 7) cancers. Treatment strategies included upfront surgery (n = 76) and
neoadjuvant chemotherapy (n = 38). The median follow-up time was 2.4 months (range,
0.5—7.7). WGS analysis identified a median of 6,089 panel-eligible alterations per patient
(range: 214-14,112), with high variants counts observed in a deficient mismatch-repair co-
lorectal cancer, enabling comprehensive personalized panel design. Customized panel creation
was successful in 69/71 patients (97.2%) across 8 cancer types, with two pancreatic cancer cases
deferred to surgical specimens due to insufficient variants in FNA samples. The assay dem-
onstrated 100% baseline sensitivity (41/41), detecting tumor fractions ranging from < 0.001%
to 45.2% across all cancer types, including traditionally low-shedding tumors. Post-operative
1-month MRD assessment revealed 35.7% positivity (10/28), with tumor fractions ranging
from < 0.001% to 0.27%. Two MRD-positive patients developed radiological recurrence with
lead times of 2.5 and 3 months before conventional imaging detection. Conclusions: These
interim results demonstrate successful pan-cancer implementation of WGS-based personal-
ized ctDNA detection, achieving universal baseline sensitivity and ultra-sensitive MRD de-
tection across tumor types, including those traditionally challenging to assess. Updated
molecular and clinical outcome data will be presented. Clinical trial information:
UMIN000053975. Research Sponsor: SCRUM-Japan Funds (http:// www. scrum -japan. ncc.
go. jp/ index. html); Myriad Genetics.
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Circulating tumor DNA (ctDNA) in patients with stage 2/3 HR+HER2-negative breast
cancer (BC) treated with neoadjuvant endocrine therapy (NET) in the I-SPY2 en-
docrine optimization pilot (EOP) trial.

Silver Alkhafaji, Mark Jesus M Magbanua, Laura van t Veer, Karthik Giridhar, Matthew P. Goetz, Rita Mukhtar, Christos Vaklavas, Anthony D. Elias, Mei Wei, Gillian L. Hirst,
Hope S. Rugo, Laura Ann Huppert, W. Fraser Fraser Symmans, Alexander D. Borowsky, Lamorna Brown Swigart, Natsuko Onishi, Douglas Yee, Nola Hylton, Laura Esserman,
Jo Chien; University of California, San Francisco, San Francisco, CA; Department of Laboratory Medicine, University of California, San Francisco, San Francisco, CA; Mayo
Clinic, Rochester, MN; Division of Surgical Oncology, Department of Surgery, University of California, San Francisco, San Francisco, CA; Huntsman Cancer Institute at the
University of Utah, Salt Lake City, UT; University of Colorado Cancer Center, Aurora, CO; Huntsman Cancer Institute, University of Utah, Salt Lake City, UT; UCSF
Comprehensive Cancer Center, San Francisco, CA; University of California, San Francisco Helen Diller Family Comprehensive Cancer Center, San Francisco, CA; The
University of Texas MD Anderson Cancer Center, Alliance for Clinical Trials in Oncology, Houston, TX; University of California, Davis, Davis, CA; Masonic Cancer Center,
University of Minnesota, Minneapolis, MN; Department of Surgery, University of California, San Francisco, San Francisco, CA

Background: Numerous studies have demonstrated the prognostic value of ctDNA analysis
after neoadjuvant chemotherapy for early-stage high-risk breast cancer. Few studies have
characterized ctDNA in pts receiving NET for early-stage hormone receptor positive (HR+)/
HER2- BC that is predicted to benefit less from chemotherapy. Methods: Cell-free DNA (cfDNA)
was isolated from 432 plasma samples from 108 pts enrolled in the I-SPY2 EOP trial. Pts had
Stage 2/3 HR+/HER2-, MammaPrint low or high risk 1 BC. Pts were randomized to one of 7
neoadjuvant-based treatment arms including arms containing AI, Z-endoxifen, Lasofoxifene,
vepdegestrant (ARV-471), and Abemaciclib. Pts were treated for 6 months prior to surgery.
Blood was collected at baseline (To), 3 weeks (T1), 12 weeks (T2), and 6 months (T3). A
personalized ctDNA test (Signatera) was designed to detect up to 16 patient-specific mutations
(from whole-exome sequencing of pretreatment tumor) in cfDNA by ultra-deep sequencing.
The chi-square test was used to assess associations between categorical variables, and the
Wilcoxon rank-sum test was used to evaluate differences in medians. Results: ctDNA in-
formation was available for 101 patients at baseline (T0) (Table 1). At T0, 36 (35.6%) patients
were ctDNA-positive. 23/36 (63.9%) became ctDNA-negative and 13/36 (36.1%) remained
ctDNA-positive. At To, 65/101 patients (64.4%) were ctDNA-negative. Of these, 57 (87.7%)
remained negative, while 8 (12.3%) became ctDNA-positive at T1 before reverting to ctDNA-
negative. A higher percentage of ctDNA-positive patients at To were cN+ compared to ctDNA-
negative pts (p = 0.036, 64% vs. 40%). Additionally, ctDNA-positivity at To was strongly
associated with higher Ki67 (p = 0.03) and larger functional tumor volume by MRI at baseline (p
= 0.03). T3/T4 and high-grade tumors at baseline were also associated with having ctDNA
positivity at baseline, though this was not statistically significant (p = 0.34 and 0.058, re-
spectively). Conclusions: In this study of pts with Stage 2/3 HR+ HER2- BC with largely
MammaPrint low risk signatures, over one-third of pts had detectable ctDNA at baseline.
Detectable ctDNA at baseline was associated with cN+ disease, larger FTV, and high baseline
Ki67. The majority of pts with positive ctDNA at baseline cleared the ctDNA on NET. Clinical trial
information: NCT01042379. Research Sponsor: NIH/NCI ctDNA/MR; Breast Cancer Research
Foundation; Give Breast Cancer the Boot; Quantum Leap Healthcare Collaborative.

Clinicopathologic characteristics of EOP patients.

All Patients
(N=101)

Age at screening 55 (27-80) years*
Clinical N Stage
Node+ (cN+) 49 (48.5%)
Node- (cN-) 52 (51.5%)
SET status
High 84 (83.2%)
Low 14 (13.9%)
Missing 3 (2.97%)
MammaPrint (MP) risk**
High risk 1 (H1) 15 (14.9%)
Low risk 86 (85.1%)

*Mean(min-max).
**H1: MP score between 0 and -0.57; low: MP score between 0 and 0.355.


http://www.clinicaltrials.gov/ct2/show/NCT01042379
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Initial phase 1 dose escalation data for emiltatug ledadotin (Emi-Le), a novel B7-H4-
directed dolasynthen antibody-drug conjugate.

Erika P. Hamilton, Hyo S. Han, Kevin Kalinsky, Nour Abuhadra, Nicholas Patrick McAndrew, Alexander I. Spira, Nancy Chan, David Starks, Gerburg M. Wulf, Arvind Chaudhry,
Kristen Kelley, Ritesh Parajuli, Judy S. Wang, Joyce 0'Shaughnessy, Amy M. Weise, Debra L. Richardson, Dario R. Roque, Renata Ferrarotto, Nora Zizlsperger,
Antonio Giordano; Breast Cancer Research Program, Sarah Cannon Research Institute, Nashville, TN; H. Lee Moffitt Cancer Center and Research Institute, Tampa, FL;
Winship Cancer Institute at Emory University, Atlanta, GA; Memorial Sloan Kettering Cancer Center, New York, NY; UCLA Santa Monica Hematology/Oncology Regulatory-2,
Santa Monica, CA; NEXT Oncology Virginia, Fairfax, VA; NYU Langone Health, New York, NY; Avera Cancer Institute, Sioux Falls, SD; Beth Israel Deaconess Medical Center,
Boston, MA; Summit Cancer Centers, Spokane Valley, WA; Huntsman Cancer Institute, University of Utah, Salt Lake City, UT; University of California, Irvine, Irvine, CA;
Florida Cancer Specialists & Research Institute, Sarasota, FL; Texas Oncology-Baylor Charles A. Sammons Cancer Center, Dallas, TX; Henry Ford Cancer Hospital, Detroit,
MI; Stephenson Cancer Center at The University of Oklahoma Health Sciences Center, Oklahoma City, OK; Northwestern University, Chicago, IL; The University of Texas MD
Anderson Cancer Center, Houston, TX; Mersana Therapeutics, Cambridge, MA; Dana-Farber Cancer Institute, Boston, MA

Background: B7-H4 is a transmembrane protein over-expressed in breast (BC), ovarian (OC),
endometrial (EC), and adenoid cystic carcinoma type 1 (ACC-1) cancers, with limited expression
in healthy tissues. Emi-Le (XMT-1660) is a B7-H4-directed Dolasynthen ADC designed with a
proprietary auristatin F-HPA microtubule inhibitor payload with controlled bystander effect.
Methods: The Phase 1 trial is investigating Emi-Le monotherapy in adult patients (pts) with
advanced/metastatic TNBC, HR+/HER2- BC, OC, EC and ACC-1. In dose escalation, eligible pts
received Emi-Le at doses of 7.2-115 mg/m2 per cycle, with all collected data informing the
recommended doses for the expansion (EXP) portion of the trial. Tumors were evaluated
retrospectively for B7-H4 expression by IHC, with the preliminary high cutoff set at TPS=70.
Results: As of December 13, 2024, 130 pts were dosed. Across all tumor types, median age of pts
was 55; median 4.5 prior lines of therapy (range 0-15). B7-H4 status was evaluated for 103 pts,
with 44% determined to be B7-H4 TPS high. Overall, Emi-Le was generally well tolerated. The
most common TRAEs were transient AST increase (38%, G3 14%), proteinuria (31%, G3 9%),
nausea (29%, G3 1%) and fatigue (28%, G3 0%). The only G3 TRAEs in =5% of pts were AST
increase and proteinuria. No G4 or 5 TRAEs were reported. No observed dose-limiting
treatment-related neutropenia, neuropathy, ocular toxicity, interstitial lung disease or throm-
bocytopenia. TRAEs leading to discontinuation were observed in 2.3% of pts. Clinical activity
was correlated with both dose and B7-H4 expression. For pts treated with doses ranging from
38.1-67.4 mg/m2 per cycle (intermediate dose range), the confirmed ORR in evaluable pts with
high B7-H4 expression was 23% (6/26), including a 23% (3/13) confirmed ORR in evaluable pts
with TNBC, with all 13 pts having previously received at least one topoisomerase-1 inhibitor
(topo-1) ADC. At doses =76.2 mg/m2 per cycle (high dose range), the confirmed ORR in
evaluable pts with high B7-H4 expression was 22% (2/9), with 78% (7/9) having =30%
reduction in target lesions. Of the 8 pts with confirmed responses at doses =38.1 mg/m2, 5
had reduction in target lesions > 60%, including 1 CR. All 4 pts with high B7-H4 expression
treated at the initial EXP dose of 67.4mg/m2 Q4W had tumor reductions and were on treatment
with durations of =16 weeks as of data cutoff. Conclusions: Based on the initial reported data,
Emi-Le appears to have encouraging clinical activity and tolerability in a heavily pretreated
population. Further clinical development is ongoing in the EXP portion of the trial at a dose of
67.4 mg/m2 Q4W in pts with advanced/metastatic TNBC who have received 1-4 prior lines of
systemic therapy, including at least one topo-1 ADC. Dose exploration is ongoing to identify a
potential second higher EXP dose. Clinical trial information: NCT05377996. Research Sponsor:
Mersana Therapeutics.


http://www.clinicaltrials.gov/ct2/show/NCT05377996
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Sigvotatug vedotin (SV), an investigational integrin beta-6 (IB6)—directed anti-
body—drug conjugate (ADC), and pembrolizumab combination therapy: Initial re-
sults from an ongoing phase 1 study (SGNB6A-001).

Kartik Sehgal, Jesus Corral Jaime, Steven Francis Powell, Cesar Augusto Perez, Elisa Fontana, Ed Kingsley, Federico Longo Munoz, Sarina A. Piha-Paul, Rachel E. Sanborn,
Jonathan Hayman, Francesca Toffalorio, Tianhua Wang, Wyatt Chafin, Solange Peters; Dana-Farber Cancer Institute, Boston, MA; Hospital Universitario de Jerez, Cadiz,
Spain; Sanford Cancer Center, Sioux Falls, SD; Sarah Cannon Research Institute at Florida Cancer Specialists - Lake Nona, Orlando, FL; Sarah Cannon Research Institute,
London, United Kingdom; Comprehensive Cancer Centers of Nevada, Las Vegas, NV; Ramon y Cajal University Hospital, Madrid, Spain; The University of Texas MD
Anderson Cancer Center, Houston, TX; Earle A. Chiles Research Institute, Providence Cancer Institute, Portland, OR; Pfizer, Seattle, WA; Pfizer, Milan, Italy; Pfizer, South
Francisco, CA; Centre Hospitalier Universitaire Vaudois Lausanne (CHUV), Lausanne, Switzerland

Background: IB6, a tumor-associated membrane protein, is overexpressed in many solid
tumors, including non-small cell lung cancer (NSCLC) and head and neck squamous cell
carcinoma (HNSCC). SV, an IB6-directed ADC, demonstrated encouraging antitumor activity
and manageable safety as a monotherapy in patients (pts) with advanced NSCLC in SGNB6A-
001, an ongoing phase 1 study (Peters, ASCO 2024). Due to immunogenic cell death induction
and innate immune system activation, SV activity may be enhanced when combined with
pembrolizumab (P; SV+P). We report initial results of SV+P in pts with advanced solid tumors.
Methods: SGNB6A-001 (NCT04389632) is an open-label, multicenter, dose-escalation and
dose-expansion phase 1 study evaluating the safety, pharmacokinetics (PK), and antitumor
activity of SV. Part C is evaluating safety of SV+P in pts with advanced solid tumors; part D is
currently enrolling to evaluate SV+P in treatment-naive pts with locally advanced, unresect-
able, or metastatic NSCLC and HNSCC. Pts receive SV 1.8 mg/kg by adjusted ideal body weight IV
Q2W and P 400 mg IV Q6W. Primary endpoint is safety; secondary endpoints include efficacy
and PK. Results reported here are from parts C and D. Results: As of Nov 26, 2024, 31 pts
received =1 dose of SV+P in parts C and D (19 NSCLC, 11 HNSCC, and 1 esophageal); median (95%
CI) follow-up was 2.9 (1.6-5.0) months, and 26 pts remain on treatment. Median (range) age
was 65 (34-80) years, 61% were male, and 52% had ECOG PS 0. Of pts with NSCLC, 12 (63%) had
non-squamous tumors and 11 (58%) had tumors with PD-L1 TPS =1. All pts with HNSCC had
tumors with PD-L1 CPS =1. Any-grade (Gr) and Gr =3 treatment-emergent adverse events
(TEAEs) occurred in 87% and 35% of pts, respectively. Most common TEAEs are shown in the
Table. Any-Gr and Gr =3 immune-mediated TEAEs occurred in 61% and 10% of pts, re-
spectively. Pneumonitis/interstitial lung disease occurred in 3 pts (9.7%), with no Gr =3 events.
Renal TEAESs led to discontinuation of both SV and P in 2 pts (6%); 3 other pts discontinued
treatment (1 progressive disease, 2 consent withdrawal). There were no treatment-related
deaths. In 7 efficacy-evaluable pts with TPS=1 NSCLC, 1 confirmed (c) complete response (CR),
1cpartial response (PR), and 2 PRs pending confirmation were observed (ORR 57%; cORR 29%).
In 8 efficacy-evaluable pts with 1L HNSCC, 2 cCR and 1 cPR were observed (cORR 37.5%).
Conclusions: SV+P demonstrated manageable safety and encouraging preliminary efficacy.
These data support the ongoing phase 3 Be6A-Lung-02 study (NCT06758401) comparing SV+P
vs P as first-line treatment for pts with PD-L1 high (TPS=50) advanced NSCLC. Clinical trial
information: NCT'04389632. Research Sponsor: Seagen, which was acquired by Pfizer in
December 2023.

All Treated Pts (n=31)

Any Gr (>25%) Gr 23
TEAEs n (%) n (%)
Fatigue 13 (42) 1(3)
Decreased appetite 13 (42) 3(10)
Nausea 12 (39) 0
Alopecia 11 (35) 0
Asthenia 9 (29) 2 (6)
Decreased weight 8 (26) 0
Dysgeusia 8 (26) 0



http://www.clinicaltrials.gov/ct2/show/NCT04389632
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BMS-986504 in patients (pts) with advanced solid tumors with homozygous MTAP
deletion (MTAP-del): Clinical update and first report of pharmacokinetics (PK) and
pharmacodynamic (PD) analyses from CA240-0007.

Kathryn C. Arbour, Ben George, Jason Timothy Henry, Konstantinos Leventakos, Jordi Rodon Ahnert, Melissa Lynne Johnson, Kyriakos P. Papadopoulos, Alexander I. Spira,
Cesar Augusto Perez, Richard Zuniga, Hani M. Babiker, Candace L. Haddox, Alice Wozniak, Curtis Chin, Antonella Mazzei, Zheyi Hu, Tyler Simpson, Adam Dickinson,
Pasi A. Janne; Memorial Sloan Kettering Cancer Center, New York, NY; Medical College of Wisconsin, Milwaukee, WI; Sarah Cannon Research Institute at HealthONE,
Denver, CO; Mayo Clinic, Rochester, MN; The University of Texas MD Anderson Cancer Center, Houston, TX; Sarah Cannon Research Institute, Nashville, TN; START Center
for Clinical Research, San Antonio, TX; Virginia Cancer Specialists, PC, Fairfax, VA; Sarah Cannon Research Institute at Florida Cancer Specialists, Orlando, FL; New York
Cancer and Blood Specialists, New York, NY; Mayo Clinic Florida, Jacksonville, FL; Dana-Farber Cancer Institute, Boston, MA; Bristol Myers Squibb, Princeton, NJ, and
Mirati Therapeutics, Inc, San Diego, CA; Bristol Myers Squibb, Princeton, NJ; Department of Medical Oncology, Lowe Center for Thoracic Oncology, Dana-Farber Cancer
Institute, Boston, MA

Background: BMS-986504 selectively binds to the PRMT5-MTA complex, which represents a
synthetic lethal target in MTAP-del cancer cells, while sparing MTAP-wild-type cells. In the
first-in-human phase 1/2 CA240-0007 study in advanced, unresectable or metastatic solid
tumors with homozygous MTAP-del, BMS-986504 was found to be well tolerated and dem-
onstrated antitumor activity in multiple tumors. Here, we report clinical results and the first PK
and PD analyses of BMS-986504 from the dose escalation and expansion phases of CA240-
0007. Methods: Pts with measurable/evaluable disease and no available treatment (Tx) with
curative intent were enrolled; 7 doses were evaluated (50 to 800 mg) in dose escalation.
Objective response rate (ORR), disease control rate (DCR), duration of response (DOR), time
to response (TTR), safety, PK, PD, including plasma SDMA were assessed. Results: As of 2 Dec
2/, 152 heavily pretreated pts were enrolled across all doses: NSCLC (n = 34), PDAC (n = 41),
cholangiocarcinoma (n = 12), and mesothelioma (n = 12) were the most common tumor types.
With a median f/u of 9.0 mo (95% CI 7.6—9.9), continued durable antitumor activity and
deepening tumor regression were seen across tumor types and doses (ORR = 23%, DCR = 70%,
median DOR = 10.5 mo, TTR = 4.6 mo). No new safety signals were identified. Most Tx-related
adverse events (TRAEs) were grade (Gr) 1 0r 2; 13% had Gr = 3 TRAEs (Gr 3 = 12%, Gr 4 = <1%, Gr
5 = 0). Doses from 50 to 600 mg QD were assessed for PK/PD. The AUC,-,,,) after multiple doses
was approximately dose proportional at 200 to 600 mg, and the terminal t,;, after a single dose
was approximately 24 h (table). There were dose-dependent reductions in predicted plasma
SDMA, with the 400 and 600 mg doses approaching the plateau. Conclusions: With longer f/u,
BMS-986504 continued to show increasingly durable antitumor activity. BMS-986504
demonstrated a favorable PK/PD profile, supporting QD dosing at 400 and 600 mg. These
results support further investigation of BMS-986504 at 400 and 600 mg QD as a potential first-
in-class synthetic lethal Tx option in pts with advanced solid tumors with MTAP-del. Clinical
trial information: NCT05245500. Research Sponsor: Bristol Myers Squibb.

PK and PD.

50mg QD 100 mg QD 200 mg QD 400 mg QD 600 mg QD

PK after multiple doses

thax (Min—max), h 2.0 (2.0-4.0) 2.0 (1.0—2.0) 2.0 (0.5-6.0) 2.0 (0.5—4.0) 2.0 (1.0-6.0)
n=3 n=3 n=8 n=10 n=10
Crax.” NG/ML 107 377 685 1240 2110
n=3 n=3 n=8 n=10 n=10
AUC(O_Z,,)," heng/mL 948 3060 7150 11,800 26,700
n=3 n=3 n=7 n=10 n=9
AUC .24),>° heng/mL/mg 19.0 30.6 35.8 29.5 44.6
n=3 n=3 n=7 n=10 n=9
Terminal t,,, after single dose,® h 21.7 80.7 21.5 21.7 24.1
n=1 n=1 n=14 n=14 n=1
PD
Translational exposure targets 0.08 0.21 0.5 1.1 1.7
cav ss),
Predicted plasma SDMA 30.0 38.8 483 55.0 57.4
reduction,® % (90% PI) (23.2-37.8) (27.1-47.5) (42.0-53.0) (50.7-57.6) (54.3-59.0)

aMedian. PGeometric mean. °Dose-normalized. YArithmetic mean.


http://www.clinicaltrials.gov/ct2/show/NCT05245500
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Preliminary results from a first-in-human, phase /Il study of VLS-1488, an oral
KIF18A inhibitor, in patients with advanced solid tumors.

Ecaterina Elena Dumbrava, Cara Amanda Mathews, Bert O'Neil, Paul Swiecicki, Stephanie Gaillard, Alexander Starodub, Patricia LoRusso, Marisa Moroney,

Jacob Stephen Thomas, Nehal J. Lakhani, Cindy Oh, Celia Andreu, Linda Lee, Jacqueline Irena Campbell, Timothy Geoffrey Bowler, Andrea Ozuna, Jae Lee, Scott Drutman,
Claire Frances Friedman; The University of Texas MD Anderson Cancer Center, Houston, TX; Women and Infants Hospital, Providence, Rl; Community Health Network,
Indianapolis, IN; University of Michigan, Ann Arbor, MI; Johns Hopkins School of Medicine, Baltimore, MD; The Christ Hospital Cancer Center, Cincinnati, OH; Yale Cancer
Center, New Haven, CT; University of Colorado, Aurora, CO; Norris Comprehensive Cancer Center, University of Southern California, Los Angeles, CA; START Midwest, Grand
Rapids, MI; Volastra Therapeutics, Inc, New York, NY; Memorial Sloan Kettering Cancer Center, New York, NY

Background: VLS-1488 is an oral small molecule inhibitor of KIF18A, a mitotic kinesin protein
important for successful division of cancer cells with chromosomal instability (CIN) but not
required for mitosis in normal cells. Preclinical studies of VLS-1488 showed dose-dependent
inhibition of tumor growth in CIN models. Methods: VLS-1488-2201 is a phase I/II study of
patients (pts) with advanced solid tumors consisting of two parts, Dose Escalation and Dose
Expansion. During Dose Escalation, a Bayesian Optimal Interval design was utilized to enroll pts
to dose escalation cohorts with additional pts enrolled to backfill cohorts at dose levels (DLs)
that did not meet de-escalation/elimination rules. Primary objective was to assess safety/
tolerability of VLS-1488 at various DLs to determine the Maximum Tolerated Dose (MTD).
Secondary objectives included evaluating preliminary efficacy and pharmacokinetics (PK).
Eligible pts had exhausted standard of care treatments and had measurable disease per RECIST
v1.1. Pts received VLS-1488 once daily, orally for 28-day cycles until disease progression,
unacceptable toxicity or other stopping criteria. Results: 52 pts (ITT) were enrolled across 5
DLs including 50mg (n = 4), 100mg (n = 12), 200mg (n = 14), 400mg (n = 12) and 80omg (n = 10).
Tumor types were high grade serous ovarian (HGSOC; n = 20), colorectal (n = 14), triple negative
breast (n = 7), squamous lung (n = 3), endometrial (n = 3), ovarian carcinosarcoma (n = 2),
esophageal (n = 2) and bladder (n = 1). The median number of prior lines was 4 (range 1-8). As of
data cutoff, 52 pts (100%) received >1 dose of VLS-1488. No dose-limiting toxicities (as
assessed during the first 28 days) were observed and MTD was not reached. Treatment-
related AEs (TRAEs) occurred in 22 pts (42%), with fatigue (17.3%; G1 13.5%, G2 3.8%),
aspartate aminotransferase increased (13.5%; G1 7.7%, G2 1.9%, G3 3.8%) and rash (11.5%;
G1 3.8%, G2 1.9%, G3 5.8%) observed in >10% of pts. 6 pts (12%) experienced G3 TRAEs and
no > G3 TRAEs were observed. Drug exposures exceeded preclinically defined efficacious
thresholds and were approximately dose proportional at analyzed DLs. 41 pts (79%) were
evaluable for response per RECIST v1.1. In the 16 HGSOC pts evaluable for response (where the
median number of prior lines was 4.5; range 2-8), 3 partial responses (PRs; including 2 pts with
sustained PR >24 weeks) and 6 with stable disease (SD; including 4 pts with tumor reductions)
were observed across multiple DLs, with 5 pts continuing with study treatment. Conclusions:
VLS-1488 was found to be safe and tolerable, with encouraging anti-tumor activity observed in
heavily treated HGSOC pts. VLS-1488 will be evaluated further in the Dose Expansion phase of
the study. Clinical trial information: NCT05902988. Research Sponsor: Volastra Therapeutics,
Inc.


http://www.clinicaltrials.gov/ct2/show/NCT05902988

DEVELOPMENTAL THERAPEUTICS—MOLECULARLY TARGETED AGENTS AND TUMOR BIOLOGY

3013 Rapid Oral Abstract Session

A first-in-human phase I/1l study of GFH375, a highly selective and potent oral KRAS
G12D inhibitor in patients with KRAS G12D mutant advanced solid tumors.

Xinghao Ai, Aiping Zhou, Lin Wu, Zhengbo Song, Zhihua Li, Heshui Wu, Ying Yuan, Hong Zong, Lingjun Zhu, Haitao Zhao, Yuping Sun, Zuoxing Niu, Yu Wang, Haige Shen,
Huagiang Zhu, Chanli Zheng, Shuang Wang, Conggiao Zhao, Zhao Cui, Shun Lu; Department of Medical Oncology, Shanghai Chest Hospital, School of Medicine, Shanghai
Jiao Tong University, Shanghai, China; Department of Medical Oncology, National Cancer Center/National Clinical Research Center for Cancer/Cancer Hospital, Chinese
Academy of Medical Sciences and Peking Union Medical College, Beijing, China; Department of Thoracic Medical Oncology, Hunan Cancer Hospital, The Affiliated Cancer
Hospital of Xiangya School of Medicine, Central South University, Changsha, China; Phase I Clinical Trial Ward, Zhejiang Cancer Hospital, Hangzhou, China; Sun Yat-sen
Memorial Hospital, Sun Yat-Sen University, Guangzhou, China; Department of Pancreatic Surgery, Union Hospital, Tongji Medical College, Huazhong University of Science
and Technology, Wuhan, China; Department of Medical Oncology, the Second Affiliated Hospital, Zhejiang University School of Medicine, Hangzhou, China; The First
Affiliated Hospital of Zhengzhou University, Zhengzhou, China; Department of Oncology, The First Affiliated Hospital of Nanjing Medical University, Nanjing, Jiangsu, China;
Department of Liver Surgery, Peking Union Medical College Hospital, Chinese Academy of Medical Sciences and Peking Union Medical College, Beijing, China; Phase |
Clinical Trail Center, Shandong Cancer Hospital and Institute, Shandong First Medical University and Shandong Academy of Medical Sciences, Jinan, China; Shandong
Cancer Hospital, Shandong First Medical University, Jinan, Shandong, China; Clinical Department, GenFleet Therapeutics Inc., Shanghai, China; Clinical Department,
GenFleet Therapeutics (Shanghai) Inc., Shanghai, China

Background: Kirsten rat sarcoma (KRAS) G12D is one of the most prevalent RAS mutations in
human cancers and suggests poor survival. GFH375 is an orally bioavailable, highly selective
and potent KRAS G12D inhibitor targeting both “ON” (GTP-bound) and “OFF” (GDP-bound)
states. Here we report the preliminary results of GFH375 in patients (pts) with advanced KRAS
G12D mutant solid tumors. Methods: This is a Phase I/II study (NCT06500676) evaluating the
safety, tolerability, pharmacokinetics and efficacy of GFH375 in pts with advanced solid tumors
harboring KRAS G12D mutation. Pts with locally advanced or metastatic solid tumor failed to
prior standard therapies are eligible for enrollment. Accelerated titration, plus Bayesian
Optimal Interval (BOIN) and back filling design are employed in the phase I part with safety
and tolerability as the primary objective, and pharmacokinetics and anti-tumor activity as the
secondary objectives. Results: As of 03Jan2025, thirty-two pts were treated, including 11
pancreatic ductal adenocarcinoma (PDAC), 11 non-small cell lung cancer (NSCLC), 5 colorectal
cancer (CRC) and 5 others (median age: 59.5 yrs; 62.5% female). No dose-limiting toxicities
(DLTs) were observed at the tested dose levels of 100 mg, 200 mg, 400 mg, 600 mg, 750 mg,
900 mg once daily (QD) and 300 mg twice daily (BID). Eight pts (25%) experienced at least one
G3/G4 treatment related adverse event (TRAE) and no G5 TRAESs. Five pts (15.6%) experienced
at least one serious adverse event. Eight pts (25%) had treatment interruptions, and 2 (6.3%)
discontinued treatment due to treatment emergent adverse events (TEAEs). No dose reduction
occurred. The most common TRAEs were gastrointestinal events including diarrhea (71.9%),
vomiting (71.9%) and nausea (62.5%); all were grade 1 or 2. Anti-tumor activities were observed
starting from 100 mg QD. Among 22 pts who had at least one post-treatment tumor assessment,
objective response rate (ORR) was 27.3% (6/22), and disease control rate (DCR) was 86.4% (19/
22). Nine out of 13 pts with stable disease (SD) had tumor shrinkage. Among the 7 pts with PDAC,
all exhibited tumor shrinkage with 3 partial response (PR) and 4 SD. Among the 9 pts with
NSCLC, 3 achieved PR, 5 SD, and 1 progression disease (PD). GFH375 demonstrated good oral
bioavailability with a Ty.x of 2~4 h and a terminal half-life of 18.5-21.6 h. Conclusions:
According to the preliminary data from ongoing FIH study, GFH375 monotherapy has dem-
onstrated good tolerability and promising anti-tumor activities in pts with advanced solid
tumor supporting further clinical development. Clinical trial information: NCT06500676. Re-
search Sponsor: GenFleet Therapeutics (Shanghai) Inc.


http://www.clinicaltrials.gov/ct2/show/NCT06500676
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Efficacy and safety of selumetinib in adults with neurofibromatosis type 1 (NF1) and
symptomatic, inoperable plexiform neurofibroma (PN): Primary analysis of KOMET
(NCT04924608), a phase 3, international, randomized, placebo-controlled study.

Alice P. Chen, Geraldine Helen O'Sullivan Coyne, Pamela Wolters, Staci Martin, Said Farschtschi, Ignacio Blanco, Zhongping Chen, Luiz Guilherme Darrigo Junior,
Marica Eoli, James Richard Whittle, Yoshihiro Nishida, Rosa Lamarca, Randolph de la Rosa, Ayo Adeyemi, Idoia Herrero, Nereida Llorente, Scott J. Diede, Eva Dombi,
Pierre Wolkenstein; Developmental Therapeutics Clinic, Division of Cancer Treatment and Diagnosis, National Cancer Institute, National Institutes of Health, Bethesda, MD;
Developmental Therapeutics Clinic, National Cancer Institute, Bethesda, MD; Pediatric Oncology Branch, Center for Cancer Research, National Cancer Institute, Bethesda,
MD; Department of Neurology, University Medical Center Hamburg-Eppendorf, Hamburg, Germany; Clinical Genetics Department, Hospital Germans Trias i Pujol,
Barcelona, Spain; Department of Neurosurgery/Neuro-oncology, Sun Yat-sen University Cancer Center, State Key Laboratory of Oncology in South China, Guangzhou,
China; Department of Pediatrics, Ribeirdo Preto Medical School, University of Sdo Paulo, Sdo Paulo, Brazil; Department of Experimental Neuro-oncology, Fondazione IRCCS
Instituto Neurologico Carlo Besta, Milan, Italy; Department of Medical Oncology, Peter MacCallum Cancer Centre, Melbourne, Australia; Department of Rehabilitation,
Nagoya University Hospital, Nagoya, Japan; Alexion, AstraZeneca Rare Disease, Barcelona, Spain; Alexion, AstraZeneca Rare Disease, Boston, MA; Merck & Co., Inc.,
Rahway, NJ; Department of Dermatology, National Referral Center for Neurofibromatoses (CERENEF), Henri-Mondor Hospital, Assistance Publique — Hopitaux de Paris,
Université Paris-Est Créteil (AP-HP), Université Paris-Est Créteil (UPEC), Créteil, Paris, France

Background: No globally approved therapies exist for adults with NF1 and symptomatic,
inoperable PN.KOMET is evaluating the efficacy and safety of selumetinib (SELU; ARRY-
142886, AZD6244) in adults. Methods: KOMET is an ongoingPhase 3, randomized, double-
blind, placebo-controlled trial. Adults (=18 yrs) with NF1 and symptomatic, inoperable PN were
randomized 1:1 to 28-day cycles of oral SELU 25 mg/m? BID or placebo (PBO) with crossover to
SELU at progression or the end of Cycle (C) 12. Among others, baseline (BL) PAINS-pNF target
PN chronic pain intensity score (< 3 or =3) was a stratification factor; 70% of patients (pts) were
required to have a score =3. Primary analyses were conducted after the last pt completed C16
(data cutoff: Aug 5, 2024). The primary endpoint was objective response rate (ORR; confirmed
partial/complete response) per ICR REiNS by the end of C16. Key secondary endpoints were
change from BL to C12 in PAINS-pNF chronic pain score in pts with a BL score =3 and PlexiQoL
total score in all randomized pts (SELU vs PBO). A planned sample of 73 pts per arm with a 2-
sided 5% alpha Fisher’s exact test had > 99% power to detect the difference between a SELU
ORR of 20% and PBO ORR of 0%. Key secondary endpoints were analyzed with a mixed model for
repeated measures. Results: Of 145 randomized pts (SELU: 71; PBO: 74), 51.7% were male;
median age was 29 yrs (range 18—60). SELU led to a rapid onset of response (median 3.7 mos),
with an ORR 0f 19.7% (95% CI 11.2, 30.9) by C16 vs 5.4% (95% CI 1.5,13.3) with PBO (p = 0.011). At
C12, pts with a BL chronic pain score =3 had a greater reduction in pain score with SELU (LS
mean —2.0; 95% CI —2.6, —1.4) vs PBO (LS mean —1.3; 95% CI —1.8, —0.7); and clinically
meaningful improvement (meaningful score difference —2 points) vs BL, but this was not
statistically significant vs PBO (p = 0.070). Reduction in chronic pain intensity was observed
with SELU vs PBO in the full analysis set (all pts regardless of BL chronic pain intensity, nominal
p = 0.024). Change from BL to C12 in PlexiQoL total score between treatment arms was not
statistically significant (LS mean difference —0.1; 95% CI —1.2, 1.1). Adverse events (AEs) in the
randomized period were consistent with the known safety profile of SELU. The most common
AEs (=10% of pts) were dermatitis acneiform (59%), increased blood creatine phosphokinase
(45%), and diarrhea (42%) with SELU, and COVID-19 (20%), nausea (16%), and fatigue (14%)
with PBO. Fourteen pts on SELU and 1 pt on PBO reported CTCAE Grade =3 treatment-related
AEs; 9 SELU and 5 PBO pts discontinued due to AEs. Conclusions: In the first international,
randomized, placebo-controlled trial in adults with NF1-PN, SELU achieved a significant ORR
vs PBO (C16), meeting the primary endpoint, and a clinically meaningful reduction in PN-
associated chronic pain (C12). Clinical trial information: NCT04924608. Research Sponsor:
Alexion, AstraZeneca Rare Disease and Merck Sharp & Dohme LLC, a subsidiary of Merck & Co.,
Inc., Rahway, NJ, USA.


http://www.clinicaltrials.gov/ct2/show/NCT04924608
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Phase 2 evaluation of the nilotinib-paclitaxel combination in patients with rare solid
tumors: Rapid analysis and response evaluation of combination anti-neoplastic
agents in rare tumors trial 1 (RARE CANCER 1).

Sarah Shin, Andre DeSouza, Jared C. Foster, Naoko Takebe, Geraldine Helen O'Sullivan Coyne, Sarah Miller, Brooke Augustine, Mary Jane Ong, Lamin Juwara,
Jessica Mukherjee, Ning Ma, James H. Doroshow, Alice P. Chen; Developmental Therapeutics Clinic/Early Clinical Trials Development Program, Division of Cancer
Treatment and Diagnosis, National Cancer Institute, Bethesda, MD; Developmental Therapeutics Clinic/Early Clinical Trials Development Program, Division of Cancer
Treatment and Diagnosis, NCI, NIH, Bethesda, MD; Biometric Research Program, Division of Cancer Treatment and Diagnosis, National Cancer Institute, National Institutes
of Health, Bethesda, MD; Division of Cancer Treatment and Diagnosis, National Cancer Institute, Bethesda, MD; Clinical Research Directorate, Frederick National Laboratory
Cancer Research, Frederick, MD; Developmental Therapeutics Clinic/Early Clinical Trials Development Program, Division of Cancer Treatment and Diagnosis (DCTD),
National Cancer Institute (NCI), Bethesda, MD; Developmental Therapeutics Clinic/Early Clinical Trials Development Program, Division of Cancer Treatment and Diagnosis
and Center for Cancer Research, National Cancer Institute, Bethesda, MD

Background: Rare tumors constitute a heterogeneous group of cancers with limited treatment
options and poor outcomes. To address the need for novel therapeutic options in this chal-
lenging population, patient-derived xenograft models of rare cancers were developed to screen
combinations of anticancer agents. Based on these preclinical data, the NCI Developmental
Therapeutics Clinic designed a series of phase 2 clinical trials to assess promising novel
combination therapies in patients (pts) with rare tumors. RARE1—the first trial in this series—
evaluates the nilotinib-paclitaxel combination, for which a preceding phase 1 study
(NCT02379416) recently identified the recommended phase 2 dose (RP2D) and promising
clinical activity, including confirmed partial responses (PR) in 3 pts (2 adult granulosa cell
ovarian tumors [AGCOT], 1 endometrial cancer) and 1 unconfirmed PR (anal cancer). Given this
clinical experience and preclinical activity in rare tumor models, RARE1 (NCT04449549) aims
to evaluate the response and mechanism of action of the nilotinib and paclitaxel combination in
rare, refractory solid tumors. Methods: Pts with rare tumors meeting the RARECARE definition
were treated at the RP2D: nilotinib 300 mg orally twice a day and paclitaxel 80 mg/m? IV on days
1, 8,and 15 in 28-day cycles. Response was assessed by RECIST v1.1. Tissue biopsies and research
blood were collected at multiple timepoints for pharmacodynamic and genomic analyses.
Results: This study enrolled 31 pts of diverse rare cancers as of the data cut-off. Of the 30
evaluable pts, 2 (7%) had confirmed PRs: 1 Ewing sarcoma and 1 ovarian clear cell cancer,
completing 12 and 11 cycles (C) on study, respectively. Stable disease (SD) was the best response
in15 pts (50%), of which 5 pts (17%) had prolonged SD: 1 AGCOT (23+ C), 1 testicular embryonal
rhabdomyosarcoma (22 C), 1 non-uterine leiomyosarcoma (21 C), 1 salivary gland (12 C), and 1
ampullary adenocarcinoma (6 C). Overall, the median number of cycles completed is 2 (range
0 - 23) and the median progression free survival is 3.8 months. No unexpected treatment-
related adverse events have occurred. No grade 3-4 peripheral neuropathy has been observed.
Conclusions: Preliminary clinical outcomes for the nilotinib-paclitaxel combination in patients
with rare tumors showed encouraging signals of activity. To facilitate further evaluation of
response and the underlying mechanism of action for this combination, enrollment now
focuses on the 4 tumor types that have previously demonstrated response: Ewing sarcoma,
ovarian clear cell carcinoma, AGCOT, and anal cancers. Pharmacodynamic and genomic an-
alyses are also ongoing. This project has been funded in whole or in part with federal funds from
the NCI, NIH, under contract HHSN261201500003I. Clinical trial information: NCT04449549.
Research Sponsor: U.S. National Institutes of Health.


http://www.clinicaltrials.gov/ct2/show/NCT04449549
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Clinical utility of circulating tumor RNA (ctRNA) in a combined circulating tumor
DNA (ctDNA) and ctRNA next-generation sequencing (NGS) pan-cancer liquid bi-
opsy assay.

Jonathan Poh, Michelle Pek, Daniel P. Petro, Molly SC Li, Daniel Boon Yeow Chan, Yew-Oo Tan, Gilberto Lopes, Min-Han Tan; Lucence Diagnostics Pte Ltd, Singapore,
Singapore; Lucence Health Inc., Palo Alto, CA; University of Pittsburgh Cancer Institute, Pittsburgh, PA; The Chinese University of Hong Kong, Hong Kong, China; ICON
Cancer Centre, Singapore, Singapore; Farrer Park Medical Centre, Singapore, Singapore; Sylvester Comprehensive Cancer Center, University of Miami, Miami, FL

Background: Liquid biopsies are increasingly used in the real world for cancer therapy selec-
tion, disease monitoring, and early detection. Combining RNA with DNA sequencing for the
detection of FDA-actionable gene fusions is already recommended as standard of care in
guidelines as fusions are inherently challenging to detect by DNA-only methods. However,
the clinical utility of profiling plasma ctRNA in addition to ctDNA has not yet been quantified in
large studies. Here we report results from the first large real-world study establishing the
clinical utility of combining ctRNA and ctDNA in a single liquid biopsy assay. Methods: A total of
1,007 consecutive plasma samples from 979 cancer patients across the USA and Asia underwent
real-world liquid biopsy testing with a combined ctDNA and ctRNA assay (LiquidHALLMARK) in
two CAP-accredited CLIA-certified laboratories from Jun 2021 to Dec 2024. The combined
amplicon-based assay profiles genomic alterations in 80 genes on ctDNA and up to 37 genes on
ctRNA. Only gene fusions (including MET exon 14 skipping) were included in this analysis. The
limit of detection for gene fusions of the ctDNA and ctRNA panel were validated as 0.5% and 10
copies. Results: Plasma ctRNA was successfully analyzed in 99.6% (1003/1007) of samples
across 30 cancer types. The top 5 cancer types (lung, prostate, breast, colorectal, and pancreas)
comprised 84.2% of the clinical volume. Gene fusions were detected across 11 genes (ALK, RET,
ROS1, MET, NRG1, NTRK1, FGFR2, FGFR3, ESR1, ERG, ETV/) in 7.8% (78/1003) of cases, primarily
in prostate and lung, but also in breast, bile duct, thyroid, liver, and bladder cancers. A total of 80
fusions were detected, of which 25 were detected by both ctDNA and ctRNA, while ctDNA and
ctRNA each exclusively detected 27 and 28 fusions. Among the 28 ctRNA-only fusions, 5 were
not covered by the ctDNA panel (1 ATP1B1-NRG1, 1 ESR1-CCDC170, 1 ESR1-AKAP12, and 2
SLC45A3-ERG fusions). Eleven (11/28) ctRNA-only fusions were actionable; all 11 were found
in lung cancer. Two of these co-occurred with another lung driver mutation, highlighting
potential resistance mechanisms to targeted therapy. Of the remaining 9, 3 were treated with
fusion-matched targeted therapy. Two patients had real-world response rates available; both
exhibited partial response to treatment. Overall, inclusion of ctRNA analysis increased the
diagnostic yield of all fusions by 53.8% and actionable fusions by 36.7%. Conclusions: This is
the first large study showing that adding ctRNA to ctDNA liquid biopsy increases total action-
able diagnostic yield by 36.7%, highlights potential resistance mechanisms, and can broaden
panel coverage to include gene fusions not amenable to detection by conventional DNA-based
methods. These findings support recommendations for combined DNA/RNA testing of fusions
in both tissue and liquid samples. Research Sponsor: None.
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Enhancing prognostic precision in bladder cancer: Al-driven tumor microenviron-
ment analysis from H&E images.

Evelyn Ramberger, Kai Standvoss, Sandip Ghosh, Miriam Haegele, Marie-Lisa Eich, Philipp Anders, Lars Tharun, Alexander Moellers, Gabriel Dernbach, Julika Ribbat-Idel,
Simon Schallenberg; Aignostics GmbH, Berlin, Germany; Institue of Pathology, Charite University Hospital, Berlin, Germany; MVZ HPH Institut fiir Pathologie und
Hamatopathologie GmbH, Hamburg, Germany

Background: Bladder cancer (BC) represents a significant healthcare burden. Despite advance-
ments in diagnostics and treatment, the survival rate remains low, underscoring the need for
improved prognostic tools. The current UICC staging system often lacks precision in patient
stratification. Moreover, there is a paucity of scalable methods that explore and quantify tumor
microenvironment (TME) features and their influence on patient outcome. Here, we present an
artificial intelligence (AI) framework that operates on routine hematoxylin & eosin-stained
(H&E) slides to enable systematic TME characterization and improve prognostic accuracy.
Methods: In a bicentric cohort of over 700 resected BC patients, we developed and validated a
deep learning approach for TME analysis. The model was trained using multiplex
immunofluorescence-validated annotations but operates solely on H&E-stained images, max-
imizing clinical applicability. Key features included tissue compartment segmentation, cell
classification, and spatially resolved cell patterns. We evaluated the model’s performance and
integrated TME features with clinicopathological variables to improve prognostic stratification
beyond UICC staging. Results: The model demonstrated robust tissue compartment segmen-
tation (F1-score = 0.91) and accurately identified key immune cell populations in tissue regions.
When integrating the spatially resolved cellular features with clinicopathological variables, we
observed significant improvements in prognostic capabilities for overall survival. The in-
tegrated approach demonstrated a 22% relative improvement over the conventional UICC
staging system alone (C-index increased from 0.59 to 0.61, p < 0.01), measured against the
random baseline C-index of 0.5. Our integrated model displayed a hazard ratio of 1.859 (95% CI:
1.530-2.259, p = 4.390e-10), markedly stronger than traditional risk stratification which
showed a hazard ratio of 1.477 for high versus low risk groups (95% CI: 1.219-1.791, p =
7.117e-05). These findings demonstrate that Al-driven analysis of the tumor microenviron-
ment provides valuable prognostic information beyond current clinical staging methods,
suggesting promising opportunities for enhancing patient risk stratification. Conclusions:
We show that a combination of Al with UICC staging shows improved patient stratification
compared to stratifying by UICC alone. This study demonstrates the feasibility of automated
TME characterization from routine H&E slides in BC and suggests that incorporating TME
features into prognostic models enhances accuracy and could support personalized patient
management in individualized oncology. While further validation in larger, multicentric-
datasets is required, our approach shows potential for facilitating systematic biomarker de-
velopment and improving clinical decision-making in BC care. Research Sponsor: BMBF.
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Preliminary results from a first-in-human phase 1 dose escalation trial of ADRX-
0706, a next generation Nectin-4 ADC, in subjects with advanced solid tumors.

Alexandra Drakaki, Justin A. Call, Sreenivasa R. Chandana, Jordi Rodon Ahnert, Anthony B. El-Khoueiry, Drew W. Rasco, Benjamin Garmezy, Guiling Li, Shudong Zhang,
Yu Chen, Abraham Fong, Pia M. Challita-Eid, Hui Li, Ye Guo; Jonsson Comprehensive Cancer Center, David Geffen School of Medicine at UCLA, Los Angeles, CA; START
Mountain Region, West Valley City, UT; START Midwest, Grand Rapids, MI; The University of Texas MD Anderson Cancer Center, Houston, TX; University of Southern
California, Norris Comprehensive Cancer Center, Los Angeles, CA; START San Antonio, San Antonio, TX; Sarah Cannon Research Institute, Nashville, TN; Wuhan Union
Hospital, Wuhan, China; Peking University Third Hospital, Beijing, China; Fujian Cancer Hospital, Fuzhou, China; Adcentrx Therapeutics, San Diego, CA; Shanghai East
Hospital, Tongji University, Shanghai, China

Background: ADRX-0706 is a Nectin-4 targeting ADC designed to provide an increased
therapeutic window through stable conjugation of a novel microtubule inhibitor payload
(AP052) to an IgG1 monoclonal antibody at a drug-to-antibody ratio of 8. Preliminary safety,
anti-tumor activity, pharmacokinetic (PK) and Nectin-4 expression results are presented from
the dose escalation part of the ongoing Phase 1 trial (NCT06036121). Methods: Eligible subjects
with select advanced solid tumors (urothelial [UC], cervical [CC], breast [BC], head and neck
[HNSCC], ovarian [OC], non-small cell lung [NSCLC], and pancreatic [PC]) were enrolled in
cohorts of escalating dose levels (1-16 mg/kg, Q3W, IV) using a BOIN design with backfill.
Nectin-4 expression was evaluated retrospectively. Primary and secondary endpoints included
dose-limiting toxicities [DLTs], adverse events [AEs], laboratory value changes, PK, immu-
nogenicity, and response per RECIST v1.1. Results: As of the 13Dec24 data cutoff, 53 subjects
with a median age of 59 years and median of 4 (1-14) prior therapies were enrolled. One DLT (G3
stomatitis) occurred at the highest dose of 16 mg/kg. The most common treatment related AEs
(TRAE =15%) were arthralgia (32%), fatigue (21%), rash (19%), anemia (17%), and nausea
(15%). The majority of TRAEs were G1-2 in severity and manageable, including only 3 (5.7%)
subjects with peripheral neuropathy and 2 (3.8%) with liver enzyme increase. The most
common =G3 TRAE was neutropenia (11%). ADC exposure increased in a dose-proportional
manner with minimal deconjugation and the ADC half-life was 15 days. There were 5 subjects
who achieved objective response across different tumor types (UC, NSCLC, CC) and 9 with stable
disease per RECIST among 30 response-evaluable subjects treated at doses =8 mg/kg (ORR
16.7%, DCR 46.7%), including 2 triple negative BC (TNBC) subjects with 27% and 29% decrease
in tumor size who remain on treatment. ADRX-0706 demonstrated Nectin-4 expression-
dependent anti-tumor activity with all responses observed in tumors with H-score =100,
including a confirmed complete response (CR) in a CC subject (H-score 250). Two responses
were observed after prior progression on other Nectin-4 targeting MMAE drugs and three
responses remain ongoing with subjects on treatment for 9+ to 23+ weeks. Based on these data,
10 mg/kg Q3W was selected as the Phase 1b dose. Conclusions: ADRX-0706 demonstrated a
preliminary safety profile differentiated from MMAE-conjugates and with manageable toxic-
ities. The antibody-like PK profile together with minimal deconjugation supports Q3W dosing.
Encouraging anti-tumor activity was observed in multiple heavily pretreated tumors with
moderate-high Nectin-4 expression. Enrollment in Phase 1b cohorts of UC, CC, and TNBC is
ongoing. Clinical trial information: NCT06036121. Research Sponsor: Adcentrx Therapeutics.


http://www.clinicaltrials.gov/ct2/show/NCT06036121

DEVELOPMENTAL THERAPEUTICS—MOLECULARLY TARGETED AGENTS AND TUMOR BIOLOGY

3019 Poster Session

BC3195, a novel ADC targeting cadherin-3 (CDH3): Updated results of a first-in-
human phase | study in patients with advanced solid malignancies.

Haiyan Tu, Yuping Sun, Tao Qin, Hai-jun Guo, Sheng Wang, Li-gin Zhang, Xiang-yun Ye, Yong-Jiang Hei, Yiwei Wang, Yi-Long Lung Cancer Wu; Guangdong Lung Cancer
Institute, Guangdong Provincial People’s Hospital (Guangdong Academy of Medical Sciences), Southern Medical University, Guang Zhou, Guang Dong, China; Phase |
Clinical Trail Center, Shandong Cancer Hospital and Institute, Shandong First Medical University and Shandong Academy of Medical Sciences, Jinan, China; Phase I Clinical
Trial Centre, Sun Yat-sen Memorial Hospital, Sun Yat-sen University, Guangzhou, China; Biocity Biopharmaceutics Co., Ltd., Shanghai, China; Biocity Biopharmaceutics Co.
Ltd, Wuxi, Shanghai, China; Guangdong Lung Cancer Institute, Guangdong Provincial People’s Hospital (Guangdong Academy of Medical Sciences), Southern Medical
University, Guangzhou, China

Background: Cadherin-3 (CDH3), a calcium-dependent cell-cell adhesion glycoprotein, is
overexpressed on lung, breast, head and neck and other malignancies, and associated with
cancer invasiveness and poor prognosis. BC3195 is known as the only antibody drug conjugate
(ADC) in clinical stage, targeting CDH3 with cleavable linker and payload of monomethyl
auristatin E (MMAE). Methods: A phase I, open-label, first in human study whose objectives
were to evaluate the safety, tolerability, pharmacokinetics (PK), and preliminary antitumor
activity of BC3195 is being performed in patients (pts) with advanced solid malignancies.
BC3195 is administered as 1-hr IV infusion every 3 weeks (Q3W) or every week (QW). An
evaluation of seven dose levels (DLs) is planned: 0.3, 0.6,1.2, 1.8, 2.1, 2.4 mg/kg Q3W and 1.2 mg/
kg QW with a BOIN design guiding dose escalation. Results: As of the data cut-off-date (Dec
26™, 2024), 56 pts have been enrolled. The number of pts in each DL is shown in the table.
Twenty-five (44.6%) pts had received =3 prior lines of treatment. Stomatitis (71.4%), rash
(60.7%) and anemia (53.6%) were the main adverse events (AEs). Stomatitis and rash typically
occurred in the first cycle and were manageable. Twenty-one pts (37.5%) experienced Grade=3
treatment related adverse events (TRAEs). Among the 50 pts who were evaluable for tumor
response, 5 pts in 2.4 mg/kg Q3W had partial response (PR). Of the 20 NSCLC pts treated in 2.4
mg/kg, 4 pts had confirmed PR (cPR), and 14 pts had stable disease (SD) as their best response;
the objective response rate (ORR) was 50% (4/8) in previously-treated EGFR-mutant NSCLC
pts, and mPFS was 168 days (Table). PK results demonstrated that exposure of the ADC, total
antibody (TA) and MMAE increased in a non-linear manner at dose up to 2.4 mg/kg. Median
Tmax Values for ADC and TA were 1 h, and median T,ax for free MMAE was 25-169 h. In addition,
elimination t,,, values averaged 54 h, 78 h and 63 h for the ADC, TA, and MMAE at 2.4 mg/kg,
respectively. Conclusions: BC3195 has a manageable safety profile and favorable PK charac-
teristics and demonstrated impressive preliminary antitumor activity in heavily-pretreated pts
with NSCLC, of which most had EGFR-mutations (ORR=50%). Dose optimization and expan-
sion are ongoing. Clinical trial information: NCT05957471. Research Sponsor: Biocity Bio-
pharmaceutics Co. Ltd.

Safety and efficacy data of study BC3195-101 (safety analysis set).
0.3 mg/kg 0.6 mg/kg 1.2 mg/kg 1.8 mg/kg 2.1 mg/kg

Efficacy Q3w Q3w Q3w Q3w Q3w 2.4 mg/kg All*
and Safety (N=3) (N=3) (N=3) (N=9) (N =6) Q3W (N =31) (N=56)
All tumor types EGFR-mut

(N=31) NSCLC

(N=8)

ORR, n (%) 0 0 0 0 0 5(16.1) 4 (50.0) 5(8.9)
DCR, n (%) 1(333) 2(66.7) 1(333) 3(333) 2(33.3) 22(71.0) 7(87.5) 32(57.1)
mPFS, days 40 82 40 40 39 130 168 91
Grade>3 TRAE 0 0 0 2(222) 1(16.7) 17 (54.8) 3 (37.5) 21 (37.5)

n (%)

*The subject in 1.2 mg/kg QW dose level is not presented in a dedicated column in this table.
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A phase 2 basket trial of ado-trastuzumab emtansine for patients with HER2

amplified cancers.

Jessica Ross, Bob T. Li, Lauren Schoech, Alan Loh Ho, Winston Wong, Vicky Makker, Gopa lyer, Rona Yaeger, Dazhi Liu, Alex Makhnin, Michelle S. Ginsberg, Ronglai Shen,
Kanika Arora, Michael F. Berger, Gregory J. Riely, Jamie E. Chaft; Memorial Sloan Kettering Cancer Center, New York, NY; Medical Oncology, Memorial Sloan-Kettering
Cancer Center, Weill Cornell Medical Center, New York, NY; Genitourinary Oncology, Memorial Sloan Kettering Cancer Center, New York, NY; Thoracic Oncology Service,

Memorial Sloan Kettering Cancer Center, New York, NY; Department of Medicine, Weill Cornell Medical College, New York, NY

Background: The HER2 gene is commonly amplified (amp) across a variety of tumor types. Ado-
trastuzumab emtansine (TDM1) is a potent antibody-drug conjugate targeting HER2 that is
approved in HER2+ breast cancer. The efficacy of TDM1 in other HER2-amp solid tumors is
unknown. Methods: We conducted a single-arm, phase 2 basket trial of TDM1 in which patients
(pts) were enrolled in one of 5 HER2-amp cohorts: non-small cell lung cancer (NSCLC),
colorectal cancer, endometrial cancer, salivary gland cancer, or other solid tumor. HER2
amp was identified through next generation sequencing by MSK-IMPACT, defined as two-
fold change, or by in-situ hybridization (ISH) with HER2/CEP17 ratio =2.0 in a CLIA-certified
laboratory. In tumors sequenced by MSK-IMPACT, precise level of the ERBB2 amplification (i.e.
integer copy number) was assessed and correlated with clinical response. All pts received TDM1
3.6mg/kg IV every 21 days. The primary endpoint was overall response rate (ORR). For each
cohort, a Simon two-stage optimal design was used. In the first stage, 7 pts were accrued in each
cohort; if 0/7 responses, the cohort was closed. Otherwise, up to 11 additional pts were accrued.
Cohorts 1, 3, and 4 were expanded by up to 5 pts (max 23 pts) due to durable responses seen early
on. Response and progression of disease was evaluated using RECIST version 1.1. Modified
PERCIST was allowed if pts did not have RECIST measurable disease. Toxicity was graded as per
CTCAE v/.1. Circulating tumor DNA was collected pre-, post-, and on-treatment for all pts
when feasible. Results: 88 pts were accrued between 2016 and 2023. The ORR by cohort is listed
in Table 1. The most common toxicities were decreased platelet count and elevated ALT. There
was one incident of grade 5 pneumonitis in a patient in cohort 1. Median time on treatment was
2.5 months (range 0.03 — 53.7 months); in pts with salivary gland tumors, median time on
treatment was 17.6 months (0.3 — 53.7). Conclusions: TDM1 demonstrated efficacy in multiple
HER2-amp tumor types. The highest ORR was seen in salivary gland tumors, with a median time
on treatment of about 1.5 years. More work is needed to understand the enhanced efficacy of
TDM1 in these tumors. Clinical trial information: NCT02675829. Research Sponsor: Genentech.

Response rate by cohort and disease site.

Cohort RECIST-only ORR Combined* ORR
1: HER2-amp lung 4/18 (22.2%) 4/19 (21.1%)
2: HER2-amp colorectal 0/7 (0.0%) 0/7 (0.0%)
3: HER2-amp endometrial 5/23 (21.7%) 5/23 (21.7%)
4: HER2-amp salivary 8/10 (80.0%) 14/16 (87.5%)
5: Other HER2-amp solid tumors 2/23 (8.7%) 2/23 (8.7%)
Biliary 1/8 (12.5%) 1/8 (12.5%)
Bladder & urinary tract 0/5 (0.0%) 0/5 (0.0%)
Cervical 0/2 (0.0%) 0/2 (0.0%)
Ovarian 1/7 (14.3%) 1/7 (14.3%)
Pancreatic 0/1 (0.0%) 0/1 (0.0%)
TOTAL 19/81 (23.5%) 25/88 (28.4%)

ORR-=overall response rate. *Combined: RECIST when available, PERCIST if non-RECIST-evaluable.


http://www.clinicaltrials.gov/ct2/show/NCT02675829
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The safety, tolerability, and efficacy of BRY812 in patients with advanced solid
tumors: Preliminary results from the phase I clinical study.

Herui Yao, Min Yan, Jingna Wu, Hong Wang, Hua Yang, Yili Chen, Ying Lin, Ruinian Zheng, Ling Guan, Ying Wang, Xiao-Xiao Dinglin, Fangfang Lu, Hailong Zhang, Qizhe Wu,
Jingtao Lu, Suiwen Ye, Junyan Wu, Erwei Song; Sun Yat-sen Memorial Hospital, Sun Yat-Sen University, Guangzhou, China; Henan Breast Cancer Centre, The Affiliated
Cancer Hospital of Zhengzhou University & Henan Cancer Hospital, Zhengzhou, China; Meizhou People’s Hospital, Meizhou, China; The Nanchang Third Hospital, Nanchang,
China; Affiliated Hospital of Hebei University, Baoding, China; The First Affiliated Hospital, Sun Yat-sen University, Guangzhou, China; Breast Disease Center, The First
Affiliated Hospital, Sun Yat-Sen University, Guangzhou, China; Dongguan People’s Hospital, Dongguan, China; Sun Yat-sen Memorial Hospital, Guangzhou, China; BioRay
Pharmaceutical (Hangzhou) Co., Ltd, Hangzhou, China

Background: Antibody-conjugated drugs (ADCs) have demonstrated outstanding clinical ef-
ficacy in treating a wide range of solid tumors as well as hematological tumors currently. An
ongoing multicenter, open-label, phase I clinical study assessed the safety, tolerability and
preliminary efficacy of BRY812, the ADC targeting transmembrane protein LIV-1with MMAE as
cytotoxic payload, in advanced solid tumors. Here we report the interim analysis results.
Methods: In Phase Ia (dose escalation), the eligible patients with advanced solid tumors were
enrolled in each of 7 dose groups (0.25, 0.5, 1.0, 2.0, 2.8, 3.6 and 4.4 mg/kg) for evaluation to
determine the MTD of BRY812. An "accelerated titration" method (0.25, 0.5 mg/kg) as well as a
modified toxicity probability interval-2 method (subsequent doses) was applied. Subsequently
dose expansion was conducted for dose levels of 2.0, 2.8 and 3.6 mg/kg that demonstrated
tolerability and relative efficacy. The patients received treatment every 3 weeks until intolerable
toxicity or disease progression. The primary endpoint was to evaluate DLT and MTD to
determine RP2D, other endpoints included ORR. Results: Overall, as data cut-off date (Dec
13, 2024), 36 patients (including 30 patients with breast cancer) with advanced solid tumors
were enrolled, including 20 patients in dose escalation phase and 16 patients in dose expansion
respectively. Treatment is still ongoing for 19 patients. No DLT was observed up to 3.6 mg/kg.
4.4 mg/kg was not tolerated due to DLTs (2 of 4 patients experienced DLT events). The most
common grade =3 TEAE was neutropenia, and grade 4 neutropenia was observed in 3.6 mg/kg
(2/12) and 4.4 mg/kg (4/4). 4 patients discontinued treatment due to AE including 2 injury
corneal (each of 3.6 & 4.4 mg/kg), 1 peripheral neuropathy (2.8 mg/kg) and 1 hepatic enzyme
increase (3.6 mg/kg). Among 34 patients in efficacy analysis, 8 (23.5%) patients and 7 (20.6%)
patients had PR and SD, respectively, and 17 (50%) patients had PD, leading to ORR of 23.5%
(95% CI: 10.7, 41.1) and DCR of 44.1% (95% CI: 27.2, 62.1). The patients with higher LIV-1
expression showed better efficacy, as among 14 patients with PS2+ enriched, ORR was 43% (6/
14 in breast cancer). In addition, ADC and Total antibody clearance were similar. BRY812 showed
dose-dependent decrease of clearance in the dose range of 0.25 to 2.0 mg/kg, while approx-
imately linear clearance in the dose range of 2.0 to 4.4 mg/kg, and the half-life were ~7 days. No
accumulation was observed after multiple dosing. ADA positive rate was 11.43% (4/35).
Conclusions: BRY812 demonstrated favorable safety and tolerability profile, with promising
clinical efficacy in patients with advanced solid tumors. Further dose optimization and clinical
efficacy will be explored in Phase Ib. Clinical trial information: NCT06038058. Research
Sponsor: BioRay Pharmaceutical (Hangzhou) Co., Ltd.


http://www.clinicaltrials.gov/ct2/show/NCT06038058

DEVELOPMENTAL THERAPEUTICS—MOLECULARLY TARGETED AGENTS AND TUMOR BIOLOGY

3022 Poster Session

A pooled analysis of JSKN003, a biparatopic anti-HER2 antibody conjugate (ADC),
in patients with advanced HER2-overexpressing (IHC 3+) gastrointestinal tumors.

Dan Liu, Bo Liu, Zhen Li, Bo Gao, Xiaochen Zhang, Jian Ruan, Jia Wei, John J. Park, Wenfeng Li, Hong Zong, Jing Dai, Qun Li, Jiong Wu, Jian Zhang, Guixiang Weng,
Zhongmin Zhang, Ting Xu, Zhenjiu Wang, Ruyi Xu, Lin Shen; Beijing Cancer Hospital, Beijing, China; Shandong Cancer Hospital and Institute, Shandong First Medical
University and Shandong Academy of Medical Sciences, Jinan, China; Linyi Cancer Hospital, Linyi, China; Westmead Hospital, Sydney, NSW, Australia; Department of
Oncology, the First Affiliated Hospital, Zhejiang University School of Medicine, Hangzhou, China; Department of Medical Oncology, The First Affiliated Hospital, Zhejiang
University School of Medicine, Hangzhou, China; Department of Oncology, Nanjing Drum Tower Hospital & group’s sugian hospital, Medical School of Nanjing University,
Nanjing, China; Macquarie University, Sydney, Australia; The Affiliated Hospital of Qingdao University, Qingdao, China; The First Affiliated Hospital of Zhengzhou University,
Zhengzhou, China; Gastrointestional Oncology (Chemoradiotherapy) Department, Zhongnan Hospital of Wuhan University, Wuhan, China; Shanghai East Hospital (South
Campus), Shanghai, China; Fudan University Shanghai Cancer Center, Shanghai, China; Linyi People’s Hospital, Linyi, China; Alphamab Oncology Ltd., Suzhou, China

Background: JSKN003 is a biparatopic HER2-targeting ADC conjugated with a topoisomerase I
inhibitor (TOP1i) payload via a dibenzocylooctyne tetrapeptide linker. The efficacy and safety of
JSKNo0o03 in several solid tumors have been highlighted in previous reports. Methods: JSKN003-
101 and JSKN003-102 are dose escalation and expansion studies involving Australian and
Chinese patients (pts) with metastatic solid tumors. This pooled analysis of two studies was
performed to assess the efficacy and safety in advanced HER2-overexpressing (IHC 3+) gastric
or gastroesophageal cancer (GC/GE]JC) and colorectal cancer (CRC) pts. Results: As of data cutoff
(18 Dec 2024), 40 patients with HER2-overexpressing (IHC 3+ by local lab) gastrointestinal
tumor (23 in GC/GEJC and 17 in CRC) were enrolled across 7 dose levels: 2.1 mg/kg (n = 1), 4.2 mg/
kg (n=1),5.2mg/kg (n=1), 6.3 mg/kg (n = 33), 7.3 mg/kg (n = 1), 8.4 mg/kg (n = 2), 10.5 mg/kg
(n = 1). The median follow-up time of two studies was 7.16 months. Most pts were heavily
pretreated (37.5% had =3 lines of prior treatment; 45.0% received irinotecan; 67.5% received
anti-HER2 therapy; 42.5% received IO therapy). Four of the 17 CRC pts were RAF/RAS mutations
(n = 2 RAS-mut, n = 2 RAF-mut). Thirty-nine patients had at least one tumor assessment after
baseline. The overall response rate (ORR) per RECIST v1.1 in HER2-overexpressing gastroin-
testinal tumor was 66.7% and the disease control rate (DCR) was 94.7%. Among 22 GC/GE]JC pts,
the ORR was 68.2% and DCR was 95.5%. The median progression-free survival (PFS) was
9.59 months (95% CI: 2.96, NE) with 66.3% (95% CI: 29.4, 87.1) PES rate at 6 months. Among 17
CRC pts, the ORR was 64.7% (66.7% in RAF-wild pts, n = 15) and DCR was 94.1%. The mPFS was
13.77m (95% CI: 7.1, NE) with 94.1% (95% CI: 65, 99.2) PFS rate at 6 months. The median overall
survival (OS) was not yet mature. Notably, one BRAF-mut patient achieved PR at first tumor
assessment after baseline, two RAS-mut pts achieved PR and duration was over 48 weeks. The
most common treatment-related adverse events (TRAEs) included nausea, diarrhea, neutro-
penia, decreased appetite, vomiting, rash, anemia and fatigue. Grade 3/4 neutropenia was
observed in 2 (5.0%) pts, Grade 3/4 anemia was observed in 1 (3.0%) pts. No TEAEs led to death
or treatment discontinuation. Interstitial lung disease (ILD) occurred in 3 (7.5%; n=2G1;n=1
G2) pts. Conclusions: JSKN003 demonstrated promising efficacy in heavily pretreated pts with
advanced HER2-overexpressing gastrointestinal tumors, with a manageable and predictable
safety profile. Clinical trial information: NCT05494918, NCT05744427. Research Sponsor:
Jiangsu Alphamab Biopharmaceuticals Co., Ltd.
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Initial results from a first-in-human phase 1 study of LY4170156, an ADC targeting
folate receptor alpha (FR«), in advanced ovarian cancer and other solid tumors.

Isabelle Laure Ray-Coquard, David M. O'Malley, Bhavana Pothuri, Ana Oaknin, Nehal J. Lakhani, Takafumi Koyama, Shigehisa Kitano, William Bennion McKean,
Ainhoa Madariaga, Meena Okera, Myong Cheol Lim, Jose Alejandro Perez-Fidalgo, Giuseppe Curigliano, Domenica Lorusso, Ramez Nassef Eskander,

Shannon Neville Westin, Umut Ozbek, Marine Manvelyan, Emin Avsar, Claire Frances Friedman; Centre Léon Bérard, and GINECO, Lyon, France; The Ohio State University
and James Comprehensive Cancer Center, Columbus, OH; Department of Obstetrics and Gynecology, Division of Gynecologic Oncology, Laura and Isaac Perlmutter Cancer
Center at NYU Langone, New York, NY; Medical Oncology Service, Vall d'Hebron Institute of Oncology, Vall d'Hebron Barcelona Hospital Campus, Barcelona, Spain; START
Midwest, Grand Rapids, MI; Department of Experimental Therapeutics, National Cancer Center Hospital, Tokyo, Japan; Department of Advanced Medical Development, The
Cancer Institute Hospital of Japanese Foundation for Cancer Research, Tokyo, Japan; START Center for Cancer Research, West Valley City, UT; Hospital Universitario 12 de
Octubre, Madrid, Spain; Clinical Research South Australia, Adelaide, SA, Australia; National Cancer Center, Goyang, Gyeonggi, South Korea; Department of Medical
Oncology, Hospital Clinico Universitario de Valencia, Valencia, Spain; European Institute of Oncology, IRCCS and University of Milano, Milano, Italy; Gynaecological
Oncology Unit, Humanitas Hospital, San Pio X, Milan, and Humanitas University, Rozzano, Italy; Division of Gynecologic Oncology, Department of Obstetrics, Gynecology
and Reproductive Sciences, University of California, San Diego, Moores Cancer Center, La Jolla, CA; Department of Gynecologic Oncology and Reproductive Medicine, The
University of Texas MD Anderson Cancer Center, and GOG-F, Houston, TX; Eli Lilly and Company, Indianapolis, IN; Eli Lilly and Company, New York, NY; Memorial Sloan
Kettering Cancer Center, New York, NY

Background: Folate receptor alpha (FRa) is overexpressed in several solid tumors. LY4170156 is
an Fc-silent, FRa specific humanized IgG1 ADC linked to exatecan, a topo-Iinhibitor, via a novel
cleavable polysarcosine linker at a homogenous DAR of 8. LY4170156 demonstrated in vivo
preclinical efficacy in tumor models, across all FRa expression levels. Methods: This is a
multicenter, open-label, first-in-human phase 1a/b study of LY4170156 in patients (pts) with
advanced FRa-expressing ovarian, endometrial, cervical, and other solid tumors. Pts with prior
ADCs targeting FRa with payloads other than topo-I (including mirvetuximab soravtansine-
gynx [mirv]) were allowed. Dose escalation followed the mTPI-2 method. LY4170156 was
administered Q3W IV (dose range of 2-6 mg/kg); dose limiting toxicity (DLT) evaluation period
was 21 days. Dose escalation included a randomized dose optimization cohort in PROC. Key
endpoints were safety, PK, and antitumor activity per RECIST v1.1. Efficacy evaluable pts were
those who had a post baseline response assessment or discontinued treatment prior to the
response assessment. Results: As of 27 Nov 2024, 45 pts were treated with LY4170156. Median
age was 63 yrs (range, 24-85), 100% had ECOG PS 0-1, and 32 (71%) had high-grade serous
ovarian cancer (HGSOC). Among the HGSOC pts (32), median lines of prior therapy was 5 (range,
1-10), 19% had received prior mirv, and 44% had FRa expression < 75% by local or central
testing. PK of LY4170156, total antibody, and exatecan were linear and dose-proportional
within the tested dose range. Unconjugated payload release from ADC at Cpj,,x Was < 4% at 4 mg/
kg; median half-life of LY4170156 was 5.7-7.0 days and exatecan was 7.2-8.6 days. Main
toxicities were myelosuppression and GI-related, as expected from an exatecan payload. Across
all doses, the most common treatment-emergent adverse events (TEAEs; =15%) were nausea
(58%, 2% gr 3), fatigue (44%, 0% gr 3-4), anemia (33%, 24% gr 3), vomiting (27%, no gr 3-4),
diarrhea (22%, 4% gr 3), and neutropenia (20%, 11% gr 3-4). Febrile neutropenia (FN) was
observed in 3 pts (7%). To date, no pulmonary or ocular toxicity were noted. Two DLTs were
observed (1 gr 3 FN [6 mg/kg]; 1 gr 3 anemia [2 mg/kg]); no MTD has been established to date.
Among 13 efficacy evaluable HGSOC pts (6 FRa =75%; 6 < 75%; 1 pending data), 9 showed
reduction in target lesions; preliminary ORR was 38% (n = 5) with 1 CR, 4 PR, and 4 SD across all
dose levels. Combined ORR for 4 and 6 mg/kg dose levels was 55%. All responses were
unconfirmed and ongoing at the time of data cutoff. Three of 5 responders had FRa
expression < 75% and two =75% including 1 who was mirv refractory. Conclusions:
LY4170156 was well-tolerated with encouraging clinical activity among HGSOC pts, including
those with FRa expression < 75% and those with prior mirv. Randomized dose optimization is
ongoing and updated data will be presented. Clinical trial information: NCT06400472. Research
Sponsor: Eli Lilly and Company.
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BAT8008, a TROP-2 antibody-drug conjugate (ADC), in patients with advanced solid
tumor: Results from a phase 1 study.

Jianli Zhao, Xiao-Xiao Dinglin, Yongling Ji, Zhengbo Song, Yongsheng Li, Qing Wen, Meili Sun, Jinfeng Ma, Tienan Yi, Yanqiu Zhao, Wenjuan Chen, Hongrui Niu,
Yunjian Huang, Hong Wang, Mingjun Zhang, Xiumin Li, Xingxiang Pu, Hailin Xiong, Hao Wang, Erwei Song; Sun Yat-sen Memorial Hospital, Sun Yat-Sen University,
Guangzhou, China; Zhejiang Cancer Hospital, Hangzhou, China; Phase | Clinical Trial Ward, Zhejiang Cancer Hospital, Hangzhou, China; Chongging Cancer Hospital,
Chongging, China; Central Hospital Affiliated to Shandong First Medical University, Jinan, China; Department of Oncology, Shandong University First Medical University
Affiliated Central Hospital, Jinan, Shandong, China; Shanxi Cancer Hospital, Taiyuan, Shanxi, China; Xiangyang Central Hospital, Xiangyang, China; The Affiliated Cancer
Hospital of Zhengzhou University & Henan Cancer Hospital, Zhengzhou, China; Fujian Medical University Cancer Hospital, Fuzhou, China; Department of Oncology, The First
Affiliated Hospital of Xinxiang Medical University, Xinxiang, China; The Nanchang Third Hospital, Nanchang, China; Department of Oncology, The Second Hospital of Anhui
Medical University, Hefei, China; Linyi Cancer Hospital, Linyi, China; Hunan Province Cancer Hospital, Changsha, China; Department of Medical Oncology, Huizhou
Municipal Central Hospital of Guangdong Province, Huizhou, China; Bio-Thera Solutions, Ltd, Guangzhou, China

Background: BAT8008 is a monoclonal ADC that delivers exatecan to cells expressing TROP-2.
TROP-2 is a cell surface glycoprotein that can be expressed in certain normal tissue but is
frequently overexpressed in multiple carcinomas including cervical cancer (CC) and esophageal
cancer (EC). Here we report the safety and efficacy data of BAT8008. Methods: BAT8008 was
administered by intravenous infusion at doses of 0.8-2.7mg/kg on days 1 of eachi4-day
cycle(the first cycle is 21-day). The study included dose escalation, dose expansion and cohort
expansion which included CC, EC and other solid tumors that progressed after > 1 systemic
treatments (Tx). Primary objectives were assessment of safety and preliminary efficacy.
Results: As of Jan 15, 2025, 170 patients (pts) were enrolled with doses ranging from 0.8 to
2.7mg/kg. 2 out of 6 pts in 2.7mg/kg group had dose limiting toxicity (1 with G3 increased lipase,
1with G4 thrombocytopenia and G4 febrile neutropenia). The maximum tolerated dose and the
RP2D was selected as 2.4mg/kg. 147 pts were enrolled at dose of 2.4mg/kg. The most common
TRAEs of 2.4mg/kg dose group (=20%, all grade/=5%, =G3) were anemia (78.8%,13.7%), white
blood cell count decreased (62.3%, 18.5%), nausea (59.6%,0%), stomatitis(59.6%,19.2%),
neutrophil count decreased (52.7%,19.2%), platelet count decreased (38.4%,8.2%), vomiting
(38.4%,0.7%), lymphocyte count decreased (35.6%,5.5%), fatigue (34.9%, 0%), body weight
loss (29.5%, 0.6%), constipation (26.7%,0%), anorexia (23.3%,2.7%). 22 CC pts and 13 EC pts
were enrolled at 2.4mg/kg and evaluable for tumor assessment. The obiective response rate
(ORR) was 36.4% and 23.1%, respectively. Median prior lines of Tx were 2(range, 1-5). 50% CC
and 93% EC pts progressed after platinum-based chemotherapy and immune checkpoint
inhibitors, respectively. 23% EC had previously used topoisomerase I inhibitors. Objective
responses were also observed in pts with other solid tumor types. Conclusions: The data
indicated encouraging efficacy of BAT8008 in advanced CC and EC. The safety profile showed
adequate tolerability. Clinical trial information: NCT05620017. Research Sponsor: Bio-Thera
Solutions, Ltd.

Tumor Type CcC EC

n 22 13
CR 1 1

PR 7 2
ORR,% 36.4 23.1
cORR,% 31.8 15.4
DCR,% 77.3 100
PFS, months 6.8 5.3

(95% CI) (3.4-10.2) (3.1-7.9)
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A phase | clinical study to evaluate the safety, tolerability, and pharmacokinetic
characteristics of HLX43 (anti-PD-L1 ADC) in patients with advanced/metastatic
solid tumors.

Jie Wang, Rui Wan, Shan Zeng, Lin Wu, Hua Zhong, Jingxun Wu, Guowu Wu, Jianchun Duan, Shuqing Wei, Zhiye Zhang, Linlin Wang, Juan Li, Jingfeng Liu, Yu Chen,
Xinjing Wang, Xiaoli Hou, Qingyu Wang, Haoyu Yu, Jing Li; Internal Medicine, Department of Medical Oncology, National Cancer Center/National Clinical Research Center
for Cancer/Cancer Hospital, Beijing, China; Cancer Hospital, Chinese Academy of Medical Sciences, Beijing, China; Department of Oncology, Xiangya Hospital, Central
South University, Changsha, Hunan, China; Hunan Cancer Hospital, Shangsha, China; Shanghai Chest Hospital, Shanghai, China; The First Affiliated Hospital of Xiamen
University, Xiamen, China; Meizhou People’s Hospital, Meizhou, China; Shanxi Provincial Cancer Hospital, Taiyuan, Shanxi, China; Shanxi Provincial Cancer Hospital,
Taiyuan, China; The First Affiliated Hospital of Henan University of Science and Technology, Luoyang, China; Shandong Cancer Hospital and Institute, Jinan, Shandong,
China; Fujian Cancer Hospital, Fuzhou, China; Shanghai Henlius Biotech, Inc., Shanghai, China

Background: Antigens highly expressed in tumors such as HER2 and TROP2 have been widely
investigated as antibody-drug conjugate (ADC) targets, leading to their approval for various
cancers due to their promising efficacies. However, limited targets for approved ADCs and
resistance to the cytotoxic agents render the imperative need for new ADCs. This study aimed to
evaluate the safety, tolerability, and preliminary efficacy of HLX43, a novel anti-PD-L1 ADC in
patients with advanced/metastatic solid tumors. Methods: This phase 1 study consisted of 2
parts. Parts 1 and 2 were dose escalation and dose expansion phases, respectively, to explore
different doses of HLX43. In Part 1, patients with histologically or cytologically confirmed
advanced/metastatic malignant solid tumors refractory to or not amenable to standard ther-
apies received intravenous HLX/43 at 0.5 mg/kg, 1 mg/kg, 2 mg/kg, 3 mg/kg, or 4 mg/kg, QG3W. In
Part 2, patients with advanced/metastatic non-small cell lung cancer (NSCLC) refractory to
standard treatment received HLX43 at 2 mg/kg, 2.5 mg/kg, or 3 mg/kg, Q3W. The primary
endpoints for Part 1 were the proportion of subjects experiencing dose-limiting toxicity (DLT)
in each dose group within three weeks after the first drug administration and the maximum
tolerable dose (MTD) while that for Part 2 were the recommended Phase 2 dose and IRRC-
assessed objective response rate (ORR). Results: As of 27 June 2023, 18 patients with non-small
cell lung cancer (n = 12, 66.7%), head and neck squamous carcinoma, cervical squamous
carcinoma, thymic squamous cell carcinoma, nasopharyngeal cancer, uterine carcinosarcoma,
or small cell lung cancer (n = 1, 5.6% for each) were enrolled in Part 1 and received HLX43 at 0.5
mg/kg (n = 3), 1 mg/kg (n = 3), 2 mg/kg (n = 3), 3 mg/kg (n = 3), or 4 mg/kg (n = 6). All the
patients experienced treatment-emergent adverse events (TEAEs) that were mostly grades 1-2.
One patient in the 4 mg/kg dose group experienced DLT's of febrile neutropenia and decreased
white blood cell count. Investigator-assessed ORR was 31.3% (95% CI 11.0-58.7). In Part 2, only
data from 21 patients enrolled to receive HLX43 at 2 mg/kg is available and presented here.
Among these patients, 15 (71.4%) had squamous NSCLC and 6 (28.6%) had nonsquamous
NSCLC. Investigator-assessed ORR and disease control rate were 38.1% (95% CI 18.1-61.6) and
81.0% (95% CI 58.1-94.6); no complete response was achieved, and 8 patients (6 sqNSCLC and 2
nsgNSCLC) had partial response. All the patients experienced TEAEs, most of which were grades
1-2; grade =3 TEAEs occurred in 7 (33.3%) patients. Conclusions: HLX/3 was well tolerated with
no new safety signals across different dose and exhibited encouraging preliminary efficacy in
patients with advanced solid tumors, including those with NSCLC, who had failed standard
therapies, which warrants further investigation. Clinical trial information: NCT06115642. Re-
search Sponsor: Shanghai Henlius Biotech, Inc.


http://www.clinicaltrials.gov/ct2/show/NCT06115642
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First in human phase | study of TQB2103, a Claudin18.2 (CLDN18.2) targeted
antibody-drug conjugate (ADC), in patients with advanced solid tumors.

Xiangdong Cheng, Zhengbo Song, Ning Li, Liang Han, Yongchang Zhang, Tongsen Zheng, Aili Suo, Zhe Zhang, Hongli Li, Xiaobo Du, Jian Zhang, Shuang Zhang, Liu Hong,
Li Xiang, Qing Peng, Xungiang WANG, Ding Yu, Wenwen Hu, Huan Wang; Zhejiang Cancer Hospital, Hangzhou, Zhejiang Province, China; Phase | Clinical Trial Ward, Zhejiang
Cancer Hospital, Hangzhou, China; Henan Cancer Hospital, Zhengzhou, China; Xuzhou Central Hospital, Xuzhou, China; Hunan Cancer Hospital/The Affiliated Cancer
Hospital of Xiangya School of Medicine, Central South University, Changsha, China; Harbin Medical University Cancer Hospital, Harbin, Heilongjiang Province, China;
Department of Oncology, The First Affiliated Hospital of Xi'an Jiaotong University, Xian, China; Department of Oncology, Fudan University Shanghai Cancer Center, Shangai,
China; Tianjin Medical University Cancer Hospital, Tianjin, China; Nuclear Medicine Laboratory of Mianyang Central Hospital, Mianyang Central Hospital, School of
Medicine, University of Electronic Science and Technology of China, Mianyang, China; ZhuJiang Hospital of Southern Medical University, Guangzhou, China; West China
Hospital of Sichuan University, Chengdu, China; Qilu Hospital of Shandong University, Jinan, China; The Affiliated Hospital-Southwest Medical University, Luzhou, China;
Chia Tai Tianging Pharmaceutical Group Co., Ltd., Nanjing, China

Background: Claudini8.2 is a promising target for CLDN18.2-expressing cancers such as gastric
and pancreatic cancers. TQB2103 is a novel ADC comprised of a humanized anti-CLDN18.2 IgG1
monoclonal antibody, a cleavable linker and topoisomerase I inhibitor, with a drug-to-
antibody-ratio (DAR) of 8. Methods: This is a multicenter, first-in-human study of
TQB2103 in patients (pts) with previously treated advanced solid tumors. This study comprised
of a dose escalation part in patients regardless of Claudini8.2 expression level and a dose
expansion part in patients specified by CLDN18.2 positive expression. The primary objectives
were to assess safety and tolerability and determine the recommended phase 2 dose. Secondary
objectives were to assess the pharmacokinetics and preliminary anti-tumor activity. Results: As
of December 16 2024, 59 pts were enrolled to receive TQB2103 intravenously every 3 weeks at 7
dose level (range from 0.5 to 6.0mg/kg). One patient experienced dose-limiting toxicity (DLT)
of grade 3 transaminase elevation at 0.5mg/kg which might also be related to the comorbidity of
choledocholithiasis. Fifty-six (94.9%) patients experienced at least one treatment-related
adverse event (TRAE). The most frequent TRAEs were nausea (72.9%), vomiting (64.4%),
appetite decreased (57.6%), hypoalbuminemia (49.2%), anemia (49.2%), white blood cell
decreased (44.1%), and asthenia (44.1%). The most frequent grade =3 TRAEs were anemia
(11.9%) and neutrophil count decreased (10.2%). Most of AEs were grade 1 or grade 2 and
manageable. Among the 30 response evaluable pts with CLDN18.2 expression, the ORR and DCR
were 20% and 76.7%, respectively. Shrinkage of the target lesions occurred in 17(56.7%)
patients. In patients with CLDN18.2 moderate to high expression, the ORR was 42.9% of gastric
cancer at 5mg/kg. Surprisingly, all of 3 response-evaluable biliary tract cancer had shrinkage of
the target lesions at the first assessment, and 1/3 achieved partial response. Conclusions:
TQB2103 demonstrated encouraging anti-tumor activity in CLDN18.2 positive solid tumors,
with a favorable safety profile. The findings support further development of TQB2103 mono-
therapy or in combination with other anti-cancer therapies. Clinical trial information:
NCT05867563. Research Sponsor: Chia Tai Tianqing Pharmaceutical Group Co., Ltd.


http://www.clinicaltrials.gov/ct2/show/NCT05867563
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Association of genomic alterations in circulating tumor DNA (ctDNA) with clinical
response to telisotuzumab vedotin (Teliso-V) in 2L+ EGFR wildtype (EGFRwt) non-
squamous non-small cell lung cancer (NSCLC) patients (pts) with c-Met over-
expression (OE).

David Ross Camidge, Shun Lu, Jonathan W. Goldman, Hidehito Horinouchi, Christine Ratajczak, Shilpen Patel, Xizhi (Adam) Luo, Yan Sun, Shanmugapriya Ganesan,
Hossein M. Foroushani, Yilin Xu, Qu Zhang, Tony Navas, Peter Ansell, Jair Bar; University of Colorado Cancer Center, Aurora, CO; Shanghai Jiao Tong University School of
Medicine, Shanghai, China; David Geffen School of Medicine at University of California, Los Angeles, Los Angeles, CA; Department of Thoracic Oncology, National Cancer
Center Hospital, Tokyo, Japan; AbbVie, Inc., North Chicago, IL; Jusidman Cancer Center, Sheba Medical Center, Ramat Gan, Israel; The Faculty of Medical and Health
Sciences, Tel-Aviv University, Tel-Aviv, Israel

Background: Teliso-V is an antibody-drug conjugate comprising the c-Met—targeting anti-
body telisotuzumab linked to the microtubule inhibitor monomethyl auristatin E. In the
LUMINOSITY trial (NCT03539536), Teliso-V monotherapy demonstrated efficacy in EGFRwt
pts with c-Met OE (=25% tumor cells at 3+ intensity by IHC) (Camidge et al. JCO 2024;42:3000-
11). We used ctDNA molecular profiling to investigate baseline (BSL) and longitudinal changes
in pts’ tumor mutational spectrum, and to identify potential mechanisms of tumor response
and drug resistance to Teliso-V. Methods: Pts received 1.9 mg/kg Teliso-V intravenously Q2W.
Intotal, 83 pts with ctDNA data and evaluable tumor assessments in Stage 2 were included in the
analysis. Plasma ctDNA was collected at multiple timepoints and analyzed for genomic alter-
ations using the PGDx elio Complete NGS assay (521 genes). Variants with allele frequency
(VAF) < 0.3% or from putative clonal hematopoiesis of indeterminate potential genes were
removed. High ctDNA levels were defined as having a mean (m)VAF =median (2.05%), and low
ctDNA levels as mVAF < median. Molecular response (MR) was defined as having =50%
reduction in the mVAF vs BSL levels without gene amplification. Mutational profiles and their
association with RECIST-defined tumor response and/or drug resistance were assessed.
Results: Overall, pts with high BSL ctDNA levels had an ORR (28.6%, 12/42) similar to all
EGFRwt pts with c-Met OE (28.6%, 46/161) and were not statistically different vs pts with low
BSL levels. However, pts with low BSL ctDNA had longer median OS (16.3 vs 8.5 mo) and mPFS
(8.1 vs 5.4 mo) vs those with high BSL levels. Although the total pts with genomic alterations
(GA) in this analysis was limited, KRAS GA were one of the most common mutations detected at
BSL (24%, 20/83 pts). ORR to Teliso-V among pts with the actionable GA (AGA) of KRAS G12C
was 100% (5/5). Conversely, among pts with non-AGA KRAS G12V/D/A and Q61H/L, the ORRwas
23% (3/13). Additional AGAs were found in BSL ctDNA, including 1 BRAF V600E, 3 MET ex1/4del, 1
EGFR G719C, and 2 RET1-KIF5B translocations; none had response to Teliso-V. Pts with a MR at
week 6 had higher ORR (35% vs 23%), longer median OS (15.5 vs 12.2 mo), and median PFS (8.5
vs 5.7 mo) vs those who did not. One pt with stable disease had several new AGAs detected in
circulation at week 6, including activating EGFR ex20ins. At week 24, clinical progression was
accompanied by gene amplifications of ERBB2, FGF/, FGFR4, and FGFR3. Other types of phar-
macodynamic changes in ctDNA that could predict clinical response or drug resistance will be
presented. Conclusions: ctDNA is a promising biomarker in predicting Teliso-V activity.
Confirmatory research is planned in larger pt cohorts and/or with tissue-based NGS analyses.
Clinical trial information: NCT03539536. Research Sponsor: AbbVie, Inc.; n/a.


http://www.clinicaltrials.gov/ct2/show/NCT03539536
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First-in-human phase 1 dose escalation trial of OMTX705, a novel anti-fibroblast
activation protein (FAP) antibody drug conjugate (ADC), in monotherapy and in
combination with pembrolizumab in patients with solid tumors.

Javier Torres-Jiménez, Ana Paisan, Mariano Ponz-Sarvise, Bruno Bockorny, Marta Gil-Martin, Ricardo Cubedo, Luis G. Paz-Ares, Ana Landa-Magdalena, Gerburg M. Wulf,
Paula Sabat, Fabio Franco Perez, Myriam Fabre, Alvaro Gonzalez, Patricia Gonzalez, Isabel Egafia, Susana Roman, Laureano Simon, Ignacio Garcia-Ribas,

Ander Urruticoechea; Hospital Universitario 12 de Octubre, Madrid, Spain; Gipuzkoa Cancer Unit, 0SID-Onkologikoa, Osakidetza, San Sebastian, Spain; Department of
Medical Oncology, Gastrointestinal Oncology Unit, Clinica Universidad de Navarra, University of Navarra, Pamplona, Spain; Beth Israel Deaconess Medical Center, Boston,
MA,; Institut Catala d'Oncologia-IDIBELL, L'Hospitalet-Barcelona, Barcelona, Spain; The University of Texas MD Anderson Cancer Center, Madrid, Spain; Clinica Universidad
de Navarra, Pamplona, Spain; Catalan Institute of Oncology (IC0), Barcelona, Spain; Medical Oncology Department, MD Anderson Cancer Center Madrid, Madrid, Spain;
Oncomatryx Biopharma, Derio, Spain; Oncomatryx Biopharma SL, Derio, Spain

Background: Cancer Associated Fibroblasts (CAFs) are key components of tumor microenvi-
ronment and have immunosuppressive functions. FAP is expressed in a restricted fashion on
CAFs. OMTX705 is a first-in-class ADC targeting FAP with a novel tubulysin payload. OMTX705
demonstrated a good safety profile in relevant toxicology models and high linker stability in
plasma. We report the dose escalation phase 1 trial of OMTX705 in monotherapy and in
combination with pembrolizumab (PEM). Methods: Patients (pts) with advanced carcinomas
or sarcomas received 1-18 mg/kg of OMTX705 monotherapy and 2-10 mg/kg with standard
PEM. Escalation used a classical 3+3 design with backfilling. OMTX705 schedule is Day 1, 8 every
21 days. The primary endpoint is safety and key secondary are efficacy, pharmacokinetics and
biomarkers. Biopsy and blood samples were collected for biomarker analysis. Results: A total of
78 pts have been dosed: 31 pts in monotherapy in 9 dose cohorts and 47 in combination in 7
cohorts of 3 pts each plus 2 backfilling cohorts at 4 and 7.5 mg/kg in pancreatic adenocarcinoma
(PDAC) and microsatellite stable (MSS) colorectal cancer (CRC). Median age was 60, 43% male
and ECOG PS 0 in 44%. Main histologies were PDAC 33% and MSS CRC 21% with median of 2 (1 to
5) and 3 (1 to 5) prior lines of therapy, respectively. Median treatment exposure was 44 days
(range 8 to 113) in monotherapy and 92 days (1 to 422) in combination. OMTX705 relative dose
intensity was ~100% in all dose levels. No DLT has been observed. The most frequent related
TEAESs were asthenia 35%, AST increased 14%, diarrhea 8%, anemia 8%, and nausea 8%. Grade
3 related TEAEs (pts): anemia (2), immune-mediated hepatitis (2), GGT increased (1), neu-
tropenia (1) and asthenia (1). In monotherapy, best response was SD in 26%. In combination, PR
was achieved in 4% (1 MSS CRC and 1 PDAC; DOR 11+ and 8 months, respectively), SD in 33%, PD
in 51%, and NE in 13%. In 13 pts there was target lesion reduction: median -17% (-46 to -1%).
Median PFS was 1.4 months (0 to 14+). In combination, 20% PDAC (4/20) and 21% CRC (3/14)
pts showed PFS > 4 months. 2/3 NSCLC with previous checkpoint inhibitor treatment, 2 PDAC,
and 2 MSS CRC showed PFS > 7 months. High FAP expression (H-score > 30) was observed in
86% PDAC, 64% CRC and 50% other carcinomas. CD8+ and CD56+ immune-cell infiltration in
tumor biopsies and downregulation of immunosuppressive cytokines in plasma samples were
observed in PDAC and CRC best responders. OMTX705 tubulysin payload was detected in both
CAFs and tumor epithelial apoptotic regions. Conclusions: OMTX705 is a novel anti-FAP ADC
with excellent safety profile. The combination with PEM showed disease control in some heavily
pretreated PDAC, MSS CRC and NSCLC. Changes in immune infiltrates and cytokines suggest
that OMTX705 may revert CAF-mediated immunosuppression. Clinical trial information:
NCT05547321. Research Sponsor: Oncomatryx Biopharma.


http://www.clinicaltrials.gov/ct2/show/NCT05547321
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A first-in-human clinical study of 9MW2921, a novel TROP-2 antibody-drug con-
jugate (ADC), in patients with advanced solid tumors.

Shuiping Gao, Jian Chen, Congxiao Lu, XingYa Li, Xiaobo Du, Yonglin Ji, Dan Li, Liuzhong Yang, Jian Zhang, Peipei Wang, Honghuan Zhao, Fan Gao, Shuhai Wang; Fudan
University Shanghai Cancer Center, Shanghai, China; Medical Oncology Department, The Affiliated Yantai Yuhuangding Hospital of Qingdao University, Yantai, China; The
Affiliated Yantai Yuhuangding Hospital of Qingdao University, Yantai, China; Department of Oncology, The First Affiliated Hospital of Zhengzhou University, Zhengzhou,
China; Department of Oncology, Mianyang Central Hospital, Mianyang, China; Zhejiang Cancer Hospital, Hangzhou, China; The Affiliated Hospital of Southwest Medical
University, Luzhou, China; Oncology Department, the First Affiliated Hospital of Xinxiang Medical College, Xinxiang, China; Mabwell (Shanghai) Bioscience Co., Ltd.,
Shanghai, China

Background: TROP-2 (trophoblast cell surface antigen 2) is commonly overexpressed in
multiple solid tumors and associated with poor prognosis. 9MW2921 is a novel TROP-2 ADC
developed with a site-specific linker to conjugate the class of novel camptothecin-based
payload Mtoxin, with a drug-to-antibody-ratio (DAR) of 4. Here we report the safety and
efficacy data of 9MW2921 in patients with advanced solid tumors in a phase 1 study. Methods:
9MW2921 was administered by intravenous infusion at doses of 1.0-6.0 mg/kg once every
3 weeks. Primary objectives were assessment of dose-limiting toxicity, safety and the recom-
mended phase 2 dose/maximum dose. Results: As of 12 November, 2024, thirty-nine patients
(pts) were enrolled and treated at dose levels of 1.0 (N = 1), 2.0 (N = 3), 2.5 (N = 12), 3.0 (N = 20)
and 4.5 (N = 3) mg/kg. The average age of all patients was 55.6 (range: 37-72) years with 20.5%
male and 79.5% female. The median prior therapy lines were 2 (range: 1~11); 48.7% pts treated
after immunotherapy. Three patients at 4.5mg/kg experienced at least one dose limiting
toxicity (DLT), and this dose level was considered intolerable. No other pts was observed DLTs
at the 1.0~3.0 mg/kg groups. The most common =grade 3 (=5% pts)TRAEs were stomatitis,
anemia, white blood cell (WBC) count decreased, neutropenia, lymphocyte count decreased,
rash, vomiting and platelet count decreased. There were no TRAEs leading to death. 38 pts were
evaluable for efficacy with at least one post-baseline tumor assessment, 12 pts achieved partial
response and 16 pts maintained stable disease. The ORR of 3.0 mg/kg was 42.1% (8/19) and DCR
was 84.2% (16/19). The ORR, DCR of 3.0 mg/kg in patients diagnosed with endometrial cancer (4
pts), HR+/HER2- breast cancer (4 pts), HER2- gastric cancer (4 pts) and Non-squamous non-
small cell lung cancer (4 pts) were 75%, 100%; 50%, 75%; 50%, 100%; 25%, 100%, respectively.
Conclusions: The data indicated that 9MW2921 has acceptable tolerability and promising anti-
tumor activity in patients with advanced EC, HR+/HER2- BC, HER2- GC and nsq-NSCLC.
Clinical trial information: NCT05990452. Research Sponsor: Mabwell (Shanghai) Bioscience
Co., Ltd.


http://www.clinicaltrials.gov/ct2/show/NCT05990452
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Efficacy and safety results of a multi-center phase | study of utidelone capsule, a
novel oral microtubule inhibitor, in advanced solid tumor patients.

Judy S. Wang, Brian Andrew Van Tine, Manish R. Patel, Diana L. Hanna, Li Tang, Jin Guan, Jacob Stephen Thomas; Florida Cancer Specialists/Sarah Cannon Research
Institute, Sarasota, FL; Washington University in St. Louis, St. Louis, MO; Norris Comprehensive Cancer Center, University of Southern California, Los Angeles, CA; Beijing
Biostar Pharmaceuticals Co., Ltd., Beijing, China; Biostar Pharma, Inc., Burlingame, CA

Background: Utidelone is a novel microtubule inhibitor, whose injectable formulation (UTD1)
has been approved for advanced breast cancer in China since 2021. Attempts to develop oral
microtubule inhibitor have not made significant progress; no oral microtubule inhibitors have
been approved in the United States to date. Utidelone is insusceptible to P-glycoprotein-
mediated efflux, thereby optimizing it for oral administration on an intermittent schedule.
Utidelone capsule (UTD2) can significantly improve medication compliance and the conve-
nience of clinical application. This is the first-in-human study of UTD2, and the trial has been
completed with final results presented here. Methods: Eligible patients were aged =18, with an
ECOG PS of 0-1, life expectancy =12weeks, pathologically confirmed advanced solid tumor
refractory to prior standard therapies. Patients were treated with UTD2 monotherapy. The
starting dose was 5-day 25 mg/m?/d for 2 patients, with planned escalation to 5-day 50, 75,
100 mg/m?/d and 7-day 70 mg/m?/d for 2, 6, 3 and 2 patients, repectively in a 21-day cycle. The
primary objective was to determine DLT and the MTD. Secondary objectives included efficacy,
PK profile and RP2D. Results: 18 advanced solid tumor patients were enrolled (3 didn’t complete
DLT observation) with median age of 60.8 years (range 29.0-81.0), 9 females and 9 males. All
patients had received prior treatment in advanced settings with maximal 9 lines. Two DLT's of
Grade 3 and Grade 4 diarrhea occurred, one at 5-day 100 mg/m?/d and one at 7-day 70 mg/m?/d.
Considering the total dose per cycle for both cohorts were similar, the MTD was determined to
be 5-day 75 mg/m?/d via SMC. 11 patients were evaluated for efficacy with an outcome of 1 CR
(ovarian cancer), 1 PR (ovarian cancer), 7 SD (testicular Sertoli cell tumor, NSCLC*2, pancreatic
adenocarcinoma*2, appendiceal adenocarcinoma and soft tissue sarcoma), with the longest
DoT of 12 cycles. The ORR was 18.2% and the CBR was 81.8%. PK results showed that the
characteristics of utidelone were consistent with a two-compartment model. Compared to
single-dose administration, there was no accumulation of utidelone in plasma upon multi-
dose. The most frequent TEAEs were Grade 1/2, including diarrhea, fatigue, nausea, peripheral
sensory neuropathy, vomiting, and decreased appetite (=20% incidence rate), which recovered
with supportive treatments. The =Grade 3 TRAE included diarrhea (27.8%) and fatigue (5.6%).
Conclusions: This completed study demonstrates encouraging anti-tumor activity with man-
ageable safety of UTD2 in patients with heavily pre-treated advanced solid tumors. The results
support continuing development of UTD2 for the upcoming phase II/III studies for gastric and
ovarian cancers. Clinical trial information: NCT05681000. Research Sponsor: Biostar Pharma,
Inc.


http://www.clinicaltrials.gov/ct2/show/NCT05681000
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RC48-ADC combined with radiotherapy and immunotherapy as salvage therapy for
advanced solid tumors with HER2 expression: A multicenter, phase Il trial.

Meiling Xu, Yuehong Kong, Rongzheng Chen, Pengfei Xing, Junjun Zhang, Xiangrong Zhao, Liyuan Zhang; Center for Cancer Diagnosis and Treatment, The Second Affiliated
Hospital of Soochow University, Suzhou, China; Institution of Radiotherapy & Oncology, Soochow University, Suzhou, China; The Second Affiliated Hospital of Soochow
University, Suzhou, Jiangsu, China; The Second Affiliated Hospital of Soochow University, Suzhou, Jiangsu, China; Center for Cancer Diagnosis and Treatment, The Second
Affiliated Hospital of Soochow University, Suzhou, China

Background: Antibody-drug conjugates (ADC) have demonstrated efficacy in treating tumors
with HER2 over expression. However, the clinical benefits of ADCs are limited in tumors with
lower HER2 expression. The combination of ADCs, radiotherapy, and immunotherapy has
shown promising feasibility with HER2-expressing tumors across various cancer types. This
approach can enhance spatial and physicochemical synergistic effects, resulting in a more
diverse and increased release of tumor antigens. Subsequently, PD-1inhibitors activate effector
T cells, generating a robust immune response that targets and eliminates tumor cells. A single-
arm, multicenter phase II trial was initiated to evaluate the clinical efficacy of RC48-ADC
combined with radiotherapy and immunotherapy, in HER2-expressing advanced solid tumors.
The findings from this trial may establish a new salvage treatment strategy for tumors with low
HER?2 expression. Methods: This study enrolled patients with advanced, HER2-expressing (IHC
1+, 2+, or 3+) solid tumors that had progressed following standard therapies or due to in-
tolerance. Participants received RC48 (disitamab vedotin, 2.0 mg/kg on day 1), followed by
radiotherapy every other day (2-3 fractions of 5-8 Gy), GM-CSF 200 pg on days 3-7), sequential
IL-2 (2 million IU on days 8-12), and a PD-1 inhibitor administered within one week after
completing radiotherapy. This regimen was repeated every three weeks. The primary endpoint
was the objective response rate (ORR). Results: As of the cutoff date (December 31, 2024), 52
patients were enrolled, including 10 with gynecological cancers, 10 with pancreatic cancer, and
32 with various other tumor types (including breast, gastric and colorectal cancers). All
participants had evaluable data. According to RECIST 1.1, the overall ORR was 36.5%, with
two patients achieving a complete response (CR) that lasted nearly two years, maintaining
minimal residual disease negative status. The ORRs for patients with HER2 expression of 1+, 2.+,
and 3+ were 29.0%, 43.4%, and 60.0%, respectively. The median progression-free survival
(PFES) for all patients was 5.9 months (95% CI: 4.1—9.7 months). The median overall survival
(0S) for all patients was 14.3 months (95% CI: 8.6—15.7 months).Treatment-related adverse
events were predominantly mild (grade 2 or lower), including fatigue, hair loss, nausea, fever,
and rash. Only three patients (5.8%) experienced grade 3 adverse events. Conclusions: The
results indicate promising efficacy and manageable safety, with a favorable short-term tumor
response rate. This suggests that the combination of RC48-ADC, radiotherapy, and immuno-
therapy could serve as an effective salvage therapy option for patients with HER2-expressing
advanced solid tumors. The combination therapy appears to enhance the synergistic effects of
radiotherapy and immunotherapy. Clinical trial information: NCT0511550. Research Sponsor:
None.


http://www.clinicaltrials.gov/ct2/show/NCT0511550
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First-in-human study of BG-C9074, a B7-H4-targeting ADC in patients with ad-
vanced solid tumors: Preliminary results of the dose-escalation phase.

Cesar Augusto Perez, Linda R. Mileshkin, Saana D'Alonzo, Garret Albert Winkler I1l, Shuai Yuan, Hugh Giovinazzo, Zhaoyin Zhu, Ramil Abdrashitov, Binghe Xu; Sarah Cannon
Research Institute at Florida Cancer Specialists, Orlando, FL; Peter MacCallum Cancer Centre, Melbourne, Australia; BeOne Medicines Ltd, Basel, Switzerland; BeOne
Medicines Ltd, San Mateo, CA; BeOne Medicines Ltd, Shanghai, China; BeOne Medicines Ltd, Ridgefield Park, NJ; BeOne Medicines Ltd, Fulton, MD; Cancer Hospital,
Chinese Academy of Medical Sciences and Peking Union Medical College, Beijing, China

Background: B7-H4 is a transmembrane glycoprotein in the B7 superfamily with limited
expression in normal tissue but is upregulated in solid tumors including cholangiocarcinoma,
breast, ovarian, and endometrial cancers. BG-C9074 is an investigational topoisomerase I
inhibitor antibody-drug conjugate. This abstract presents the initial results of monotherapy
dose escalation from the ongoing phase 1 study. Methods: BG-C9074-101 (NCT06233942) is a
first-in-human, multicenter study designed to evaluate the safety, tolerability, pharmacoki-
netics, and preliminary antitumor activity (per RECIST v1.1) of BG-C9074 as monotherapy and
in combination with tislelizumab in patients with advanced solid tumors. Patients with
histologically or cytologically confirmed locally advanced, unresectable, or metastatic solid
tumors, irrespective of B7-H4 expression, received BG-C9074 intravenously every 3 weeks in
sequentially escalating dose cohorts ranging from 1to 7 mg/kg. Results: As of January 22, 2025,
55 patients with advanced tumors (n = 25, ovarian cancer; n = 16, breast cancer; n = 10,
cholangiocarcinoma; n = 4, other tumor types) received BG-C9074 monotherapy. Three
patients experienced dose-limiting toxicities including fatigue (6 mg/kg), and febrile neu-
tropenia and thrombocytopenia (7 mg/kg). Treatment-emergent adverse events (TEAEs) were
reported in 48 patients (87.3%) with grade =3 TEAEs occurring in 27.3% of patients. The most
common TEAEs were nausea (45.5%), fatigue (38.2%), and neutropenia (32.7%), with neu-
tropenia being the most frequent grade =3 TEAE (16.4%). Among 39 efficacy-evaluable
patients, eight (20.5%) partial responses (n = 4, confirmed; n = 4, unconfirmed) were observed.
Conclusions: BG-C9074 showed a manageable safety/tolerability profile in patients with B7-
H4 advanced solid tumors. Preliminary clinical responses were observed at multiple dose levels
across various tumor types without selection for B7H4 expression. Dose-escalation and dose-
level expansion are ongoing and updated clinical data will be presented at the conference.
Clinical trial information: NCT06233942. Research Sponsor: BeOne Medicines Ltd.


http://www.clinicaltrials.gov/ct2/show/NCT06233942
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Efficacy and safety of XNW27011, a Claudin 18.2 targeting antibody drug conjugate
with topoisomerase 1 inhibitor payload, in patients with Claudin 18.2 positive
gastric/gastroesophageal junction cancer: Results from ongoing phase /1l study.

Jinming Yu, Yuping Sun, Tianshu Liu, Zengqing Guo, Jieer Ying, Meili Sun, Qing Wen, Zhenyang Liu, Yongchang Zhang, Jin Xia, Fangling Ning, Lixin Wan, Jingdong Zhang,
Ting Deng, Jun Zhao, Jianguo Li, Qifeng Shi, Hui Zhao; Affiliated Hospital of Shandong First Medical University, Jinan, China; Zhongshan Hospital, Fudan University,
Shanghai, Shanghai, China; Fujian Cancer Hospital, Fuzhou, China; Zhejiang Cancer Hospital, Hangzhou, China; Central Hospital Affiliated to Shandong First Medical
University, Jinan, China; Hunan Cancer Hospital, Changsha, China; Anyang Tumor Hospital, Anyang, China; Binzhou Medical University Hospital, Binzhou, China; Nanyang
Central Hospital, Nanyang, China; Liaoning Cancer Hospital, Shenyang, China; Tianjin Medical University Cancer Institiute and Hospital, Tianjin, China; Changzhi People’s
Hospital, Changzhi, China; Evopoint Biosciences USA, Inc., Cranbury, MA; Evopoint Biosciences Co., Ltd., Chengdu, China

Background: CLDN18.2 is a clinically validated target for cancer treatment. XNW27011 is a
CLDN18.2 targeted ADC conjugated with a novel topoisomerase 1inhibitor (topoii). Dose-
escalation study of XNW27011 demonstrated favorable safety, pharmacokinetics, and prom-
ising preliminary efficacy in advanced solid tumors. Here we report the results of XNW27011 in
CLDN18.2+ GC/GEJC pts from ongoing expansion cohorts. Methods: Pts with CLDN18.2+
(TC=5%, IHC = 2+), advanced/metastatic solid tumors progressed on standard therapy and
an ECOG PS of 0-2 are eligible to be enrolled in dose expansion cohorts. Pts received XNW27011
iv infusion Q3W at doses of 2.4, 3.0 and 3.6 mg/kg. 1t endpoint is ORR, 2"¢ endpoints include
safety, other efficacy parameters, PK, ADA, and correlation between CLDN18.2 expression and
efficacy. Results: As of Dec 28™, 2024, a total of 116 pts with CLDN18.2+ solid tumors including
84 GC/GEJC pts were enrolled in expansion cohorts at doses of 2.4 mg/kg, 3.0 mg/kg and 3.6 mg/
kg, with median age of 59 years, median lines of prior treatment 2, 80.2% received checkpoint
inhibitors and 18.6% topo1li-containing therapies. The most common any grade TEAE (= 20%)
in all patients were nausea, vomiting, anemia, appetite |, WBC |, neutrophil |, asthenia,
hypoalbuminemia, platelet |, body weight |, and hypokalemia. The most common = G3 TEAEs
(=5%) were neutrophil |, WBC |, anemia, lymphocyte |, and asthenia. TEAEs leading to dose
interruption at 2.4, 3.0 and 3.6 mg/kg were 15.2%), 26% and 60%, dose reduction 10.9%, 26%,
and 65%, and dose discontinuation 10.9%, 8%, and 0%. 1 pt at 3.0 mg/kg experienced TEAE
leading to death (pneumonia). Safety profile was consistent with that of dose escalation part. In
the 84 GC/GEJC pts enrolled in dose expansion, 75 pts were evaluable with at least one post
baseline scan. The BOR and DCR across dose groups were 46.7% and 88.0%, respectively.
Efficacy in each dose group was summarized in the table below. The median follow up was 4.3M,
4.0M and 7.0M for 2.4, 3.0, and 3.6 mg/kg. Preliminary anti-tumor activity was also observed in
pts who had prior CPI and topo 1i containing treatments, as well as in other CLDN18.2+ solid
tumor pts. Conclusions: In the expansion cohorts,XNW27011 demonstrated promising anti-
tumor activity and favorable safety profile in GC/GEJC pts with wide expression level of
CLDN18.2.The results support further development of XNW27011 in CLDN18.2+ GC/GEJC.
Clinical trial information: CTR20231735. Research Sponsor: Evopoint Biosciences, Co. Ltd.

2.4 mg/kg 3.0 mg/kg 3.6 mg/kg

N=27 N=30 N=18
BOR, n (%) 7 (25.9%) 16 (53.3%) 12 (66.7%)
PR (confirmed) 4 (14.8%) 9 (30%) 6 (33.3%)
cPR Pending 2 (7.4%) 5 (16.6%) 3 (16.7%)
DCR, n (%) 23 (85.2%) 27 (90.0%) 16 (88.9%)
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Results from a phase 1/2 study of 7TMW3711: A novel B7-H3 antibody-drug con-
jugate (ADC) incorporating a topoisomerase | inhibitor in patients with advanced
solid tumors.

Zhiye Zhang, Xinjun Liang, Yi Huang, Liuzhong Yang, Haiping Jiang, Yanru Qin, Rujiao Liu, Shuiping Gao, Jian Chen, Congxiao Lu, Qing Peng, Ruilin Ding, Shusuan Jiang,
Tao Dai, HongQian Guo, Shun Zhang, Ruofan Huang, Hongtu Chao, Jian Zhang, Peipei Wang; Department of Medical Oncology, The First Affiliated Hospital of Henan
University of Science and Technology, Luoyang, China; Hubei Cancer Hospital, Wuhan, China; Oncology Department, the First Affiliated Hospital of Xinxiang Medical
College, Xinxiang, China; The First Affiliated Hospital, Zhejiang University School of Medicine, Zhejiang, China; Department of Medical Oncology, The Affiliated Cancer
Hospital of Zhengzhou University, Zhengzhou, China; Department of Medical Oncology, Fudan University Shanghai Cancer Center, Shanghai, China; Medical Oncology
Department, The Affiliated Yantai Yuhuangding Hospital of Qingdao University, Yantai, China; The Affiliated Yantai Yuhuangding Hospital of Qingdao University, Yantai,
China; The Affiliated Hospital-Southwest Medical University, Luzhou, China; Department of Urology Surgery, Hunan Cancer Hospital, Changsha, China; Department of
Urology, Hunan Cancer Hospital, Changsha, China; Nanjing Drum Tower Hospital, the Affiliated Hospital of Nanjing University Medical School, Nanjing, China; Nanjing Drum
Tower Hospital, Affiliated Hospital of Medical School, Nanjing University, Nanjing, China; Huashan Hospital Affiliated to Fudan University, Shanghai, China; The Affiliated
Tumor Hospital of Zhengzhou University, Zhengzhou, China; Mabwell (Shanghai) Bioscience Co., Ltd., Shanghai, China

Background: 7MW3711 is a B7-H3 targeting ADC comprised of a recombinant humanized
monoclonal anti-human B7-H3 antibody conjugated to the topoisomerase I inhibitor via a
protease cleavable linker. B7-H3 is upregulated in several malignant cancers, such as lung,
ovarian, breast, prostate and esophageal cancer, which plays an important role in multiple
processes such as tumor occurrence, development, and immune escape. Here we present the
safety and efficacy data of 7MW3711 from a first-in-human phase 1/2 study. Methods: The
study enrolled patients (pts) with advanced solid tumor across three segments: dose-escalation
(D-esc), dose-expansion (D-exp) and cohort-expansion. In the D-esc and D-exp phase,
7MW3711 was administered intravenously at doses of 1.5, 3.0, 4.5, 6.0 mg/kg every three weeks
(Q3W); 4.0 mg/kg every two weeks (Q2W). Results: As of the data cutoff on Jan 2, 2025, 43 pts
were enrolled and received at least one dose of 7MW3711 (D-esc, n = 15; D-exp, n = 28). At
baseline, the median of prior lines of therapy for all pts was 2 (range, 1-9). No dose-limiting
toxicities (DLTs) were observed in the D-esc phase. The maximum tolerated dose (MTD) has
not yet been reached. The most common Grade =3 TRAEs (=5% of pts) were decreased white
blood cell count, anemia, decreased neutrophil count, decreased lymphocyte count, decreased
platelet count, diarrhea, and hypokalemia. Among 33 pts treated with 7MW3711 at 4.0 mg/kg or
above and reaching tumor assessment, 8 partial responses (PRs) were observed. The objective
response rate (ORR) and disease control rate (DCR) were 24.2% and 84.8%, respectively. 15 pts
diagnosed with esophageal cancer (EC), ovarian cancer (OC) and prostate cancer (PC) were
enrolled at 4.5 mg/kg or above and were evaluable for tumor assessment. All EC pts had
previously progressed after receiving platinum-based chemotherapy and immune checkpoint
inhibitors. All OC pts were platinum-resistant. All PC pts had previously progressed after
receiving docetaxel and endocrine therapy. The ORR of EC, OC and PC was 33.3%, 60.0%
and 50.0%, respectively. The DCR of EC, OC and PC was 100.0%. Objective responses were also
observed in pts with other solid tumor types, such as lung adenocarcinoma and breast cancer.
Conclusions: The data indicated encouraging efficacy of 7MW3711 in advanced EC, OC and PC.
The safety profile showed adequate tolerability. The dose optimization and expansion study is
continuing to establish the RP2D for 7MW3711. Clinical trial information: NCT06008366.
Research Sponsor: Mabwell (Shanghai) Bioscience Co., Ltd.


http://www.clinicaltrials.gov/ct2/show/NCT06008366
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Results from a phase 1/2 study of 7TMW3711: A novel B7-H3 antibody-drug con-
jugate (ADC) incorporating a topoisomerase | inhibitor in patients with lung cancer.

Ziming Li, Qiming Wang, Liang Han, Weiwei Ouyang, XingYa Li, Yu Yao, Longhua Sun, Huagiu Shi, Shun Lu, Shuhai Wang, Peipei Wang, Kai Chen; Shanghai Chest Hospital,
Shanghai Lung Cancer Clinical Medical Center, Shanghai, China; Henan Cancer Hospital Affiliated to Zhengzhou University, Zhengzhou, China; Xuzhou Central Hospital,
Xuzhou, China; Department of Thoracic Oncology, Affiliated Cancer Hospital of Guizhou Medical University, Guiyang, China; Department of Oncology, The First Affiliated
Hospital of Zhengzhou University, Zhengzhou, China; The First Affiliated Hospital of Xi'an Jiaotong University, Xi'an, China; Department of Respiratory Medicine, First
Affiliated Hospital of Nanchang University, Nanchang, China; First Affiliated Hospital of Gannan Medical University, Ganzhou, China; Shanghai Jiao Tong University School
of Medicine, Shanghai, China; Mabwell (Shanghai) Bioscience Co., Ltd., Shanghai, China

Background: 7MW3711 is a B7-H3 targeting ADC comprised of a recombinant humanized
monoclonal anti-human B7-H3 antibody conjugated to the topoisomerase I inhibitor via a
protease cleavable linker. B7-H3 is upregulated in several malignant cancers, such as lung,
ovarian, breast, prostate and esophageal cancer, which plays an important role in multiple
processes such as tumor occurrence, development, and immune escape. Here we present the
safety and efficacy data of 7MW3711 from a first-in-human phase 1/2 study. Methods: The
study enrolled patients (pts) with advanced solid tumor across three segments: dose-escalation
(D-esc), dose-expansion (D-exp) and cohort-expansion. In the D-esc and D-exp phase,
7MW3711 was administered intravenously at doses of 1.5, 3.0, 4.5, 5.0, 6.0 mg/kg every three
weeks (Q3W). Results: As of the data cutoff on Jan 8, 2025, 37 pts with lung cancer were enrolled
and received at least one dose of 7MW3711 (D-esc, n = 25; D-exp, n = 12), which included 16 pts
with small cell lung cancer (SCLC) and 21 pts with non-small cell lung cancer (NSCLC). At
baseline, the median of prior lines of therapy for all pts was one (range, 1-5). Five pts
experienced dose-limiting toxicities (2 pts at 5.0 mg/kg; 3 pts at 6.0 mg/kg), including
decreased platelet count, decreased neutrophil count, myelosuppression and decreased appe-
tite. The maximum tolerated dose (MTD) has not yet been determined. The most common
Grade =3 TRAEs (=5% of pts) were decreased neutrophil count, decreased white blood cell
count, anemia, decreased lymphocyte count, decreased platelet count, hyponatremia, hypo-
kalemia, and myelosuppression. Among 25 pts treated with 7MW3711 at 4.5 mg/kg or above and
reaching tumor assessment, 9 partial responses (PRs) were observed. The overall objective
response rate (ORR) and disease control rate (DCR) were 36.0% and 96.0%, respectively. 8 pts
diagnosed with SCLC were enrolled at 4.5 mg/kg and were evaluable for tumor assessment. All 8
SCLC pts had previously progressed after receiving platinum-based chemotherapy and immune
checkpoint inhibitors. The ORR and DCR of them were 62.5% and 100.0%, respectively. Among
pts with B7-H3 H-score > 5, the ORR and DCR of lung squamous cell carcinoma (Sq-NSCLC) at
4.5 mg/kg or above were 37.5% (3/8) and 87.5% (7/8), respectively. Conclusions: The data
indicated encouraging efficacy of 7MW3711 in SCLC and Sq-NSCLC. The safety profile showed
adequate tolerability. The dose optimization and expansion study is continuing to establish the
RP2D for 7MW3711. Clinical trial information: NCT06008379. Research Sponsor: Mabwell
(Shanghai) Bioscience Co., Ltd.


http://www.clinicaltrials.gov/ct2/show/NCT06008379
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First-in-human trial of SYS6010 combined with SYH2051 in patients with advanced
gastrointestinal tumors.

Rongbo Lin, Jinheng Hao, Liyu Su, Shen Zhao, Ying Xin, Xuechao Wan, Yue Huang, Xuan Luo, Xiangwei Wu, Ying Chen, Huidong Zhang; Gastrointestinal Medical Oncology,
Fujian Cancer Hospital, Fuzhou, China; CSPC Pharmaceutical Group Limited, Shijiazhuang, China; Fujian Medical University Cancer Hospital & Fujian Cancer Hospital,
Fuzhou, China; Fujian Cancer Hospital, Fuzhou, China; CSPC Pharmaceutical Group Limited, Shanghai, China; CSPC Pharmaceutical Group Co., Ltd., Shijiazhuang, China;
CSPC Pharmaceutical Group Limited, Wuhan, China; CSPC Pharmaceutical Group Limited, Chengdu, China; CSPC Pharmaceutical Group Limited, Beijing, China

Background: SYS6010 is an antibody-drug conjugate (ADC) composed of an EGFR-specific
antibody, a cleavable linker, and JS-1, a topoisomerase I inhibitor, as its cytotoxic payload. It
targets EGFR, a transmembrane receptor tyrosine kinase overexpressed in malignancies such
as lung, breast, gastric, and colorectal cancers. SYS6010 induces DNA damage leading to
apoptosis, while resistance may occur through ATM-mediated DNA repair. SYH2051, an
ATM inhibitor, disrupts DNA repair, enhancing SYS6010-induced apoptosis. This combination
is hypothesized to exert synergistic anti-tumor effects. Methods: This first-in-human clinical
trial employed a single-center, open-label, non-randomized design to evaluate the safety,
tolerability, and preliminary efficacy of SYS6010 combined with SYH2051. Patients with
advanced gastrointestinal tumors expressing EGFR who had progressed on at least one prior
line of standard therapy were enrolled. SYS6010 was administered intravenously at a dose of 3.2
mg/kg on day 1 of each 14-day cycle, while SYH2051 was given orally at doses of 40 mg or 80 mg,
once daily, for five consecutive days within the same cycle. Safety was assessed using CTCAE
v5.0, and efficacy was evaluated according to RECIST v1.1 criteria. Results: As of December 31,
2024, 25 patients were enrolled, including 18 with colorectal cancer and 7 with gastric cancer.
Twelve patients had received =3 prior lines of therapy. Among 6 evaluable gastric cancer
patients, 3 achieved partial response (PR) and 3 stable disease (SD), resulting in an objective
response rate (ORR) of 50% and a disease control rate (DCR) of 100%. The median progression-
free survival (PFS) was approximately 5.8 months (data not mature), and 3 patients remained
on treatment. Among 18 colorectal cancer patients (9 with KRAS mutations and 9 wild-type),
preliminary analysis showed a median PFS of approximately 4.2 months in wild-type KRAS
patients (data not mature). Common treatment-related adverse events (TRAEs) included
hematologic toxicity, gastrointestinal symptoms, and fatigue. Frequently observed TRAEs
were fatigue (60%), decreased appetite (56%), leukopenia (56%), anemia (48%), neutropenia
(48%), nausea (48%), thrombocytopenia (36%), and hypoalbuminemia (32%). Grade =3
TRAEs occurred in 12 patients (48%), including neutropenia (7 patients), anemia (6 patients),
thrombocytopenia (3 patients), vomiting (3 patients), leukopenia (2 patients), interstitial lung
disease (1 patient), infection (1 patient), and elevated bilirubin (1 patient). No treatment -related
deaths were reported. Conclusions: SYS6010 combined with SYH2051 was well tolerated and
demonstrated preliminary antitumor activity in advanced gastrointestinal tumors, particularly
in gastric cancer. Further evaluation is ongoing. Research Sponsor: CSPC Pharmaceutical Group
Limited.
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Precemtabart tocentecan (M9140), an anti-CEACAMS5 ADC with exatecan payload,
in patients with metastatic colorectal cancer (mCRC): Results from the dose op-
timization of the phase 1 PROCEADE CRC-01 study.

Scott Kopetz, Rocio Garcia-Carbonero, Sae-Won Han, lldefonso Ismael Rodriguez Rivera, Jose Carlos Ruffinelli, Valentina Boni, Maria Vieito Villar, Maria J. de Miguel,
Athanasios G. Pallis, Christina Habermehl, Abdul Siddiqui, Abhigyan Ravula, Ken Kato; The University of Texas MD Anderson Cancer Center, Houston, TX; Hospital
Universitario 12 de Octubre, Imas12, UCM, Madrid, Spain; Department of Internal Medicine, Seoul National University Hospital, Seoul, South Korea; NEXT Oncology, San
Antonio, TX; Institut Catala d'Oncologia L"Hospitalet, Barcelona, Spain; NEXT Madrid Universitary Hospital Quironsalud Madrid, Madrid, Spain; Vall d’'Hebron University
Hospital and Institute of Oncology (VHIO) Spain, Barcelona, Spain; START-CIOCC Hospital Universitario HM Sanchinarro, Madrid, Spain; Merck Santé S.A.S., an affiliate of
Merck KGaA, Lyon, France; The Healthcare Business of Merck KGaA, Darmstadt, Germany; EMD Serono, Billerica, MA; Department of Head and Neck, Esophageal Medical
Oncology, National Cancer Center Hospital, Tokyo, Chuo City, Japan

Background: CEACAMS5 is overexpressed in ~90% of CRCs, with limited expression on healthy
cells. Precemtabart tocentecan (M9140), the first anti-CEACAM5 ADC with an exatecan payload
(topoisomerase 1 inhibitor), showed a predictable, manageable safety profile and promising
early clinical activity in the dose escalation of the Phase 1 PROCEADE-CRC-01 study
(NCT05464030) in heavily pretreated patients with mCRC. Methods: This global Phase 1 study
in 3L adult patients with locally advanced/mCRC (ECOG PS =1; previous irinotecan therapy)
evaluates clinical activity, safety, and tolerability of precemtabart tocentecan. Here, we report
on dose optimization of precemtabart tocentecan tested at 2.8 mg/kg Q3W (Arm A1) or 2.4 mg/
kg Q3W (A2; 1:1 randomization) to select the recommended phase 2 dose (RP2D). Results: As of
Jan 2025, 60 patients (recruited Apr—Oct 2024) had been treated (A1, n = 29; A2, n = 31). Median
age was 60.0 years, and 51.7% were male. In A1, 18 (62.1%) patients remained on treatment and
16 (51.6%) in A2. Treatment-emergent AEs (TEAEs) were reported in all patients; grade =3in 38
(63.3%) patients (A1: n =19 [65.5%]; A2: n = 19 [61.3%]); anemia and neutropenia (any grade;
grade =3) were most common. Serious TEAEs were reported in 18 (30.0%) patients (A1: n = 8
[27.6%]; A2: n = 10 [32.3%]). Grade =3 hematologic AEs were reported in 32 (53.3%) patients:
anemia (A1, n = 9; A2, n = 10), neutropenia (A1, n = 14; A2, n = 12), thrombocytopenia (n = 6
both), leukopenia (A1, n = 7; A2, n = 6), lymphopenia (A1, n =1; A2, n = 2), febrile neutropenia (n
= 3 both), and pancytopenia (A1, n = 0; A2, n = 1). Treatment was discontinued in 26 (43.3%)
patients (A1: progressive disease (PD), n = 9, patient withdrawal, n = 1, other,n =1; A2: PD,n =
14, death, n = 1). No treatment-related deaths were reported. Overall, PK profiles were
consistent with previous data, with overlap attributed to high between-subject variability.
Partial responses were reported in 7 (24.1%; n = 4 [13.8%] confirmed) patients in A1and 3 (9.7%;
n =1[3.2%] confirmed) in A2 (all responders remain on treatment), stable disease in 15 (51.7%)
and 21 (67.7%), and PD in 5 (17.2%) and 6 (19.4%) patients, respectively. DCR at 12 weeks was
72.4% in A1 and 67.7% in A2. Conclusions: These preliminary results corroborate the encour-
aging efficacy and safety data from the dose escalation part of the PROCEADE CRC-01 study,
with no new relevant safety findings. ORR was higher at 2.8 mg/kg, with similar tolerability at
both doses. The ORR of 24.1% (13.8% confirmed) at 2.8 mg/kg compares favorably with current
monotherapy SoCs (ORRs 1-2%) and recent phase 3 data with trifluridine—tipiracil + bevaci-
zumab (ORR 6.1%) in 3L+ mCRC. These results suggest 2.8 mg/kg as the RP2D for further
development in CRC, and other solid tumors (NCT06710132). More mature data, including PFS,
will be presented at the congress. Clinical trial information: NCT05464030. Research Sponsor:
the healthcare business of Merck KGaA, Darmstadt, Germany (CrossRef Funder ID: 10.13039/
100009945).


http://www.clinicaltrials.gov/ct2/show/NCT05464030
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Rinatabart sesutecan (Rina-S) for patients with advanced endometrial cancer: First
disclosure from dose expansion cohort B2 of the GTC1184-01 study.

Ira Seth Winer, Noelle Cloven, Debra L. Richardson, Lyndsay Willmott, Justin Call, Jessica Thomes Pepin, Gottfried E. Konecny, Andrea Jewell, Cara Amanda Mathews,
Leigh Seamon, Joseph Buscema, Nurgul Kilavuz, Michael Gillespie, Ibrahima Soumaoro, Elizabeth Katherine Lee; Wayne State University, Barbara Ann Karmanos Cancer
Center, Detroit, MI; Texas Oncology, Fort Worth, TX; Stephenson Cancer Center at The University of Oklahoma Health Sciences Center/Sarah Cannon Research Institute,
Oklahoma City, OK; Honor Health, Phoenix, AZ; START Mountain Region, West Valley City, UT; Minnesota Oncology and Hematology PA, Maplewood, MN; UCLA Health, Los
Angeles, CA; University of Kansas Medical Center, Kansas City, KS; Legorreta Cancer Center, Alpert Medical School of Brown University, Providence, RI; START Midwest,
Grand Rapids, MI; Arizona Oncology, Tucson, AZ; Genmab AS, Princeton, NJ; Dana-Farber Cancer Institute, Boston, MA

Background: Rina-S is an investigational antibody-drug conjugate targeting folate receptor
alpha with a novel hydrophilic protease-cleavable linker and a topoisomerase I inhibitor,
exatecan payload. Patients (pts) with advanced endometrial cancer (EC) who progress after
programmed death-ligand 1 [PD-(L)1] inhibitor plus chemotherapy have very poor prognoses
and limited, ineffective treatment options (objective response rate [ORR] < 16% and median
progression-free survival < 5 months with single-agent chemotherapy); thus, there is urgent
need for novel therapies. In the dose escalation cohort, single-agent Rina-S showed pre-
liminary anti-tumor activity in pts with heavily pretreated EC. Here we first report results for
single-agent Rina-S in pts with heavily pretreated EC from dose expansion cohort B2 of the
phase 1/2 GCT1184-01 study (NCT05579366). Methods: Pts with metastatic or unresectable EC
who received prior platinum-based chemotherapy and a PD-(L)1 inhibitor received either
Rina-S 100 mg/m? or 120 mg/m? every 3 weeks after initial enrollment with 120 mg/m? only.
The primary endpoint was safety and tolerability of Rina-S. Secondary endpoints included ORR
and disease control rate (DCR). Results: As of data cutoff November 22, 2024, 64 pts with
heavily pretreated EC (median 3 prior lines [range 1-8]) received Rina-S 100 mg/m? (n = 22) or
120 mg/m? (n = 42) for a median treatment duration of 15.9 weeks. Most pts had ECOG PS 1
(64.1%), approximately half (46.9%) were aged =70 years, and 48.4% had received prior
radiotherapy. Pts primarily had endometrioid carcinoma (45.3%) followed by serous carcinoma
(26.6%). The most common (> 25%) treatment-emergent adverse events (TEAEs) were similar
across doses and were primarily cytopenias and grade 1-2 gastrointestinal events (nausea,
vomiting, decreased appetite). Grade 3-4 cytopenia included neutropenia (48.4%), anemia
(35.9%) and thrombocytopenia (21.9%). TEAEs led to Rina-S dose reductions in 15.6% of pts
and discontinuation of Rina-S in 3.1% of pts; 37.5% of pts had serious TEAEs. There was 1
related (assessed by investigator) grade 5 TEAE at 120 mg/m?® confounded by comorbidities; no
fatal TEAEs occurred at 100 mg/m?>. No signals of ocular toxicity, neuropathy, or interstitial lung
disease were observed. In efficacy-evaluable pts (median follow-up: 18.7 weeks), the un-
confirmed ORR was 50%, including 2 complete responses, with Rina-S 100 mg/m? (n = 22) and
45.5% with 120 mg/m? (n = 33). DCR was 100% and 81.8% with 100 mg/m? and 120 mg/m?,
respectively. Responses were ongoing for 9 of 11 (81.8%) and 12 of 15 (80.0%) responders with
100 mg/m? and 120 mg/m?, respectively. Conclusions: Rina-S showed encouraging anti-tumor
activity in pts with heavily pretreated EC and had a manageable safety profile consistent with
previous reports. Further evaluation of single-agent Rina-S in pts with advanced EC is ongoing.
Clinical trial information: NCT05579366. Research Sponsor: Genmab A/S.


http://www.clinicaltrials.gov/ct2/show/NCT05579366
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EVEREST-2: Initial data of the logic-gated Tmod chimeric antigen receptor T-cell
(CAR T) therapy A2B694 for patients with solid tumors associated with mesothelin
(MSLN) expression and with human leukocyte antigen (HLA) loss of heterozygosity
(LOH).

Salman Rafi Punekar, Jeffrey Ward, Jong Chul Park, Sandip Pravin Patel, David G. Maloney, Oliver Dorigo, Kedar Kirtane, Marcela Valderrama Maus, Maria Pia Morelli,
Yanyan Lou, Matthew Stephen Block, Monica Avila, Ramez Nassef Eskander, Leslie R Boyd, Armen Mardiros, John Sutton Welch, Andrea Wise, Jacqueline D. Xuan,
Julian R. Molina, Joel R. Hecht; Perlmutter Cancer Center, NYU Langone Health, New York, NY; Washington University in St. Louis, St. Louis, MO; Massachusetts General
Hospital, Boston, MA; San Diego Center for Precision Inmunotherapy, Clinical Trials Office, Moores Cancer Center, San Diego, CA; Fred Hutchinson Cancer Center, Seattle,
WA, Stanford University School of Medicine, Department of Obstetrics & Gynecology, Stanford, CA; Moffitt Cancer Center, Tampa, FL; The University of Texas MD Anderson
Cancer Center, Houston, TX; Mayo Clinic, Jacksonville, FL; Mayo Clinic, Rochester, MN; University of California San Diego, San Diego, CA; New York University Langone
Health, Perlmutter Cancer Center, New York City, NY; A2 Biotherapeutics, Inc., Agoura Hills, CA; UCLA Jonsson Comprehensive Cancer Center, Santa Monica, CA

Background: EVEREST-2 is a first-in-human, phase 1/2 trial to assess the safety and efficacy of
A2B69/, an autologous, logic-gated Tmod CAR T therapy targeted to MSLN, which is normally
expressed in the mesothelium and can be upregulated in many solid tumors. A2B694 is
designed to overcome challenges of on-target, off-tumor toxicity that have limited other
MSLN-targeted approaches by combining a CAR-activating receptor targeting MSLN with a
blocker CAR that recognizes HLA-A*02, to distinguish between normal and tumor cells
(Tokatlian, et al. J] Immunother Cancer. 2022). Methods: Adults with recurrent unresectable,
locally advanced, or metastatic cancers with MSLN expression who have progressed after
standard-of-care therapy are eligible for EVEREST-2. Enrollment to EVEREST-2 and collection
of T-cells occurs through the ongoing prescreening study BASECAMP-1 (NCT04981119). When
clinically appropriate, A2B694 is manufactured from cryopreserved T cells, and patients un-
dergo lymphodepletion before A2B694 infusion. The dose-escalation phase is evaluating the
safety and tolerability of A2B694 to identify the recommended phase 2 dose (RP2D). Dose
escalation was started at 1x10® Tmod positive cells (dose level [DL] 1) and will increase up to
14x108 in combination with low-dose IL-2 (DL 5). The dose-expansion phase will confirm RP2D
and collect biomarker data to further characterize A2B694. Results: As of January 15, 2025, 5
participants (median age: 60 years; range, 50-84) have enrolled on EVEREST-2 and received
A2B69/4 at DLs 1-2; participants had ovarian cancer (n = 3), pancreatic cancer (n = 1), and non-
small cell lung cancer (n = 1) and had received a median of 4 prior lines of therapy (range, 1-7).
Lymphodepleting chemotherapy was well tolerated with no significant cytopenias observed.
The most common adverse events were lymphopenia (7 [14.6%]) and decreased appetite (6
[12.5%]). There were no dose-limiting toxicities, cytokine release syndrome, nor related
neurotoxicity. One participant was admitted to the hospital for decreased appetite. No long-
term toxicities have been noted up to 7.5 months post-infusion. Of the participants who have
received A2B694, 5 were efficacy evaluable at DLs 1-2. A2B694 was detected post-infusion in
the peripheral blood in all patients. Additionally, A2B694 was detected in an abdominal tumor
biopsy from a patient with pancreatic cancer 42 days post-infusion. Conclusions: The logic-
gated approach was successful at reducing toxicity seen with prior MSLN-targeted CAR T
therapies, and A2B694 showed successful CAR T expansion and tumor infiltration. The max-
imum tolerated dose has not been reached, and results from the dose-escalation phase
continue to determine the RP2D. Clinical trial information: NCT06051695. Research Sponsor:
A2 Biotherapeutics, Inc.


http://www.clinicaltrials.gov/ct2/show/NCT06051695
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ZL-1310, a DLL3 ADC, in patients with extensive stage small cell lung cancer: Ph1
trial update.

Manish R. Patel, Yi-Long Lung Cancer Wu, Zhen Wang, Pedro Rocha, Qiming Wang, Yingying Du, Grace K. Dy, Afshin Dowlati, Alex Spira, Xiaorong Dong, Martin E Gutierrez,
Yuping Sun, Haiyong Wang, Wenxiu Yao, Luis G. Paz-Ares, Yinjia Fu, Xiao Liu, Xiao Wang, Renke Zhou, Jun Zhao; Florida Cancer Specialists/Sarah Cannon Research
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Background: Treatment options are limited for patients (pts) with extensive-stage small cell
lung cancer (ES-SCLC) that progress after platinum-based chemotherapy (chemo). ZL-1310, a
DLL3-targeted antibody drug conjugate (ADC) with a topoisomerase 1 inhibitor payload and
cleavable linker, demonstrated promising preliminary results in pts with relapsed/refractory
(r/r) ES-SCLC (Spira et al, ENA 2024). Here, we report updated data with additional pts and
follow-up (NCT06179069). Methods: This is a two-part Phase I study of ZL-1310 administered
intravenously every 3 weeks to pts with r/r SCLC who have progressed after at least one
platinum-based chemo regimen. Part 1A is a monotherapy dose escalation; Part 2 is a ran-
domized dose optimization/expansion. Study endpoints include safety parameters, objective
response rate (ORR) per RECIST v1.1, duration of response (DOR), disease control rate (DCR) and
pharmacokinetics (PK). Exploratory tumor biomarkers, including DLL3 expression (expressed
as H-score), are examined. Results: As of 28 Jan 2025, 28 pts were enrolled in the dose
escalation Part 1A and received ZL-1310 at dose levels ranging from 0.8 mg/kg to 2.8 mg/kg.
The median time on study is 5.1 months (range 2.4-10.1+). Median age was 66 years (range 36-
79); 43% were female; 75% had an ECOG performance status of 1; 93% progressed after prior
anti-PD-L1 therapy; 39% had prior lung irradiation, and 36% had baseline brain metastases.
Any-grade treatment-related adverse events (TRAEs) occurred in 89% of pts (Grade=3 TRAEs,
39%). One pt (2.4 mg/kg) had dose limiting toxicities of neutropenia and thrombocytopenia; 5
pts underwent drug reduction and 5 had drug discontinued due to TRAE. Grade=3 TRAEs
occurring in more than 1 patient include anemia (6 pts), neutropenia (5), thrombocytopenia (3),
WBC decreased (2), and interstitial lung disease (2). Objective responses were observed in 19 of
28 pts (68%), including one pt pending response confirmation, and a DCR of 93%. Responses
were observed across all dose levels and all levels of DLL3 expression (H-score range: 0-260),
including one pt with prior tarlatamab treatment. Pts with baseline brain metastases had an
80% response rate and 100% DCR. Fourteen of 19 (74%) responders remain on study. PK data
from 25 pts showed dose-proportional increase of systemic ADC and payload exposure, with
relatively low exposure of the payload and no significant accumulation. Conclusions: ZL-1310
demonstrated a tolerable safety profile and promising antitumor activity in r/r ES-SCLC,
including pts with brain metastases, pt with prior tarlatamab, and in the setting of low
DLL3 expression. Updated data, including patients in the randomized Part 2 dose optimization,
will be presented. Clinical trial information: NCT06179069. Research Sponsor: None.


http://www.clinicaltrials.gov/ct2/show/NCT06179069
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First-in-human (FIH) phase 1 study of CUSP06, a cadherin-6 (CDH6)-directed
antibody-drug conjugate (ADC), in patients with platinum-refractory/resistant
ovarian cancer and other advanced solid tumors.
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Background: CDHS6 is a transmembrane glycoprotein involved in cancer metastasis expressed
in various tumors including ovarian cancer (OC), renal cell carcinoma (RCC), cholangiocarci-
noma (CCA), and uterine cancer. CUSP06 is an ADC composed of a humanized IgG1 mAb against
CDH6 conjugated with a cleavable linker to exatecan, a topoisomerase I inhibitor. In preclinical
studies, CUSP06 showed CDH6-dependent cell growth inhibition in OC cell lines and tumor
regression in CDH6-expressing OC, RCC, and other tumor models including those with low
CDH6 expression supporting its use across various indications and CDH6 expression levels. We
report here the initial results from a FIH study of CUSP06. Methods: CUSP06-1001 is a Phase 1a/
1b, open-label, multi-center dose escalation and expansion study to evaluate safety, tolera-
bility, pharmacokinetics, pharmacodynamics, recommended Phase 2 dose, and preliminary
efficacy of CUSP0o6 in patients (pts) with platinum-refractory/resistant ovarian cancer
(PRROC), advanced RCC and other advanced CDH6-positive solid tumors. Prescreening for
CDH6 expression was required for those pts with solid tumors other than OC or RCC. CUSP06
was administered IV every 21 days. Phase 1a followed a standard 3+3 dose escalation design and
included dose enrichment cohorts at doses that had demonstrated safety. Phase 1b consists of
dose expansion cohorts for pts with OC, RCC, and other CDH6-positive solid tumors to assess
the safety, tolerability and efficacy at the RDE. Results: As of 03JAN25, 26 pts were dosed with
data available for 22 pts in Phase 1a (18 OC, 2 RCC, and 2 CCA) at doses from 1.6 mg/kg to 5.6 mg/
kg. The median age was 60.5 yrs and the median prior therapies was 3. Of the 18 pts with OC, all
pts received prior platinum and taxane, 67% received bevacizumab, and 22% received mirve-
tuximab (MIRV). All patients with RCC received an immune checkpoint inhibitor and a TKI.
Related TEAEs occurred in 20 pts (91%). The most common related TEAEs ( > 20%) were
anemia (50%), neutropenia (46%), thrombocytopenia (46%), fatigue (46%), nausea (36%),
diarrhea (23%), and vomiting (23%). The most common related Grade =3 TEAEs were neu-
tropenia, thrombocytopenia, and anemia. AEs led to discontinuation in 3 (14%) pts. Five of 14
GCIG-evaluable OC pts (36%) had a CA-125 response. Among the 20 RECIST-evaluable pts, 5
partial responses (4 confirmed, & 1 unconfirmed) including MIRV-pretreated pts, and 11 stable
disease were observed. All PRs were in pts with platinum-resistant high grade serous OC, with
an ORR of 36% (5/14). 18 pts were ongoing at the cutoff date. Conclusions: The preliminary data
from the Phase 1a dose escalation portion of this study showed acceptable tolerability and
encouraging efficacy in pts with OC, which support further evaluation of CUSP06 in the Phase 1b
expansion cohorts. Clinical trial information: NCT06234423. Research Sponsor: None.


http://www.clinicaltrials.gov/ct2/show/NCT06234423
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Phase 1 dose-escalation trial of talazoparib in combination with belinostat in select
advanced solid tumors.
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Background: Inhibitors of histone deacetylase (HDACi) may synergize with poly (ADP-ribose)
polymerase inhibitors (PARPi). This Phase 1 dose escalation trial tested the combination of the
PARPi talazoparib and the HDACI belinostat. Methods: This open-label study was conducted
with a combined dose escalation of talazoparib (0.75 mg-1 mg) and belinostat (500-1000 mg/
m2) in subjects with advanced breast, ovarian, prostate and pancreatic cancers. Primary
objectives were to identify the safety, tolerability, and recommended phase 2 dose (RP2D)
of the combination. ATITE-CRM model was used for dose level assignment and identification of
RP2D. Results: A total of 25 evaluable subjects were enrolled. Tumor types included breast
cancer (10 subjects), ovarian cancer (5), prostate cancer (5), and pancreatic cancer (5).
Treatment-related adverse events (AEs) included nausea (n = 8, 32%), fatigue (n = 8, 32%),
thromboembolic events (n = 6, 24%), vomiting (n = 5, 25%), and anemia (n = 4, 16%).
Treatment-related serious adverse events (SAEs) encompassed thromboembolic events (n =
4) and anemia (n = 1). Dose limiting toxicities (DLTs) occurred in 3 subjects including decreased
white blood cell count, fatigue, anemia, and failure to thrive. Seven subjects experienced stable
disease (SD), for a clinical benefit rate (CBR) of 28% (7/25); of those with SD, 6 were assigned to
the highest dose (dose level 4) and 1 subject was assigned to dose level 3. Duration of enrollment
ranged from 18-291 days. Conclusions: In subjects with select advanced solid tumors, tala-
zoparib and belinostat combination therapy exhibits a favorable safety profile and manageable
toxicity. Nausea and fatigue were the most common adverse events. Further studies are
warranted to determine the efficacy of this combination. Clinical trial information:
NCT04703920. Research Sponsor: Pfizer; Acrotech.


http://www.clinicaltrials.gov/ct2/show/NCT04703920
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Impact of stereotactic ablative radiotherapy (SABR) on detection of ctDNA in pa-
tients with early-stage lung cancer: Interim findings from the prospective SABR-
DETECT trial.
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Background: Stereotactic ablative radiotherapy (SABR) is the preferred curative treatment for
inoperable patients with stage I/IIA non—small-cell lung cancer (NSCLC). In cases where the
tumor is inaccessible or biopsy carries a high risk of complications, SABR is offered even in the
absence of a tissue diagnosis, based on a high likelihood of malignancy as calculated by
validated predictive models. In these situations, a blood based liquid biopsy detecting circu-
lating tumor DNA (ctDNA) can serve as an aide to confirm malignancy and allow molecular
testing. However, low ctDNA yield in early stage NSCLC presents a challenge for diagnosis. This
study hypothesizes that ctDNA detection rates will improve by combining assessment of pre-
and post-SABR plasma samples. Methods: This is a multi-institutional study including two
cohorts: 1) patients with suspected stage I/IIA NSCLC, with a pretreatment likelihood of
malignancy of =60% on Herder or Brock models, and 2) patients with biopsy-proven NSCLC.
SABR was delivered according to standard guidelines. Plasma was collected for ctDNA analysis
before and 24-72 hours following the first fraction of SABR. SHIELDING ULTRA MRD panel of
hotspot regions in 2365 cancer-related genes with ultra-high sensitivity was used for ctDNA
analysis (mutation + fragment profile + CNV). In this pre-planned interim analysis, we report
on the secondary objective: to assess the impact of SABR on detection rates of ctDNA. Results:
Paired plasma samples (pre- and post-SABR) were tested for 69 patients. After quality control
analysis, 66 paired samples were analyzed and included in this interim analysis. The median age
was 76 years (range, 56-89) and 36 (54%) were male. The median concentration of circulating
free DNA (ng/mL) did not increase from pre- (5.5, inter quartile range (IQR): 3.3-8.1) to post-
SABR (5.7, IQR: 4.1-7.6) (P=0.82). The ctDNA detection rate in pre-SABR samples was 22.7%
versus 27.3% in post-SABR samples (Table). Interestingly, in 10 patients (15.2%), ctDNA
became detectable in post-SABR samples and in 7 patients (10.6%) the ctDNA was no longer
detectable in the post-SABR samples. The ctDNA remained undetectable in 41 patients (62.1%).
37.9% of patients had detectable ctDNA either before or after SABR. Conclusions: The di-
agnostic yield of ctDNA for confirming malignancy in early stage NSCLC is improved by testing
both the pre- and the post-SABR samples, collected within 24-72 hours after the first fraction
of SABR. This approach may improve the diagnostic rates of liquid biopsies for patients with
presumed NSCLC undergoing SABR, warranting further investigation of ctDNA detection before
and shortly after treatment. Clinical trial information: NCT05921474. Research Sponsor:
Verspeeten Family Cancer Centre Medical Oncology Research Fund (MORF); Lawson Internal
Research Fund; Lung Cancer Canada Geoffrey Ogram Memorial Research Grant; ‘Crush it with
Bev’ fundraiser.

ctDNA detection rates (N=66).

Pre-SABR Post-SABR n (%)

detected detected 8 (12.1%)
not detected detected 10 (15.2%)
detected not detected 7 (10.6%)

not detected not detected 41 (62.1%)



http://www.clinicaltrials.gov/ct2/show/NCT05921474

DEVELOPMENTAL THERAPEUTICS—MOLECULARLY TARGETED AGENTS AND TUMOR BIOLOGY

3045 Poster Session

Prognostic significance of preoperational circulating tumor DNA detection in early-
stage NSCLC using a tissue-free blood test.
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Background: There is a growing need for risk evaluation and treatment monitoring in cancer
care. However, current methods, mainly imaging, can be burdensome for patients over time and
prone to variability among readers. Recent research has highlighted the potential of tumor-
informed circulating tumor DNA (ctDNA) testing for identifying postoperative minimal residual
disease (MRD) due to its high sensitivity by tracking individualized mutations. Nevertheless, its
use in early-stage patients prior to surgery is constrained by limited tissue availability and
extended turnaround times. MUSETALK-Lungo1 (multiomics sequencing technique applica-
tion kick-start) is a prospective, longitudinal, observational study designed to evaluate the
clinical utility of a tumor-naive ctDNA assay in patients with early-stage non-small cell lung
cancer (NSCLC). Methods: Pretreatment plasma samples were prospectively collected from
participants with stage I-IIIA NSCLC. Cell-free DNA was extracted and analyzed using a blood
assay that interrogates both epigenetic and genetic information. The detection status and the
estimated fraction of ctDNA were reported by a machine learning classifier and an independent
statistical model, respectively. The calling threshold corresponding to a 99% clinical specificity
was verified in a subgroup from the THUNDER study (NCT04820868). Longitudinal data,
including vital status, cancer status, and treatment, were collected for up to 5 years. The study
was approved by the institutional review board and all participants were required to provide
informed consent. Results: A total of 289 participants from the MUSETALK-Lungo1 study were
analyzed. Of these, 49% (141/289) reached the 5-year follow-up, with a median follow-up
duration of 59 months. To assess the prognostic value of preoperative ctDNA levels, relapse-
free survival (RFS) and overall survival (OS) were evaluated across different stages and
pathological subtypes separately. In stage I LUAD patients (N = 179), ctDNA-positive patients
(N =20) had significantly inferior RFS compared to ctDNA-negative patients (2-year RFS: 70%
[95% CI: 46%—88%)] vs. 94% [95% CI: 90%—97%]; log-rank p < 0.001). In contrast, no
association was found between preoperative ctDNA detection and RFS in stage II-IIIA LUAD or
non-LUAD NSCLC, irrespective of the clinical stage. Specifically, among the 179 stage I LUAD
patients, 11 relapsed within 2 years, and 6 of these had positive ctDNA test results. This rate was
significantly higher than in patients who relapsed between 2 and 5 years (1/12) or never relapsed
(13/156; x> test, p < 0.001). Conclusions: These findings indicate that presurgical ctDNA can
serve as a prognostic indicator in early-stage NSCLC. Tumor-naive ctDNA testing may enhance
the standard workflow by identifying high-risk patients who could benefit from innovative
treatments. Clinical trial information: NCT04820868. Research Sponsor: None.


http://www.clinicaltrials.gov/ct2/show/NCT04820868
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Improved detection of circulating tumor DNA in patients with leiomyosarcoma with
fragment size restriction.
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Background: Prior work has shown that detection of circulating tumor DNA (ctDNA) at time of
diagnosis of leiomyosarcoma (LMS) is associated with lower likelihood of objective response
and patients with detectable ctDNA after two cycles of chemotherapy have worse survival.
However, because ctDNA exists at much lower concentrations in plasma compared to cell-free
DNA of non-tumor origin, the sensitivity of these prognostic measures to tumor signals
remains unclear. With increasing evidence of ctDNA fragments being shorter than the back-
ground non-tumor cell-free DNA, we sought to test whether restricting our analysis to smaller
fragment sizes would improve detection of ctDNA in LMS. Methods: Plasma was serially
collected from patients with LMS undergoing chemotherapy. Cell-free DNA extracted from
these samples was profiled by ultra-low-passage whole-genome sequencing (ULPWGS). Copy
number alterations were identified and used to detect ctDNA using the ichorCNA algorithm
before and after restricting the dataset to fragments of 90-150bp (short). We compared
detectability of ctDNA via ichorCNA between analyses using all sequencing data and those
using data restricted to short fragments. Results: From 28 patients, 126 plasma samples were
profiled. The median fragment length of cell-free DNA was 240bp (IQR 142-349) for patients
with LMS, compared to 307bp (IQR 171-465, p < 0.001) in samples collected from healthy
controls. Short fragments made up 19.48% of LMS libraries at diagnosis when ctDNA levels were
highest, 15.27% of all LMS samples, and 12.96% of libraries from healthy controls. While ctDNA
was detectable by ULPWGS in 17% of all samples, detection increased to 40% when analyzed
using only short cell-free DNA fragments (p < 0.0001). The proportion of diagnostic samples
with detectable ctDNA was nominally higher when analyzed by short fragments (39% vs. 64%
with 90-150bp size restriction, p = 0.1078, n = 28) and was significantly higher in samples
collected after two cycles of chemotherapy (5% vs. 40% with 90-150bp size restriction, p =
0.0197, n = 20). Increases in ctDNA detectability with fragment size restriction were also
observed in each of localized and metastatic subgroups (metastatic: 16% without restriction,
38% with restriction, n = 97, p = 0.0012; localized: 17% vs. 45%, n = 39, p = 0.04). Conclusions:
Our results demonstrate that detection of ctDNA is improved by analyzing short fragments of
cell-free DNA in samples collected from patients with LMS. These findings represent a potential
to increase the sensitivity of an affordable, low-coverage liquid biopsy assay and may enhance
the prognostic value of ctDNA detection in these patients. Further study of the association
between ctDNA detection and outcome is needed to fully validate the impact of fragment size
restricted analysis of cell-free DNA samples in patients with LMS and is currently ongoing in a
prospective study. Research Sponsor: National Cancer Institute/U.S. National Institutes of
Health.
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Accurate differentiation of malignant and benign gastric lesions using cell-free DNA
biomarkers.
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Background: Early detection of gastric cancer is challenging due to the invasive nature of
current diagnostic methods and the difficulty in distinguishing cancer from benign gastric
conditions. Cell-free DNA (cfDNA) features have emerged as promising biomarkers for non-
invasive detection. This study aims to develop and evaluate a machine learning model utilizing
cfDNA features for early gastric cancer detection. Methods: We developed an ensemble machine
learning model incorporating four cfDNA features: repeat elements, fragment-based meth-
ylation, focal copy number variation, and fragment size pattern. The model was trained using
cfDNA data from 150 gastric cancer patients and 153 individuals with stomach-related con-
ditions. The ensemble model was validated using a cohort of 149 cancer patients, 149 in-
dividuals with high-risk benign lesions, and 50 low-risk benign lesions. Risk is stratified
according to the Correa’s Cascade. Results: The ensemble machine learning model developed
using four cfDNA features achieved an AUROC of 0.913 in the training cohort and 0.912 in the
testing cohort for distinguishing gastric cancer patients from individuals with stomach-related
complications, which outperformed individual cfDNA features. A decision threshold of 0.418,
established via cross-validation, was set to ensure at least 95% sensitivity in the training
cohort. This threshold enabled accurate binary classification in the validation cohort, with
model scores correlating with cancer stage and tumor differentiation, supporting its potential
for clinical risk stratification. Model scores effectively differentiated cancer from high-risk
individuals, with significantly lower scores in non-cancer groups compared to precancerous or
Stage I-III cancer cases (Non-cancer group median score = 0.35, precancer group median score
= 0.48, cancer group median score = 0.61). Additionally, the model assigned significantly higher
cancer prediction scores to gastric cancer cases compared to high-grade intraepithelial neo-
plasia (p = 0.003). In the validation dataset, sensitivities were 92.9% (95% CI: 85.3%—-96.7%)
for Stage I, 96.3% (95% CI: 81.7%—99.3%) for Stage II, and 100% (95% CI: 83.2%—-100%) for
Stage IIL. Sensitivities for well-, moderate, and poorly differentiated tumors were 91.7%,
92.2%, and 100%, respectively. Of note, specificity for the detection of cancer was 66% in
the training cohort and 71% in the validation cohort. Conclusions: Our findings demonstrate
the potential of cfDNA-based machine learning models as a non-invasive and accurate di-
agnostic tool for early gastric cancer detection. By reducing reliance on invasive procedures,
this approach could enhance clinical workflow efficiency and improve patient outcomes.
Further validation in larger, independent cohorts is needed to support clinical implementation.
Research Sponsor: Heilongjiang Provincial Key R&D Program Projects; “Open competition
mechanism” of Heilongjiang Province; “Climbing program” of Harbin Medical University
Cancer Hospital.
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Development of a methylation-based, tissue-free test for the detection of molecular
residual disease by circulating tumor DNA.

John Paul Y.C. Shen, Johannes Reiter, Joshua Babiarz, Preethi Srinivasan, Fei Lu, Ehsan Haghshenas, Tzu-Chun Chen, Nathan Liang, Jayashree Joshi, Hsiao-Yun Huang,
Liliana Cerna, Spenser Alexander, Boris Gutman, Garima Kushwaha, Vasily N. Aushev, Marcia Roxana Cruz-Correa, Matthew Rabinowitz, Trupti Kawli, Alexey Aleshin,
Stacey A. Cohen; Department of Gastrointestinal Medical Oncology, The University of Texas MD Anderson Cancer Center, Houston, TX; Natera, Inc., Austin, TX; The
University of Puerto Rico, Medical Sciences Campus, and Pan-American Center for Oncology Trials, San Juan, Puerto Rico; University of Washington and Fred Hutchinson
Cancer Center, Seattle, WA

Background: Clinical validation studies support tumor-informed molecular residual disease
(MRD) as a prognostic biomarker for disease recurrence across multiple solid tumor types.
However, these tests are not always feasible due to the occasional lack of tumor tissue for next-
generation sequencing. Here, we discuss the design of a test for tissue-free (tf)MRD detection
and its application to a cohort of patients with colorectal cancer (CRC). Methods: A targeted
panel composed of differentially methylated regions was developed. A machine-learning model
was trained on differential methylation patterns in order to classify plasma samples as MRD-
positive or MRD-negative. Performance of the trained classifier was assessed in an independent
cohort of 246 patients enrolled in the Bespoke CRC trial (NCT04264702). These patients had
MRD results available using a tumor-informed circulating tumor DNA (ctDNA) assay (Signa-
teraTM), of whom 163 were persistently MRD-negative without clinical progression, and 83 had
MRD-positive results. Tissue-free MRD results were compared to the tumor-informed results
by calculating the percent positive agreement (PPA) and negative percent agreement (NPA).
Clinical outcomes (recurrence-free survival [RFS]) were evaluated based on tfMRD results in all
patients and stratified based on whether the patient received adjuvant chemotherapy (ACT).
Results: In this clinical cohort from Bespoke CRC (72% non-Hispanic White, 54% male, mean
age 61.4+12.3 years), 71 (28%) patients had stage II CRC, and 146 (59%) had stage III CRC.
Overall, PPA was 86% (95% CI: 77-93%) and NPA was 98% (95% CI: 95-100%). Patients with
tfMRD-positive status showed inferior RFS compared to tfMRD-negative patients (p < 0.001).
Significant benefit from ACT was observed among tfMRD-positive (p < 0.001) but not among
tfMRD-negative patients (p = 0.19). For patients who did not receive ACT in this cohort, we
observed 100% PPV and 100% specificity. Conclusions: This is the first study of its kind
demonstrating a high concordance between a tfMRD test and a clinically validated tumor-
informed ctDNA assay. Similar to recently reported data using a tumor-informed ctDNA assay,
patients with tfMRD-positive results appeared to derive benefit from ACT treatment. These
findings demonstrate that in cases where tissue is not available or of inadequate quality, a
methylation-based tissue-free assay may serve as a potential alternative for MRD detection.
Research Sponsor: None.
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Prevalence of androgen receptor ligand-binding domain mutations (AR-LBDm) in
circulating tumor DNA (ctDNA) versus tissue biopsies in participants (pts) with
metastatic castration-resistant prostate cancer (nCRPC) and other tumor types.
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Background: AR-LBDm is a common mechanism of resistance to AR-directed therapies in
patients with mCRPC. However, data on the utility of ctDNA-based versus tissue-based AR-
LBDm detection in mCRPC and the prevalence of AR-LBDm in nonprostate cancers are lacking.
We evaluated AR-LBDm in ctDNA and tumor tissue samples from pts with advanced solid
tumors enrolled in various Merck & Co., Inc. trials. Methods: Samples came from pts with
mCRPC and 25 other tumor types (eg, bladder, colorectal, ovarian, and pancreatic cancers). AR-
LBDm data were available from ctDNA via 2 fixed panel-based ctDNA NGS assays or from tumor
tissue samples (mainly archival) via a fixed-panel NGS assay. Data obtained from the 3 assays
were nonoverlapping. AR-LBDm prevalence was evaluated in each tumor type and by BRCAm or
HRRm status in pts with mCRPC. Results: The analysis included 3026 samples assessed by
ctDNA assay 1 (mCRPC, n = 1785; other, n = 1241), 2232 samples assessed by ctDNA assay 2
(mCRPC, n = 378; other, n = 1854), and 8181 samples from tissue biopsies (mCRPC, n = 833;
other, n = 7348). AR-LBDm was detected in 21.0% of pts with mCRPC by ctDNA assay 1 and
19.8% of pts with mCRPC by ctDNA assay 2. Across all other tumor types, only 1 pt (with
hepatocellular carcinoma) had an AR-LBDm in ctDNA. The prevalence of selected AR-LBDm in
tissue biopsies was 5.4% (45/833) in pts with mCRPC, 0.6% (1/159) in pts with salivary cancer,
and 0% in all other tumor types. AR-LBDm prevalence in pts with mCRPC increased with later-
line treatments (Tx) both by tissue and ctDNA analyses and was similar regardless of BRCAm or
HRRm status (table). The prevalence of the AR-LBD T878A mutation (by ctDNA) in pts with
mCRPC was higher after prior Tx with abiraterone than with enzalutamide (20.9% [43/206] vs
1.7% [3/173]). AR-LBDm was observed in tissues biopsied from the mCRPC setting (prevalence,
12.8% [12/94]) and was associated with higher AR transcriptional activity than in AR-LBD—
negative tissues. Conclusions: Similar prevalence of AR-LBDm was observed in ctDNA of pts
with mCRPC by 2 different ctDNA assays; AR-LBDm prevalence in archival tissue samples was
lower than by ctDNA analysis, likely due to the Tx-emergent nature of AR-LBDm. AR-LBDm
prevalence was similar regardless of BRCAm or HRRm status in mCRPC, although prevalence of
certain AR-LBDm is impacted by the specific prior AR-directed Tx. These data support ctDNA-
based (rather than tissue-based) AR-LBDm testing in pts with mCRPC. Research Sponsor:
Merck Sharp & Dohme LLC, a subsidiary of Merck & Co., Inc., Rahway, NJ, USA.

AR-LBDm prevalence, % (n/N) Frontline Tx Later-line Tx
CtDNA assay 1 16.6 (122/734) 23.8 (252/1059)
ctDNA assay 2 Not available 19.8 (75/378)
Tissue biopsy 0.6 (3/535) 4.1 (147/3625)
AR-LBDm +ve* AR-LBDm -ve*

BRCA

Mut 26.5 (9/34) 73.5 (25/34)

WT 27.5 (95/345) 72.5 (250/345)
HRR

Mut 28.8 (30/104) 71.2 (74/104)

wT 26.9 (74/275) 73.1 (201/275)

*Per ctDNA assay 1.
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A high-performance blood-based DNA methylation test for early detection of
gastrointestinal cancers.

Xiaosheng He, Zhihua Liu, Hong Xu, Nan Lin, Zhigang Li, Songbing He, Yin Li, Xiao-Bing Li, Qun Zhao, Jianhong Lian, Jiandong Tai, Quan Wang, Zhichao Liu, Xinyu Shi,
Shiging Chen, Fei Zhao, Xiurui Zhu, Liyuan Zhao, Xiaojian Wu, Ping Lan; The Sixth Affiliated Hospital, Sun Yat-sen University, Guangzhou, China; Cancer Hospital, Chinese
Academy of Medical Sciences, Beijing, China; The First Hospital of Jilin University, Changchun, China; The Third Affiliated Hospital, Sun Yat-sen University, Guangzhou,
China; Shanghai Chest Hospital, Shanghai Jiaotong University, Shanghai, China; The First Affiliated Hospital of Soochow University, Suzhou, China; Anyang Cancer Hospital
(The Fourth Affiliated Hospital of Henan University of Science and Technology), Anyang, China; The Fourth Hospital of Hebei Medical University, Shijiazhuang, China;
Shanxi Provincial Cancer Hospital, Taiyuan, China; Shanghai Xiaohe Medical Laboratory Co., Ltd., Shanghai, China

Background: Early detection of gastrointestinal cancers (GICs), including esophageal cancer
(EC), gastric cancer (GC), and colorectal cancer (CRC), remains suboptimal in China due to low
screening adherence and limited access to endoscopic procedures. Multi-cancer early detection
(MCED) tests present a convenient alternative, yet the efficacy in detecting early-stage GICs has
been inadequate. Accurate tumor localization, particularly differentiating between upper and
lower GICs, is crucial for determining subsequent diagnostic procedures. In this study, we
report the performance of an MCED assay utilizing targeted DNA methylation sequencing to
detect GICs. Methods: This multicenter, case-control study prospectively enrolled a cohort of
667 GIC patients (203 EC, 263 GC, 201 CRC; stages: I 20.8%, II 26.7%, III 35.7%, IV 16.8%) and
667 non-cancer participants. Plasma cell-free DNA was sequenced using a panel targeting
tumor-specific hyper- and hypo-methylation markers. A total of 5120 GIC-specific methyl-
ation features were captured. The GIC model was trained using a gradient-boosted tree model,
and nested cross-validation was implemented to determine the optimal parameters and
evaluate the model’s performance of cancer detection. To predict the tissue of origin (TOO),
the top 256 features were first selected based on pairwise mutual information for each cancer
type. An XGBoost classifier combined with Synthetic Minority Over-Sampling Technique
(SMOTE) was trained to determine the TOO. Results: The GIC model exhibited robust perfor-
mance, achieving an area under the curve (AUC) of 0.959 (95% CI: 0.949-0.970), with an overall
sensitivity of 86.4% (83.5%-88.8%) at a specificity of 96.0% (94.2%-97.2%). Notably, for
stage I-III GICs, which accounted for 83.2% of cases (a proportion consistent with that seen in
prospective observational cohort studies of MCED, such as the SYMPLIFY study), the sensitivity
reached 84.1% (80.9%-87.0%). The sensitivities for EC, GC, and CRC were 87.2%, 82.9%, and
90.0% respectively. For stage I CRC, the sensitivity of the GIC model reached 79.1% (64.8%-
88.6%), comparable to that of multitarget stool DNA tests, and outperformed fecal immuno-
chemical tests (FIT). Regarding tumor localization, the accuracy of TOO across all positive cases
was 89.8% (87.0%-92.0%). For stage I-III GICs, the model maintained a high accuracy of
88.7% (85.5%-91.2%) in predicting TOO. Moreover, the model demonstrated exceptional
accuracy in distinguishing between upper and lower GICs, with an accuracy of 95.5%
(93.5%-96.9%). Conclusions: This study demonstrated the high performance of the MCED
test for early detection of GICs in a large-scale, prospective cohort enriched with early-stage
cancers. These findings highlight the potential of the GIC model to enhance early detection and
precise localization of GICs, thus improving the efficiency of subsequent diagnostic procedures.
Research Sponsor: None.
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A novel magnetic bead-based cfDNA extraction method for advanced ctDNA marker
discovery and methylation profiling.

Zhuoran Jiang, Feng Xu, Yuting Liu, Congchong Wei, Yanzhan Yang, Ying Xin, Guo Chen, Shiging Chen, Baoliang Zhu, Xueguang Sun, Xiaohui Wu, Qiang Guo, Hefei Li;
Shanghai Xiaohe Medical Laboratory Co., Ltd., Shanghai, China; Affiliated Hospital of Hebei University, Baoding, China

Background: Cell-free DNA (cfDNA) extraction and circulating tumor DNA (ctDNA) enrichment
are critical for liquid biopsy-based cancer diagnostics. However, the QJAamp Circulating
Nucleic Acid Kit (QJA), despite its widespread use, has limitations, including a labor-
intensive manual workflow and suboptimal performance in ctDNA marker enrichment and
contaminant removal, potentially affecting downstream methylation analyses. To overcome
these limitations, we developed a novel, automatable magnetic bead-based cfDNA extraction
method to improve ctDNA enrichment and biomarker discovery. Methods: The optimized
extraction protocol incorporates refinements in pre-treatment, lysis, and binding steps to
enhance cfDNA purity and ctDNA enrichment. Plasma samples from 8 lung adenocarcinoma
(LUAD) patients, 10 healthy donors, and five simulated plasma samples spiked with varying
proportions of fragmented genomic DNA from H838 (cancer) and NA12878 (healthy) cells were
processed using both our optimized assay and the QIA kit. Results: The optimized method
achieved cfDNA yields comparable to the QIA kit in LUAD and healthy samples but exhibited
significantly higher extraction yields in simulated samples (39.91 ng vs. 31.17 ng, p < 0.05).
Digital PCR demonstrated superior enrichment of 136 bp and 400 bp cfDNA fragments, while
library preparation showed a 1-fold and 1.46-fold increase in pre-library yield and a 16.55% and
6.45% increase in mapped ratios for LUAD and healthy donors, respectively. These results
demonstrate that our method achieves superior cfDNA enrichment efficiency compared to QIA,
making it better suited for NGS-based workflows. Library complexity rose from 24.07% to
31.24% in LUAD samples and from 29.71% to 35.04% in healthy donors, with coverage depth of
target regions improving by 56.13% and 22.88%, respectively. This enabled the detection of
more CpG sites at equivalent sequencing depths. Simulated sample analysis confirmed that our
optimized method better preserved methylation accuracy, achieving higher consistency be-
tween extracted and unextracted DNA. Furthermore, the optimized method identified signif-
icantly more cancer-specific haplotypes across 1,517 LUAD markers, improving ctDNA
detection sensitivity, particularly in low tumor burden samples. Conclusions: Our automatable
magnetic bead-based cfDNA extraction method outperforms QIA in library quality, complexity,
and methylation accuracy while enabling enhanced ctDNA enrichment and biomarker de-
tection. This approach provides a robust and scalable solution for advancing liquid biopsy-
based cancer diagnostics. Research Sponsor: None.

Methylated
Handling Beta bias Unmethylated marker
time per Cost with unex- marker counts  counts
Technique Protocol Throughput run (min) ($) tracted DNA median median
QlAamp Vacuum- Manual 24 180~240 25 0.01319 382 526
(QIA)  column
Our Magnetic Automatic 24 30 1 0.00365 590 734

assay  bead
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Liquid biopsy-informed precision oncology clinical trial to evaluate the utility of
ctDNA genomic profiling in patients with advanced or metastatic solid tumors.

Amna Jamali, Jenna VanLiere Canzoniero, Maria Fatteh, Jaime Wehr, Michael R. Conroy, Timsy Wanchoo, Dana Petry, Ellen L. Verner, Amy Greer, Mark Sausen,
Christine L. Hann, Vincent K. Lam, Joseph Christopher Murray, Josephine Louella Feliciano, Kristen A. Marrone, Julie R. Brahmer, Christopher D. Gocke, Rena Xian,
Jessica Tao, Valsamo Anagnostou; Sidney Kimmel Comprehensive Cancer Center, Johns Hopkins School of Medicine, Baltimore, MD; Labcorp Oncology, Baltimore, MD;
The Bloomberg—Kimmel Institute for Cancer Inmunotherapy, The Sidney Kimmel Comprehensive Cancer Center, Johns Hopkins Medicine, Baltimore, MD; Department of
Pathology, Johns Hopkins School of Medicine, Baltimore, MD

Background: Genomic profiling through liquid biopsies (LB) has enabled precision oncology
decision making, however a key challenge lies in critically interpreting LB data to optimize
patient care. Methods: We report results from the first planned interim analysis of an obser-
vational biomarker trial, designed to evaluate the clinical utility of serial LB in patients with
advanced/metastatic solid tumors (NCT05585684). Primary endpoints were to determine
feasibility, prevalence of actionable alterations in LB and the fraction of patients with enacted
genotype-matched therapies. Secondary endpoints included progression-free (PFS) and over-
all survival (0S), time to subsequent therapy and concordance between LB and tumor next
generation sequencing (NGS). Exploratory endpoints included correlation of ctDNA dynamics
with survival. Serial LBs were obtained at baseline, 1-3 weeks on therapy and at progression
using a CAP/CLIA validated NGS panel (Labcorp, MD). Patient-matched white blood cell (WBC)
NGS was utilized to identify clonal hematopoiesis (CH)-derived variants. Actionability of
genomic alterations was assessed by an ensemble multi-resource programmatic approach;
results were reviewed at the Johns Hopkins Molecular Tumor Board (JH MTB). Results: Between
March 2023 and July 2024, 51 patients with NSCLC, SCLC and esophageal cancer were enrolled,
with 45 evaluable baseline and 12 progression LBs reviewed at JH MTB. Median turnaround time
from baseline and progression LB to MTB recommendation was 14 and 13 days respectively.
Patient-matched analyses of baseline WBC samples revealed 30.1% (n = 22) CH-derived
alterations. The frequency of actionable variants was 28.8% (n = 21) at baseline, 23.3% (n =
7) on therapy and 21.7% (n = 5) at progression. Of the 45 patients reviewed at baseline, 33
received a recommendation for genotype-matched therapies; 48.5% (n = 16) based on tumor
molecular profiling, 15.2% (n = 5) based on LB alone and 36.3% (n = 12) based on LB and tissue
NGS. Thirteen patients were treated according to MTB recommendations. Patients who were
treated with genotype-matched MTB recommended therapies had longer OS and PFS compared
to those who received alternate therapies (not reached-NR vs. 14.8 months, log-rank p = 0.028
and NR vs 6.2 months, log-rank p = 0.21 respectively). Among the 12 patients reviewed at
progression, 5 received an MTB recommendation for genotype-tailored therapies based on LB
alone (n = 3) or in combination with tissue NGS (n = 2). Early on-therapy ctDNA clearance was
associated with longer PFS and OS (log rank p = 0.02 and p = 0.06). Conclusions: Our findings
highlight the value of a multidisciplinary MTB when supported by comprehensive liquid biopsy
molecular information to inform therapy selection and improve patient outcomes. Clinical trial
information: NCT05585684. Research Sponsor: LabCorp; National Cancer Institute;
1U01CA274631-01A1; Oncology Center of Excellence, Food and Drug Administration (FDA);
U01FD0005042.


http://www.clinicaltrials.gov/ct2/show/NCT05585684

DEVELOPMENTAL THERAPEUTICS—MOLECULARLY TARGETED AGENTS AND TUMOR BIOLOGY

3053 Poster Session

Real-time clinical validation of a blood cell-free, mMRNA-based GeneVerify test for
screening and early diagnosis of prostate cancer.

Sudhir K. Rawal, Smreti Vasudevan, Samson Mani, Dharam P. Chauhan, Rajvir Dahiya; Rajiv Gandhi Cancer Institute and Research Centre, New Delhi, India; GeneVerify Inc,
Hayward, CA; University of California at San Francisco School of Medicine (UCSF), San Francisco, CA

Background: Prostate cancer screening methods, including prostate-specific antigen (PSA)
testing, radiological imaging, and pathological assessments, often fail to achieve reliable early
detection. Despite advancements, gene-based diagnostic tests tailored for early detection of
prostate cancer remain underdeveloped. To bridge this gap, we evaluated the clinical utility and
diagnostic accuracy of the plasma cell-free mRNA-based GeneVerify test. This cutting-edge
diagnostic approach aims to deliver faster and more precise results while avoiding the risks and
complications associated with surgical biopsies. Methods: Blood samples were prospectively
collected from patients suspected of prostate cancer who presented with urinary symptoms,
persistently elevated PSA levels (>4 ng/mL), and PIRADS 4-5 lesions. All patients were rec-
ommended for a transperineal biopsy. Plasma cell-free RNA was isolated and analyzed for 25
prostate cancer-specific genes using the GeneVerify real-time PCR kit (Hayward, USA). The
log2 fold change in gene expression for each gene was calculated, and a genetic risk score
(GeneVerify Dx) was assigned to each patient. The transperineal biopsy results served as the
reference standard. The diagnostic performance of the test in distinguishing between benign
and cancerous cases was assessed and ROC (receiver operating characteristic) curve was
plotted. Results: We tested a total of 45 subjects, comprising 35 suspected prostate cancer
cases and 10 healthy controls. The median age of the cases was 66 years (range: 45—85), while
the controls had a median age of 41.5 years (range: 39—47). The genetic risk score effectively
differentiated prostate cancer patients from benign cases. The Area Under the Curve (AUC) was
0.83 = 0.07 (P = 0.002; 95% CI: 0.70—0.96), demonstrating the test’s strong discriminatory
ability. Using a risk score cut-off value of 10, the test achieved a sensitivity of 72% and a
specificity of 90%. Additionally, patients with higher Gleason grades and those experiencing
chronic inflammation exhibited elevated gene expression levels and higher risk scores com-
pared to benign subjects. Conclusions: In summary, this prospective study is the first to
validate a blood cell-free RNA-based GeneVerify test for real-time screening and early de-
tection of prostate cancer. The test exhibits high precision in identifying early-stage prostate
cancer, with strong concordance to biopsy results. Research Sponsor: None.
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Molecular profiling of body fluid cfDNA: Advancing diagnostics and therapeutic
decisions.

Aditya V. Shreenivas, Massimo Cristofanilli, Sewanti Atul Limaye, Andrew M. Gaya, Tim Crook, Ramin Ajami, Kefah Mokbel, Dorthe Schaffrin-Nabe, Humaid Obaid Al-
Shamsi, Tanmoy Kumar Mandal, Shivam Shingla, Alvydas Cesas, Stefan Schuster, Dadasaheb Akolkar, Darshana Patil, Rajan Datar, Razelle Kurzrock; City of Hope National
Medical Center, Duarte, CA; Weill Cornell Medicine, New York, NY; Clinical and Translational Oncology Research, Sir HN Reliance Foundation Hospital and Research Centre,
Mumbai, India; Cromwell Hospital, London, United Kingdom; The Royal Free Hospital London UK, London, United Kingdom; London Breast Institute, London, United
Kingdom; Praxis Fiir Himatologie und Onkologie, Bochum, Germany; Burjeel Cancer Institute, Abu Dhabi, United Arab Emirates; AMRI Hospital, Kolkata, India; S.L. Raheja,
Mumbai, India; Klaipeda University Hospital, Lithuania, India; Datar Cancer Genetics Europe GmbH, Bayreuth, Germany; Datar Cancer Genetics Inc., Morrisville, NC; Datar
Cancer Genetics, Nashik, India; Medical College of Wisconsin and WIN Consortium, Milwaukee, WI

Background: Effusions in cancer patients pose several critical challenges for clinicians. In
known cancer patients, an effusion may signal recurrence, whereas in newly diagnosed,
seemingly localized cases, it indicates a more advanced stage. In many patients the effusion
may be secondary to complications of treatment or comorbidities, rather than malignant.
Diagnosing malignant involvement of body fluids remains a challenge due to the limitations of
conventional cytology. This study explores the potential of molecular profiling of body fluids to
identify actionable molecular alterations and its role in diagnosing malignant effusions.
Methods: We analyzed cfDNA from body fluids—ascitic fluid (N=26), cerebrospinal fluid
(N=7), pleural fluid (N=11), and pericardial fluid (N=1), collected from 45 patients with solid
tumors, including lung (N=12), breast (N=9), ovarian (N=9), pancreas (N=4), gastrointestinal
cancers (N=4), cervix (N=2), and one each of CNS, endometrial cancer, HCC, liposarcoma, and
melanoma. In a subset, results from fluid samples were compared with tissue and plasma
samples to assess concordance across different sample types. Results: Pathogenic alterations
were identified in 89% (40/45) of fluid samples. The most frequently mutated genes were TP53
(53%), EGFR (20%), KRAS (18%), PIK3CA (9%), CTNNB1 (7%), FGFR3 (7%), GNAS (7%), MYC
(7%), and ESR1 (4%). Simultaneous analysis of body fluid and tissue samples (n=11) revealed
that 7 patients (64%) had at least one concordant pathogenic alteration. Similarly, analysis of
body fluid and plasma samples (n=16) showed that 8 patients (50%) had at least one concordant
pathogenic alteration. Body fluid analysis identified acquired resistance alterations, such as
EGFR T790M and ALK C1156Y, which influenced therapy decisions. Among the alterations
detected exclusively in fluid samples were ERBB2 amplification and ESR1 D538G mutation in
two breast cancer patients. In evaluating molecular profiling against cytology for detecting
malignant effusions, 17 of 25 samples were positive by both methods, while 4 of 5 cytology-
negative samples were ctDNA-positive. Notably, 3 of 4 ctDNA-negative cases were cytology-
positive. These results emphasize the potential role of molecular profiling for diagnosis when
cytology is inconclusive. Conclusions: This study highlights the importance of body fluid ctDNA
profiling (ascites, pleural, pericardial, CSF) in identifying actionable mutations, including
unique druggable alterations not found tissue or liquid biopsies. The ability to detect ctDNA
in cytology-negative samples underscores the potential of body fluid ctDNA as a valuable
complement to fluid cytology for diagnosing malignant involvement. Research Sponsor: None.

ESCAT classification of pathogenic variants identified in body fluids from 45 patients.

Tier Level Incidence (%) Number of unique patients
1A 28.9% 13

1A 0% 0

1A 35.6% 16

1B 4.4% 2

IVA 55.6% 25

IVB 2.2% 1

X 22.2% 10
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Circulating tumor DNA and late recurrence in high-risk, hormone receptor-positive,
HER2-negative breast cancer: An updated analysis of the CHIRP study.

Tae-Kyung Robyn Yoo, Hillary Heiling, Katheryn Santos, Marla Lipsyc-Sharf, Elza De Bruin, Ashka Patel, Gregory John Kirkner, Melissa E. Hughes, Ann H. Partridge,
lan E. Krop, Karen Howarth, Eric P. Winer, Sara M. Tolaney, Nabihah Tayob, Nancy U. Lin, Heather Anne Parsons; Dana-Farber Cancer Institute, Boston, MA; University of
California, Los Angeles, Los Angeles, CA; AstraZeneca, Cambridge, United Kingdom; Dana-Farber Cancer Institute, Harvard Medical School, Boston, MA; Yale Cancer Center,
New Haven, CT; The Bradfield Centre, Cambridge Science Park, Cambridge, United Kingdom

Background: Risk of recurrence for patients (pts) with HR+/HER2- breast cancer persists for
decades. Most distant recurrences occur in the ‘late’ adjuvant setting, > 5 years (yrs) from
diagnosis. In CHiRP (ASCO 2022), we showed that minimal residual disease (MRD) was de-
tectable in the late adjuvant setting: ctDNA was detected in 8/83 (9.6%) pts in the cohort and 6/
8 (75%) pts with positive ctDNA (+ctDNA) had developed distant recurrence when initially
reported (median follow-up 2 years from first plasma sample collected on study). Here, we
report updated clinical outcomes and investigate the meaning of a ctDNA test result during
surveillance with longer follow-up. Methods: In CHiRP, pts with stage II-I1Il HR+/HER2- breast
cancer at high risk of recurrence diagnosed > 5 yrs prior with no evidence of recurrence were
prospectively identified. All pts provided informed consent for prospective plasma collection
every 6-12 months at routine follow-up visits for batched, retrospective ctDNA testing using
RaDaR, a tumor-informed whole exome sequencing-based assay. Pts were followed at the
discretion of the clinical provider without any routine surveillance imaging, as per guideline-
concordant care. See CHiRP ASCO 2022 presentation for additional methods. Results: Of 83 pts
in the analytic cohort, 57 (68.7%) pts had stage III disease, and most (n = 75, 90.4%) underwent
(neo)adjuvant chemotherapy. All pts received endocrine therapy. In this update, median
follow-up from first sample collection was 4.4 yrs (interquartile range 4.0, 4.9). 214 plasma
samples were collected prior to any known recurrences and included in this analysis. 8/83
(9.6%) pts had +ctDNA at any timepoint including 4/83 (4.8%) with +ctDNA on first study
plasma sample. In pts initially ctDNA-negative (-ctDNA; n = 4), median time from first sample
collection to MRD detection was 1.29 yrs (range, 0.72 — 3.05). During follow-up, 8 (9.6%) pts
developed distant recurrence and 1 (1.2%) pt had a local recurrence. With additional follow-up
included in this update, all 8/8(100%) pts with +ctDNA developed distant recurrence with a
median lead time of 1.39 years (range 0.01 — 4.24). Among -ctDNA plasma samples with > 2 yrs
of follow-up (n = 185), the negative predictive value (NPV) of a -ctDNA test for lack of clinical
recurrence for > 2 yrs post-test was 98.4% (3/185). The NPV indicating freedom from
recurrence > 1 and > 3 yrs was 100% (0/196) and 96.6% (5/147), respectively. Conclusions:
In pts with high-risk HR+/HER2- breast cancer in the late adjuvant setting, all pts with +ctDNA
developed distant metastasis. A -ctDNA test was strongly associated with lack of recurrence
over a 3 yr follow-up period. Future studies are needed to determine if ctDNA-guided in-
tervention can impact clinical outcomes for early-stage breast cancer and to determine the
optimal role of MRD surveillance during follow-up. Research Sponsor: None.
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A plasma proteomics-based model for predicting response to neoadjuvant che-
motherapy in ovarian cancer.

Coren Lahav, Stav Sapoznik, Michal Harel, Yehonatan Elon, Keren Levanon; Oncohost Ltd, Binyamina, Israel; Sheba Cancer Research Center, Sheba Medical Center, Ramat
Gan, Israel; The Jusidman Cancer Center, Sheba Medical Center, Ramat Gan, Israel

Background: Neoadjuvant chemotherapy (NACT) is a standard treatment option for advanced
high-grade serious ovarian cancer (HGSOC). Following interval debulking surgery, patholo-
gists assess tumor response to initial chemotherapy using a standardized chemotherapy re-
sponse score (CRS) corresponding with patient survival. We sought to determine the feasibility
of developing a proteomic-based biomarker to predict response to NACT based on pre-
treatment plasma samples. Methods: Pre-treatment samples were collected from 71 HGSOC
patients receiving platinum-taxane combination NACT. Deep plasma proteomic profiling was
performed using SomaLogic’s 7K aptamer-based technology. Based on the proteomic
profiles, a computational model was developed to predict CRS, focusing on differentiating
between poor CRS (CRS1) versus partial or near-complete CRS (CRS2/3). The model counted the
number of response-associated proteins per patient. Patient scores were derived by resampling
into training and test sets, averaging test set results. Patients were stratified into groups (i.e.,
’Chemo-responsive’ or ’Chemo-resistant’) based on median score. Bioinformatic analysis of
the HGSOC-specific proteomic biomarkers was performed to gain insight into the potential
mechanisms driving NACT therapeutic benefit and resistance. Results: Our proteomics-based
predictive model differentiated between patients with CRS1 versus CRS2/3 (ROC AUC = 0.67,p =
0.008). CRS association with disease-free survival (DFS) and overall survival (OS) in this cohort
was consistent with a previous meta-analysis, though not reaching statistical significance
(CRS3 versus CRS1/2, HR = 0.62, 95% CI: 0.27-1.42, p = 0.25 for DFS; HR = 0.67, 95% CI: 0.21-
2.09, p = 0.48 for OS). Hazard ratios for patient classification as ‘Chemo-responsive’ versus
‘Chemo-resistant’ trended in the same direction (HR = 0.70, 95% CI: 0.37-1.30, p = 0.25 for DFS;
HR =0.65, 95% CI: 0.25-1.72, p =0.39 for OS). The predictive model incorporated 62 proteins. Of
these, 27 were elevated in the plasma of patients with poor CRS compared to those with partial
or near-complete CRS. These proteins were notably enriched in pathways related to cell death
resistance. Moreover, several of these elevated proteins have previously been linked to HGSOC,
particularly in the context of chemotherapy resistance. Conversely, patients with partial or
near-complete CRS showed significant enrichment of proteins associated with genome in-
stability and mutation. Conclusions: This study demonstrates the feasibility of CRS prediction
using plasma proteomics at baseline, potentially complementing existing imaging approaches.
While current treatment options limit immediate clinical utility, these findings provide novel
insights into biological determinants of chemotherapy response and may become predictive
biomarkers for novel treatment protocols. Research Sponsor: OncoHost; Israel Science Foun-
dation (ISF); 2972/21; Israel Cancer Research Fund (ICRF); 21-302-MI.
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NeoCircle: Investigating circulating tumor DNA dynamics as a predictor of survival
in primary breast cancer.

Anthony M George, Yilun Chen, Sergii Gladchuk, Miguel Alcaide Torres, Hina Dalal, Pei Meng, Christian Brueffer, Hani Saghir, Siker Kimbung, Lucia Oton, Ida Skarping,
Daniel Fornvik, Gabriella Honeth, Karen Howarth, Ake Borg, Anna Ehinger, Martin Malmberg, Lisa Rydén, Niklas Loman, Lao H. Saal; Lund University, Lund, Sweden; SAGA
Dx, Morrisville, NC; SAGA Diagnostics, Morrisville, NC; Skane University Hospital, Helsingborg, Sweden

Background: Persistent circulating tumor DNA (ctDNA) detection during neoadjuvant treat-
ment (NAT) of early-breast cancer (EBC) indicates high-risk disease. Following surgical re-
section, ctDNA-positivity indicates molecular residual disease (MRD) and heralds occult
metastatic disease relapse. To incorporate ctDNA into EBC management, scalable and widely
accessible diagnostic methods are necessary. Here we apply an ultrasensitive, personalized
tumor-informed approach to ctDNA analysis leveraging structural variant (SV) detection
using a novel multiplex digital PCR (dPCR) technology. Methods: 116 patients with stage I-
II1 EBC (31.0% TNBC, 43.1% HR+/HER2- and 24.1% HER2+) and eligible for NAT were recruited
through the prospective SCAN-B study (NCT02306096, substudy NeoCircle) between Decem-
ber 2014 and March 2019 and have been analyzed for ctDNA. Whole genome sequencing was
performed on tumor material and personalized multiplex dPCR assays tracking up to 16 SVs
were used for ctDNA monitoring. Plasma samples were collected at baseline, during NAT, pre-
and post-surgery and at 6-monthly intervals during follow up. Results: High baseline detection
was observed across all stages and subtypes (90.5% overall), and ctDNA-positivity at end-of-
NAT (end-NAT) was a significant predictor of eventual disease relapse and death (relapse-free
interval, RFI, hazard ratio, HR, 3.7, 95% CI 1.4-9.7; overall survival HR 7.7, 95% CI 2.2-26.6). A
significant association was observed between end-NAT ctDNA clearance and pathological
complete response (pCR), whereas non-pCR by itself was not a significant predictor of relapse
or death in this cohort. At one or more post-operative timepoints, MRD+ was detected in 10
patients who experienced distant recurrence, with lead times up to 4 years (median 13.9 months,
range 1.8-47.7 months). Similarly, ctDNA was detected in 3 of 4 patients with local recurrences
and 1 of 2 patients with CNS-only recurrences. For 2 patients without presentation of clinical
recurrence to date, ctDNA was detected post-operatively, with subsequent clearance during
follow-up. Post-operative MRD associated with poor RFI (HR 45.5, 95% CI 13.0-159.8) and OS
(HR 15.3, 95% CI 4.5-52.9). Conclusions: In this analysis of 116 patients from a prospective
study in patients with EBC receiving NAT, we monitored ctDNA using an ultrasensitive tumor-
informed dPCR assay tracking patient-specific SVs. ctDNA detection post-NAT and prior to
surgery was associated with high-risk of disease relapse and death, outperforming pCR.
Moreover, post-operative ctDNA detection was also significantly associated with disease re-
lapse and death, with long lead-times over standard-of-care clinical assessments. These
findings further validate the feasibility of SVs as an MRD analyte and support the clinical
use of this approach in EBC. Research Sponsor: None.
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Monitoring populations of tumor-macrophage fusion cells in blood prognosticates
PFS and OS in pan-metastatic cancers over 2 years.
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Background: Tumor associated macrophages are known to fuse with cancer cells in the blood
through a dysfunctional CD47 phagocytic immune pathway resulting in the formation of
tumor- macrophage fusion cells (TMFCs) which are observed as heterokaryon (incomplete
fusion), synkaryon (full fusion) or hetero-to-synkaryon transition (partial fusion). Previous
studies in lung and breast cancer demonstrated that subtypes of TMFCs in blood may correlate
with highly aggressive disease unlikely to respond to certain systemic therapies (i.e. chemo-
therapy). We initiated a prospective study to evaluate the blood of n = 100 metastatic pan-
cancer patients (pts) receiving systemic therapy for the presence of full, partial, and incomplete
TMFCs to compare their progression-free survival (PFS) and overall survival (0S). Methods: We
conducted a prospective pilot study of n = 100 pathologically confirmed metastatic cancer pts
with breast (n = 23), prostate (n = 21), pancreas (n = 17), colon (n = 19), or lung (20) with active
progressive disease, prior to the induction of new systemic therapies, i.e. chemotherapy (n =
39), PD-L1 immunotherapy (n = 27), hormone therapy (n = 20), or targeted therapy (n = 23).
TMFCs were isolated from 7.5ml peripheral blood using CellSieve microfiltration and identified
by their enlarged multinucleated structure (> 30 um), which was categorized into 3 distinct
subtypes: full fusion marked by a single multinucleated nuclei, partial fusion marked by 2
contacting nuclei, incomplete fusion marked by 2 distinct non-contacting nuclei. TMFC sub-
types were compared to pts’ PFS and OS by cox proportional univariate and multivariate
analysis over 24 months. Results: We identified TMFCs in 78% of all pts (n = 78/100), averaging
10 per pt. 37% of pts were found to have more than one TMFC subtype in their sample, with 70
pts having full fusion, 23 partial fusion, and 28 incomplete fusion. At 24 months, pts with
incomplete fusion TMFCs had significantly worse PFS (HR, 2.9; 95% CI, 1.5 to 5.7; P = 0.0023)
and OS (HR, 2.5; 95% CI, 1.2 to 5.3; P = 0.0202). Interestingly, pts with incomplete fusion and
treated with systemic targeted therapy (n = 7) were found to have significantly improved PFS
(HR, 4.8;95% CI, 1.8 t013.0; p = 0.0052), but not OS (HR, 3.0; 95% CI, 1.0-9.2; p = 0.0999) versus
other therapy types. There was no significant PFS differences in pts without incomplete fusion
TMEFCs being treated with targeted therapies. Conclusions: In a pan metastatic cancer setting,
we found that incomplete fusion in circulating TMFCs associates with poorer outcomes at
2/ months. Further, it appears that pts with incomplete TMFCs may have had better outcomes
when treated with targeted therapies compared to other therapy types. These preliminary
findings suggest the need for larger scale prospective studies to further evaluate relationships
between TMFCs and therapeutic responses in specific disease populations. Research Sponsor:
Creatv MicroTech.
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Whole-genome bisulfite sequencing of cell-free DNA to investigate molecular
contributors to racial survival differences in advanced-stage triple-negative breast
cancer.

Chun Wang, Steven Anthony Manobianco Jr., Maria Hafez, Mouadh Barbirou, Grace Qiu, Ashley Wetzel, David Baek, Hushan Yang, Maysa M. Abu-Khalaf; Thomas Jefferson
University - Department of Medical Oncology, Philadelphia, PA; Thomas Jefferson University Hospital, Philadelphia, PA; Sidney Kimmel Comprehensive Cancer Center,
Thomas Jefferson University, Phlladelphia, PA; Department of Medical Oncology, Thomas Jefferson University, Philadelphia, PA; Sidney Kimmel Cancer Center, Thomas
Jefferson University, Philadelphia, PA

Background: Black women are twice as likely to be diagnosed with triple-negative breast cancer
(TNBC), a highly aggressive and difficult-to-treat subtype with poor survival outcomes. While
well-defined factors such as socioeconomic status have been recognized, the impact of
genomic and molecular factors on the racial disparity in TNBC survival remains understudied.
Liquid biopsy, a non-invasive and real-time method for studying the molecular landscape of
tumors, has yet to be explored in the context of racial survival disparities in TNBC. Methods:
Ten Black TNBC patients were matched with ten White TNBC patients based on age, family
history, tumor stage, grade, and inflammatory breast cancer (IBC) status. Baseline blood
samples were collected prior to the initiation of a new therapy. Cell-free DNA (cfDNA) was
extracted from plasma, bisulfite-converted, and analyzed through whole-genome bisulfite
sequencing (WGBS). After quality control, ichorCNA was used to identify copy number alter-
ations (CNAs), and MethylKit was applied for methylome analysis. Associations between CNAs,
differentially methylated regions (DMRs), and progression-free survival (PFS) were evaluated
and compared between Black and White patients. Results: The Black-White pairs were well-
matched across key clinical variables, including age (P = 0.99), family history (P = 1.00), tumor
stage (P = 1.00), grade (P = 1.00), and IBC status (P = 0.37). Black TNBC patients had poorer PFS
compared to their White counterparts. Significant CNAs were identified on chromosome 1 (chri:
20400000-23900000__p36.12 and chr1:7200000-9200000__p36.23), regions associated with
known breast cancer prognosis genes such as EPHB2 and E2F2. Thirteen DMRs were found to be
significantly associated with the racial differences in PFS, with key genes such as CDH13 and
TMEM132C identified in these regions. Notably, the methylation status of the CDH13 promoter
has previously been associated with breast cancer risk. The predictive power for PFS was
significantly enhanced in a model combining these 13 DMRs with race (Concordance Index [C-
index] = 0.96), compared to a model using race alone (C-index = 0.75). Conclusions: In this pilot
study utilizing WGBS of cfDNA, we identified significant CNAs and DMRs associated with the
racial disparity in survival outcomes among advanced-stage TNBC patients. These findings
provide insight into the genomic and molecular contributors to this disparity and highlight the
potential of liquid biopsy for future studies. Larger studies are needed to validate these results
and further investigate the underlying mechanisms. Research Sponsor: National Cancer In-
stitute/U.S. National Institutes of Health; R01CA207468; Sidney Kimmel Comprehensive Cancer
Center.
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Beyond tumor-shed markers: Al driven tumor-educated polymorphonuclear gran-
ulocytes monitoring for multi-cancer early detection.

Rajan Datar, Massimo Cristofanilli, Darshana Patil, Vineet Datta, Ashwini Ghaisas, Anantbhushan Ranade, Amit Dilip Bhatt, Atreyee Saha, Ashok K. Vaid, Shoeb Patel,
Pradyumna Shejwalkar, Felix Melchior, Stefan Schuster, Sewanti Atul Limaye; Datar Cancer Genetics, Nashik, India; Weill Cornell Medicine, New York, NY; Datar Genetics
Limited, Nashik, India; Avinash Cancer Clinic, Pune, India; Datar Cancer Genetics UK, Guildford, United Kingdom; Medanta, The Medicity, Gurugram, India; Datar Cancer
Genetics Limited, Nashik, India; Datar Cancer Genetics Europe GmbH, Eckersdorf, Germany; Datar Cancer Genetics Europe GmbH, Bayreuth, Germany; Clinical and
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Background: Tumor educated Polymorphonuclear Granulocytes (tPMNG) are a distinct phe-
notypic set of Neutrophils (N2) with corrupted programmed death pathways resulting in
apoptosis resistance. The presence of tPMNGs in the peripheral blood indicates up-
regulation of pro-tumoral factors and resistance to apoptotic signals. Our platform leverages
this unique anti-apoptotic characteristic of tPMNGs through a proprietary culture process and
AI-based digital imaging analysis to detect cancer in its early stages. This approach represents a
paradigm shift from detecting rare tumor-shed analytes such as ctDNA and CTCs to monitoring
relatively abundant tPMNGs, whose numbers typically exceed conventional analytes by 3-4
orders of magnitude. We studied detection of tPMNGs in a case-control study to evaluate their
suitability for a multi-cancer early detection test (MCED). Methods: We collected 10 ml of
peripheral blood in EDTA tubes from 892 asymptomatic healthy volunteers above 18 years of
age [463, 52% male; 429, 48% females with mean age of 48 (20 to 89) years], 24 individuals
diagnosed with non-malignant conditions including prostatitis, polycystic ovarian disease and
acute pancreatitis, and 90 individuals recently diagnosed with surgically resectable early stage
cancers (Stage 1/ 2) comprising Head and Neck (N=32, 36%), Breast (N=20, 22%), Colorectal
(N=14, 16%), others (N=24, 27%). Nucleated cells were isolated from the samples after RBC
lysis and centrifugation. These cells were seeded in six well culture plates and subjected to
controlled apoptotic stress under serum-free, hypoxic conditions with specific growth factor
supplementation for 5 days. Surviving cells were set on imaging slides and stained with H&E.
60X images were obtained and analyzed using a convolutional neural network (CNN) based Al
algorithm to detect tPMNGs per ml. Results: The mPMNG detection method demonstrated 84 %
sensitivity (95% CI: 84.44%) across multiple cancer types. The platform demonstrated 97%
specificity (95% CI: 97.40%) among healthy asymptomatic cohort. In samples from individuals
from individuals with non-malignant conditions, specificity was 96% (95% CI: 95.83%).
Conclusions: This first-in-class immune cell-based MCED approach offers several advantages
over tumor-shed analyte detection: 1. Leverages amplified host response rather than rare
tumor products. 2. Provides robust detection across cancer types and stages. 3. Utilizes existing
laboratory infrastructure and a scalable protocol. 4. Demonstrates potential for screening,
diagnosis, and monitoring applications. The high sensitivity and specificity, combined with
practical advantages, suggest potential for clinical implementation in cancer screening and
monitoring programs either using tPMNG alone or in conjunction with CTCs / cfDNA evalu-
ation. Research Sponsor: None.
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Next-generation U-Net Encoder: Decoder for accurate, automated CTC detection
from images of peripheral blood nucleated cells stained with EPCAM and DAPI.

Tim Crook, Massimo Cristofanilli, Sewanti Atul Limaye, Ashok K. Vaid, Anantbhushan Ranade, Amit Dilip Bhatt, Kefah Mokbel, Vineet Datta, Ashwini Ghaisas, Atreyee Saha,
Rohit Chougule, Snehal Golar, David Reismann, Darshana Patil, Rajan Datar; Cromwell Hospital, London, United Kingdom; Weill Cornell Medicine, New York, NY; Clinical and
Translational Oncology Research, Sir HN Reliance Foundation Hospital and Research Centre, Mumbai, India; Medanta, The Medicity, Gurugram, India; Avinash Cancer
Clinic, Pune, India; London Breast Institute, London, United Kingdom; Datar Genetics Limited, Nashik, India; Datar Cancer Genetics, Nashik, India; Datar Cancer Genetics UK,
Guildford, United Kingdom; Datar Cancer Genetics Limited, Nashik, India; Datar Cancer Genetics Europe GmbH, Eckersdorf, Germany

Background: Direct circulating tumor cell (CTC) detection is a promising biomarker for early
cancer detection and monitoring. Traditional fluorescence microscopy and Al-driven methods
have limitations such as subjectivity and labor-intensiveness. We developed a deep-learning
pipeline using a U-Net—type encoder—decoder architecture for precise pixel-level CTC dis-
crimination in peripheral blood nucleated cells (PBNCs). This method preserves morphological
and fluorescence details, overcoming convolutional neural network (CNN) limitations by
maintaining fine features through skip connections for better discrimination. We present
specificity and sensitivity data from a case-control study. Methods: We collected 5 ml of
peripheral blood in EDTA tubes from 1383 asymptomatic healthy volunteers (744, 54% male;
639, 46% females with mean age of 49 [(20 to 93) yrs], 38 individuals diagnosed with non-
malignant conditions including prostatitis, PCOD and acute pancreatitis, and 143 individuals
recently diagnosed with surgically resectable early stage cancers (Stage 1/ 2) - Head and Neck
(N=50, 35%), Breast (N=31, 22%), Colorectal (N=17, 12%), Pancreas (N=8, 6%), Prostate (N=8,
6%), Lung (N=5, 3%), Ovary (N=5, 3%) others (N=19, 13%). Nucleated cells were isolated from
the samples after RBC lysis and centrifugation and stained with EPCAM and DAPI and set on
imaging slides. 60X images were obtained and processed by Al utilizing U-Net—Based
Encoder—Decoder Architecture and context discrimination to detect CTCs. The customized
U-Net pipeline encodes spatial information through successive convolutional and pooling
layers, generating a highly compressed representation of cells in the bottleneck. By employing
transposed convolutions in the decoder stage—and incorporating skip connections from the
encoder layers—the AI model reconstructs a pixel-wise segmentation mask to identify po-
tential CTCs with cell diameter >10 microns. This approach aims to surpass existing methods
that rely on bounding-box—based detection by offering enhanced sensitivity and specificity
through end-to-end learned feature extraction. Ground truth annotations were established via
expert cytopathology review, and training procedures involved cross-validation to ensure
generalizable performance. Results: Analysis of total 1564 samples showed that our U-Net—
based model achieved a sensitivity of 89% (95% CI: 88.81) and specificity of 97% (95% CI:
97.98) for detecting CTCs. Performance remained consistent across solid tumors, highlighting
the flexibility and adaptability of the architecture in various fluorescence staining conditions.
Conclusions: Our U-Net pipeline uses pixel-level segmentation and skip connections to
enhance CTC detection accuracy. Integrating fluorescence and morphology, it can streamline
cancer screening and disease monitoring. Research Sponsor: None.
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Clinical outcomes of a prospective multicenter study evaluating a combined cir-
culating tumor DNA (ctDNA) and RNA (ctRNA) liquid biopsy assay in metastatic
non-small cell lung cancer (NSCLC).

Richa Dawar, Jennifer Fu Carney, James Michael Orsini Jr., Katherine Ann Scilla, Gilberto Lopes, Min-Han Tan, Yew Oo Tan, Tan Min Chin, Chee Keong Toh, Boon Cher Goh,
Jens Samol; University of Miami Sylvester Comprehensive Cancer Center, Miami, FL; Kaiser Permanente, Honolulu, HI; New Jersey Cancer Care, Newark, NJ; University of
Maryland Greenebaum Comprehensive Cancer Center, Baltimore, MD; Sylvester Comprehensive Cancer Center, University of Miami Miller School of Medicine, Miami, FL;
Lucence Diagnostics Pte Ltd, Palo Alto, CA; Icon Cancer Centre Farrer Park, Singapore, Singapore; National University Hospital, Singapore, Singapore; Curie Oncology,
Singapore, Singapore; Department of Haematology-Oncology, National University Cancer Institute, Singapore, Singapore; Department of Medical Oncology, Tan Tock Seng
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Background: Genomic profiling of metastatic NSCLC to inform targeted therapy selection is
endorsed by numerous guidelines. While tissue biopsy is the mainstay of molecular profiling,
liquid biopsy offers a practical real-world approach to non-invasively identify guideline-
recommended biomarkers. LIQUIK was a prospective, multicenter, observational cohort study
to evaluate the performance of a combined ctDNA and ctRNA liquid biopsy assay, LiquidHALL-
MARK (LHM ctDNA and ctRNA) in comparison to the ctDNA-only liquid biopsy Guardant360
(G360 ctDNA) and tissue next-generation sequencing (NGS) for biomarker detection in met-
astatic NSCLC. Diagnostic performance of the primary cohort has been previously presented.
Here, we report clinical outcomes after 1-year follow-up of the cohort. Methods: LIQUIK
(NCT04703153) enrolled 151 non-squamous NSCLC patients across the USA and Singapore
from Apr 2021to Dec 2022. Enrolled patients were genotyped using tissue NGS, LHM ctDNA and
ctRNA, and G360 ctDNA for 9 biomarkers (EGFR, ALK, RET, ROS1, BRAF, KRAS, MET, ERBB2,
NTRK1/2/3). Patients were treated according to their physician’s choice of first-line therapy
following biomarker testing. Tumor assessments were performed at baseline and within
6 months (mo) of treatment initiation. Overall response rate (ORR), progression-free survival
(PFS), and the clinical utility of ctRNA were investigated. Results: Among the 151 patients, 129
were subsequently treated in the first-line setting (49.6% on targeted therapy, 41.1% on
chemotherapy, and 30.2% on immunotherapy), with 27 on combination therapy. Of the 64
patients on targeted therapy, 47 had matched biomarker findings from tissue NGS, 47 from
LHM ctDNA and ctRNA, and 43 from G360 ctDNA. ORRs of patients on targeted therapy and
chemo/immunotherapy were 40.4% and 16.1% respectively. Among patients treated with
targeted therapy, ORR was similar between patients with biomarker-matched findings from
tissue NGS (45.2%), LHM ctDNA and ctRNA (40.5%), and G360 ctDNA (36.8%). PFS of patients
on targeted therapy (median 23.6 mo) was significantly longer than those not on targeted
therapy (median 3.8 mo; HR = 0.26; p < 0.001). Median PFS was similar between patients with
biomarker-matched findings from tissue NGS (23.6 mo), LHM ctDNA and ctRNA (18.6 mo), and
G360 ctRNA (20.1 mo). Overall, incorporation of ctRNA into LHM identified 2 additional
biomarker-positive patients. Both ctRNA-exclusive biomarkers were confirmed by tissue
NGS, and both patients were treated with biomarker-matched targeted therapy. While one
patient was lost to follow-up, the second patient had a partial response to treatment.
Conclusions: Treatment outcomes based on liquid and tissue biopsies are comparable. The
inclusion of ctRNA in liquid biopsy increases its diagnostic yield of actionable biomarkers.
Clinical trial information: NCT04703153. Research Sponsor: None.


http://www.clinicaltrials.gov/ct2/show/NCT04703153
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Microbial metabolic pathways to abrogate immunotherapy toxicity and promote
anti-tumor response in metastatic renal cell cancer.
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Background: Metastatic RCC has a poor prognosis. Despite improvement in treatment out-
comes with ICB and targeted therapy, many patients fail to respond to first line therapy and
immune mediated adverse events(irAE) remains a major challenge, often leading to treatment
discontinuation. Therefore, mitigating irAE without compromising antitumor immunity is a
critical unmet need. Tryptophan microbial metabolic pathway is known to play a major role in
immune homeostasis through its action on Aryl hydrocarbon receptor (AhR) balancing immune
suppresser with immune effector responses. We hypothesize that microbial metabolism of
tryptophan to indole metabolites may play a role in ICB resistance as well in irAE, identification
of which may help us predict patients most likely to respond, without life threatening toxicity.
Methods: We prospectively collected paired stool and blood samples of treatment naive
metastatic RCC patients, treated with ICB +/- Tyrosine kinase inhibitors (TKI) at treatment
initiation and at time of first response assessment (12+/-3 weeks). We evaluated stool meta-
genomics and untargeted stool and plasma metabolomics among responders (R) and non-
responders (NR). We focused on kynurenine/tryptophan and indoles/tryptophan ratio to
evaluate differential host and microbial metabolism of tryptophan. A responder was classified
as progression free survival (PFS) greater than 6 months while patients with grade 3 or higher
irAE was classified as serious IrAE. Results: Among 120 patients accrued, 49 were treated with
combination ICB, while 71 patients were treated with ICB + TKI. Median follow up was
27 months. 28 patients (23%) had a Grade 3 or higher irAE. 3 patients died from complications
attributable to irAE. The median duration to development of any irAE was 3.5 months. Using
negative binomial regression model evaluating baseline relative abundance of microbial tryp-
tophan metabolites that were associated both with response as well as serious irAE, we noted
significant higher abundance of Indole acetic acid (IAA), indole acetonitrile(ACN), indole acetyl
phenylalanine (IAAP)and IAA/kynurenine (Kyn) and lower abundance of tryptophol, indole 3
pyruvic (IPA), (coefficient of 6.4, 1.8, 7.15, 4.6, 0.04, 0.46, with adj p value < 0.05 ) with serious
irAE as well as ICB resistance (Coefficient-5.42, 1.83, 6.15, 4.05, 0.03, 0.4, p < 0.05).
Conclusions: This is one of the first studies evaluating microbial metabolic pathways that
may play a role in predicting patients who are more likely to respond with lower likelihood of
serious irAE in RCC, thus helping to identify strategies to decouple tumor immunity from
autoimmunity to improve ICB outcomes. Further the results can be extrapolated to many other
solid tumor treated with immunotherapy, as tryptophan metabolism plays a immune homeo-
static role across cancers. Research Sponsor: Conquer Cancer foundation-ASCO YIA.
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Tumor-educated platelets as a source of potential biomarkers for colorectal cancer.
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Background: Colorectal cancer (CRC) is the third most common cancer and the second leading
cause of cancer-related death worldwide. Current diagnostic methods rely on invasive pro-
cedures and serum markers with limited sensitivity, highlighting the need for novel, minimally
invasive biomarkers. Tumor-educated platelets (TEPs) have emerged as a promising source, as
malignant cells reprogram platelets through molecular alterations. This study aimed to identify
differentially expressed genes in TEPs from patients with CRC that could serve as potential
diagnostic biomarkers. Methods: We downloaded gene expression data from platelets from the
Gene Expression Omnibus (GEO; GSE183635), tissue gene expression data from TCGA-COAD
and TCGA-READ, and vesicle data from Vesiclepedia. The data were preprocessed to remove
low-quality reads, and high-quality reads were aligned to the human reference genome
GRCh38.p13. We performed differential expression analysis through DESeq2 (|
log2FoldChange| > 1, adjusted p-value < 0.05). Gene ontology (GO) enrichment analysis (p-
value < 0.05) was conducted, and shared genes between TEPs, tumor tissues, and vesicles were
identified. ROC curves (AUC > 0.75) assessed diagnostic potential. Results: A total of 3,211
differentially expressed genes were identified in TEPs, with 55 upregulated and 3,156 down-
regulated. Six genes (TLN1, IGF2, IFITM3, DKK1, MYL9, TNNC2) were consistently upregulated in
TEPs, tumor tissues, and observed in microvesicles. These genes exhibited AUC values ranging
from 0.76 to 0.83, indicating high sensitivity for distinguishing CRC patients from healthy
controls. Conclusions: Our study identified six DEGs in TEPs with elevated expression in CRC
tissue, highlighting their potential as minimally invasive biomarkers for CRC diagnosis. These
findings pave the way for developing more precise diagnostic tools to improve early detection
and patient outcomes. Research Sponsor: Conselho Nacional de Desenvolvimento Cientifico e
Tecnoldgico.

Potential biomarker genes in TEPs for CRC, ranked by Log2FC.

Gene Log2FoldChange P-adjusted AUC
DKK1 2.011554 1,50x107° 0.78
IGF2 1.5006689 3,56x107° 0.81
IFITM3 1.102034 3,01x107° 0.81
TLNT 1.098185 1,24x107° 0.83
MYL9 1.060944 1,91x107'5 0.77
TNNC2 1.023068 7,22x10°8 0.76

AUC: Area Under the Curve.
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Molecular landscape and therapeutic vulnerability of RRAS- and RRAS2-mutant
solid tumors.
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Background: The RRAS subfamily of small GTPases shares considerable sequence homology
with the canonical RAS oncoproteins KRAS, NRAS, and HRAS. Mutations in RRAS and RRAS2 that
are homologous to KRAS hotspot mutations promote transformation in vitro. Most diagnostic
sequencing panels do not profile the RRAS subfamily, and therefore, the prevalence and clinical
relevance of these mutations and their treatment have not been fully established. Methods:
Based on a clinical targeted DNA sequencing assay (MSK-IMPACT), an institutional cohort of
51,040 solid tumor cases prospectively sequenced between 2016-2024 was analyzed to identify
RRAS/RRAS2 mutations. Lung cancers were excluded and analyzed in a separate study. Hotspot
mutations in RRAS/RRAS2 were determined based on homology to KRAS hotspot mutations
and/or previous literature demonstrating potential oncogenicity (hotspot RRAS: G38, G39 and
Q87; hotspot RRAS2: G23, G24, A70T, Q72 and in-frame insertions in G23/G24). The sensitivity
of cells harboring RRAS and RRAS2-mutations to the clinically active pan-RAS inhibitor
RMC6236 was examined in vitro and in vivo. Western blotting was utilized to determine changes
in protein expression and activation. Results: Among the 51,040 cases analyzed, hotspot RRAS
and RRAS2 mutations were detected in 6 (0.01%) and 270 (0.5%) patients, respectively. Hotspot
RRAS mutations were seen in various cancer types, and most had other mitogenic drivers (4/6).
Amongst tumors with hotspot RRAS2 mutations, the most common cancer types included
endometrial (n =172), ovarian (n = 27), and germ cell tumors (n = 26); these variants were seen
in 5%, 0.9%, and 5% of these respective patient populations. Most endometrial, ovarian, and
germ cell tumors lacked other K/H/NRAS mutations (83%, 89%, 85%, respectively). Other
tumor types with hotspot RRAS2 mutations included esophagogastric cancers (n = 9), chol-
angiocarcinomas (n = 5), and breast cancers (n = 5, 2 of which were triple negative). Treatment
with RMC-6236 reduced ERK and P90 RSK phosphorylation in CAL-51 (human triple-negative
breast cancer line) and A2780 cells (human ovarian carcinoma cell line), both harboring the
RRAS2%2E mutation. Treatment of mice bearing CAL-51 xenograft tumors with RMC-6236 (50
mg/kg, once daily) significantly reduced tumor growth. Growth of cells harboring RRAS and
RRAS2 mutations was also blocked by MEK1/2 and ERK1/2 inhibitors. Conclusions: Hotspot
RRAS2 mutations are rare but recurrently found in endometrial, ovarian, and germ cell tumors.
These mutations are predominantly mutually exclusive with other canonical RAS mutations,
although co-mutations with RAS do occur in a subset. RRAS2¥?“-mutant cancer cells are
sensitive to inhibition of the MAPK pathway including pan-RAS inhibition both in vitro and in
vivo. These preliminary findings may inform future therapeutic strategies for patients with
RRAS2-mutated solid tumors. Research Sponsor: Memorial Sloan Kettering Cancer Center
Department of Pathology and Lab Medicine.
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Larotrectinib resistance in TRK fusion cancers: Analysis of a tumor-agnostic, global
clinical trial dataset.
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Holistic Integrative Management of Gastrointestinal Cancers, Beijing Key Laboratory of Carcinogenesis and Translational Research, Department of Early Drug Development
Centre, Peking University Cancer Hospital & Institute, Beijing, China; Bayer HealthCare Pharmaceuticals, Inc., Basel, Switzerland; Bayer S.p.A., Milan, Italy; Bayer
HealthCare Pharmaceuticals, Whippany, NJ; Bayer HealthCare Pharmaceuticals, Mississauga, ON, Canada; Chrestos GmbH, Essen, Germany; Hopp Children’s Cancer
Center Heidelberg (KiTZ), Heidelberg University Hospital and German Cancer Research Center (DKFZ), Heidelberg, Germany; Children's Hospital of Philadelphia, University
of Pennsylvania, Philadelphia, PA

Background: Larotrectinib (laro) is the first-in-class, highly selective, TRK inhibitor approved
for tumor- and age-agnostic use in TRK fusion cancers. This is the seminal report of primary
and secondary laro resistance based on an analysis of the regulatory dataset that supported drug
approval across multiple countries. Methods: Genomic data from patients (pts) with non-
primary CNS TRK fusion cancer enrolled in a global, prospective, multicenter database of three
laro clinical trials including adult and pediatric pts were analyzed. Tumor DNA (Illumina
TruSight Oncology [TSO] Comprehensive, TSO 500, or FoundationOne CDx) or circulating
tumor DNA (Guardant360 or GuardantOMNI) NGS was performed pre-laro (baseline; BL) and
post-laro initiation. On-target NTRK (solvent front [SF], gatekeeper [GK], xDFG) mutations
and COSMIC-classified tier 1/2 off-target alterations were identified. Primary laro resistance
analysis set included pts with no meaningful clinical benefit (PD/SD < 4 months). Secondary
(acquired) laro resistance analysis set included pts who developed resistance after meaningful
clinical benefit (CR/PR/SD =4 months). Data cutoff: July 20, 2024. Results: Of 304 adult and
pediatric pts enrolled, 216 had BL genomic data. Primary laro resistance was observed in 24 pts.
Only 1 pt had an on-target mutation (NTRK3 G623R), likely attributable to prior crizotinib; 9 pts
(38%) had off-target alterations involving AKT, BRAF, FGFR1, GNAS, KRAS, NRAS, and PIK3CA.
Secondary laro resistance was observed in 55 pts with valid post-BL ctDNA (the most common
of these TRK fusion cancers were infantile fibrosarcoma [22%], other soft tissue sarcoma
[18%], thyroid [11%], lung and salivary gland [9% each]); acquired alterations were identified in
16 of these pts. On-target resistance alone was observed in 5 of 16 pts (31%) and were mainly SF
or GK single or double mutation-mediated (NTRK1 F589L, NTRK1 G595R, NTRK3 G623R [n = 2],
NTRK3 G623R/G696A). One xDFG mutation was identified. Off-target resistance alone was
observed in 7 of 16 pts (44%) and included hotspot KRAS G12D/A/S/V or G13D, PIK3CA E545K or
E542A, BRAF V60OE, and GNAS R844H/C mutations. Complex, combined on-target and off-
target resistance was observed in 4 of 16 pts (25%): on-target SF or GK alterations (NTRK1
G595R, NTRK1 F589L/G595R, NTRK3 G623R, NTRK3 G623R/F617L) co-occurred with KRAS
G12D or G12D/G13D, and NRAS G12D or Q61H. An analysis of resistance profiles by cancer type
and age will be presented. Conclusions: In this analysis, on-target resistance to laro, including
potential double NTRK resistance mutations, was commonly observed. Off-target, largely
MAPK or PI3K/AKT pathway reactivating resistance, also occurred. In select cases, complex
and likely polyclonal resistance including both on-target and off-target alterations were
identified. These observations impact novel therapy development for TRK fusion cancers.
Clinical trial information: NCT02637687, NCT02576431, NCT02122913. Research Sponsor:
Bayer HealthCare Pharmaceuticals, Inc.


http://www.clinicaltrials.gov/ct2/show/NCT02637687
http://www.clinicaltrials.gov/ct2/show/NCT02576431
http://www.clinicaltrials.gov/ct2/show/NCT02122913
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Non-invasive PD-L1 prediction in NSCLC patients using 3D self-supervised deep
learning and radiomics.

Xavier Rafael-Palou, Ana Jiménez Pastor, Angel Alberich-Bayarri, Oscar Juan-Vidal; Quantitative Imaging Biomarkers (Quibim), Valencia, Spain; Quantitative Imaging
Biomarkers in Medicine, Quibim, Valencia, Spain; Quibim, Valencia, Spain; Hospital Universitario y Politécnico La Fe, Valencia, Spain

Background: Non-small cell lung cancer (NSCLC) is the most common subtype of lung cancer
for ~85% of all cases. Despite therapeutic advances, prognosis remains poor, especially in
advanced stages. Immunotherapy has revolutionized NSCLC treatment, with immune check-
point inhibitors (ICIs) targeting the programmed death-ligand 1 (PD-L1) pathway. While PD-L1
expression is typically measured via immunohistochemistry (IHC), predictive modeling using
CT images could offer a non-invasive alternative to enhance patient stratification and treat-
ment planning in hard-to-biopsy cases and tumor follow-up of clonal resistance. We propose a
solution for non-invasive prediction of PD-L1 expression leveraging radiomics and Al.
Methods: This multicentric retrospective study included NSCLC patients from five real-
world data sources who underwent CT and biopsy. CT scans were quality-checked and anno-
tated by imaging experts supervised by radiologists (> 5 years’ experience) to delineate primary
tumors. PD-L1 levels were obtained via IHC. The cohort was randomly split into training and
test sets (80/20%), with 5-fold cross validation for model building and fine-tuning. Three
methods—radiomics, deep learning, and deep radiomics—were proposed for binary PD-L1
prediction (cut-off >1%) based on 3D lesion-centered patches. The radiomics pipeline included
3D feature extraction, standardization, dimensionality reduction and classifier selection. The
deep learning approach used a self-supervised 3D network, pretrained on 2420 lung lesion
patches from 751 CTs by minimizing dissimilarity between augmented pairs and then fine-
tuned on the training set to predict PD-L1 expression. The deep radiomics method fused both
methods via weighted averaging of predicted probabilities. Results: A total of 324 patients (41%
women, 63 =+ 10 years) with varying PD-L1 expression (63% with levels > 1%), were included.
The deep radiomics approach achieved the highest performance, with AUCs of 75.9% =+ 5.3%
and 70.1%, and Fi-scores of 78.1% =+ 1.2% and 76.7% on the validation and test sets, re-
spectively, with a per-instance processing time of 1.2 + 1.3 seconds. Compared to the radiomics
method, it improved AUC by 2.6% and 1.2%, and F1-score by 2.7% and 3% on the validation and
test sets, respectively. Compared to the deep learning approach, it showed AUC gains of 0.3%
and 2%, and F1-score gains of 11.3% and 18.4% on the validation and test sets, respectively.
Conclusions: This study demonstrates the effectiveness of a novel 3D image-based approach
combining radiomics and 3D self-supervised learning to predict PD-L1 expression in a het-
erogeneous NSCLC cohort using real-world data. The model executes in seconds and could be
regulatory cleared and deployed in clinical practice as a medical device performing non-
invasive PD-L1 expression identification from CT scans. Research Sponsor: None.
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Development and implementation of molecular oncology test e-consult at the VA
North Texas Health Care System (VANTHCS).

Lucas Jiaxue Wang, Abbas Zaki, Joshua James Gruber, Sung-Hee Choi, Monika Kumar, Ritu Lapsiwala, Gordon Butler, Matthew Augustine, Shawn Shah, Shelby Melton,
Jennifer Wais, Jonathan Dowell, David H. Wang, Megan B. Wachsmann; UT Southwestern Medical Center, Dallas, TX; UTSW, Dallas, TX; UT Southwestern Medical Center/
Dallas VA Medical Center, Dallas, TX; UT Southwestern Medical Center at Dallas, Dallas, TX; VANTHC, Dallas, TX; Department of Internal Medicine, Division of Hematology/
Oncology, University of Michigan Rogel Cancer Center, Ann Arbor, Ml

Background: The VA National Precision Oncology Program (NPOP), launched in 2016 as part of
the White House’s Cancer Moonshot Initiative, aimed to revolutionize cancer care through
precision medicine for Veterans. Oncologists at the VANTXHCS utilized molecular testing to
identify potentially actionable mutations to tailor treatment strategies more accurately. This
study aims to evaluate the impact of the identification and impact of potentially actionable
mutations with treatment decisions and overall survival. Methods: We conducted a retrospec-
tive chart review of Veterans with molecular oncology testing (MOT) at VANTXHCS from August
2019 to May 2024 to assess cancer type, prevalence of potentially actionable mutations,
treatment decisions, targeted therapy utilization, and overall survival (OS). Potential actionable
mutations were determined based on AMP/ASCO/CAP Variant Categorization mapped to the
OncoKB FDA-Recognized Human Genetic Variant Database at the time of review. Results: 570
Veterans, almost exclusively male (N = 523, 92%) with solid tumors had MOT during the study
period. Lung (N = 211, 37%), GI (N = 105, 21%), prostate (N = 49, 9%), pancreatobiliary (N = 46,
8%), head and neck cancers (N = 35, 6%) and GU (N = 30, 5%) were most common with a median
overall survival (OS) of 15.93 months. Potential actionable mutations were present in 107
(18.7%) tumors, however only 41 (38%) of the mutations were associated with an FDA approved
targeted therapy at the time of testing. Six Veterans (5.6%) received targeted therapy. Reasons
for not receiving targeted therapy included secondary mutations (i.e., KRAS), ECOG perfor-
mance status, hospice or community care and death. Veterans with potentially actionable
mutations had significantly worse. Conclusions: In the VANTXHCS Veteran population males
with lung cancer represents the main tumor type with molecular oncology testing. We observe
actionable mutations in nearly 20% of patients tested, with only a minor subset receiving
targeted therapy. Our data showed that patients with a potentially actionable mutation have
worse overall survival than those that do not. However, treatment with a targeted therapy can
significantly improve survival. In conclusion, these findings underscore the need for further
research to identify barriers to increase appropriate use of targeted therapies in a timely fashion
to improve patient outcomes and advance precision oncology practices. Research Sponsor:
None.
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Phase 2 multicenter clinical trial to evaluate the safety and efficacy of abenacianine
for injection (VGT-309), a tumor-targeted, intraoperative molecular imaging agent,
for patients undergoing surgery for cancer in the lung.

Sunil Singhal, Luis J. Herrera, Gavin Michael Wright, Jae Y. Kim, Janani S Reisenauer, David C. Rice; University of Pennsylvania Perelman School of Medicine, Philadelphia,
PA; Orlando Health Cancer Institute, Orlando, FL; St. Vincent's Hospital Melbourne, Fitzroy, VIC, Australia; City of Hope Cancer Center, Duarte, CA; Division of Thoracic
Surgery, Division of Pulmonary and Critical Medicine, Mayo Clinic, Rochester, MN; University of Texas MD Anderson Cancer Center, Houston, TX

Background: Molecular targeted agents have revolutionized cancer diagnosis and treatment.
Intraoperative molecular imaging (IMI) is a novel technique that entails performing real-time,
in vivo optical imaging during surgery to ensure cancer clearance. A multicenter clinical trial
was conducted using abenacianine, a cathepsin targeted near-infrared (NIR) IMI agent to
visualize pulmonary nodules during surgery. The primary objective was to assess the efficacy of
abenacianine in localizing pulmonary lesions, evaluating surgical margin, and identifying
unsuspected disease. Methods: Participants scheduled to undergo surgery for known or
suspected cancer in the lung received abenacianine (0.32 mg/kg intravenous) preoperatively
12 to 36 hours before surgery. During a standard-of-care surgery, the lung underwent IMI and
additional disease not identified by conventional methods were identified and analyzed.
Efficacy was measured by frequency of clinically significant events (CSEs) defined as locali-
zation of lesions not found by standard surgical techniques, identification of additional cancers,
identification of positive surgical margins confirmed by histology, and detection of cancerous
lymph nodes. Results: 89 participants were included in the study. The mean age was 67 years
and 57 (64%) were female. Of 89 participants administered abenacianine who underwent
standard of care surgical resection for known or suspected cancer in the lung, 40 (45%) had at
least one CSE. Abenacianine with NIR imaging identified lesions that were not found by
standard surgical methods in 34 (38%) participants, synchronous and occult cancers that were
not found by pre-operative imaging in 2 (2%), margins within 10 mm of the closest staple line in
8 (9%), and lymph nodes determined to be cancerous in 1 (1%) participant. Tumors visualized
by IMI with abenacianine included non-small cell lung cancers (adenocarcinoma, squamous
cell carcinoma, neuroendocrine tumor) and cancers that metastasized to the lung (breast,
colorectal, prostate, thymoma, renal cell, sarcoma). Abenacianine was safe and well tolerated in
this study; there were no drug-related serious adverse events. Conclusions: This Phase 2
multicenter study demonstrated that using IMI with abenacianine during standard-of-care
lung cancer surgery markedly improved clinical outcomes. Abenacianine localized tumors
intraoperatively, identified synchronous and occult lesions, helped assess negative margin
status, and identified cancerous lymph nodes enabling a more complete oncologic resection.
Clinical trial information: NCT06145048. Research Sponsor: Vergent Bioscience, Inc.; Vergent
Bioscience Australia Pty Ltd.


http://www.clinicaltrials.gov/ct2/show/NCT06145048
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Analysing the impact of size of NGS panel in defining first line therapeutic strategies
in NSCLC.

Kshitij Joshi, Chirantan Bose, Udip Maheshwari, Ashish Joshi, Vashishth Maniar, Pritam Kalaskar, Kunal Naishadh Jobanputra, Pradip Kendre, Smit Sheth,
Chandrashekhar Pethe, Disha Morzaria, Karishma Todi, Ritu Dave, Devendra Pal, Seema Jagiasi, Nitin Bayas, Tushar Patil, Akshay Shivchhand, Krushna Chaudhari,
Ashwin Rajbhoj; MOC Cancer Care & Research Centre, Mumbai, India; MOC Cancer Care & Research Centre, Nashik, India; MOC Cancer Care & Research Centre, Pune, India;
MOC Cancer Care & Research Centre, Kolhapur, India; MOC Cancer Care & Research Centre, Indore, India

Background: NCCN recommends the analysis of 8 genes (EGFR, ALK, ROS1, BRAF, KRAS, MET,
RET, ERBB2, and NTRK1/2/3) for NSCLC patients to identify efficacious target therapies.
Concerned with the rising incidence of sub-optimal response to first-line therapy and rather
early progression of disease we performed retrospective analysis in a subset of patients treated
at our hospital in order to streamline molecular evaluation strategies. Methods: In this study,
we retrospectively evaluated the impact of NGS panel sizes in therapy-naive NSCLC patients.
2/2 therapy naive patients evaluated for molecular genetic profiling were stratified into three
groups based on gene panel size: a) Small panel (<20 genes): Focused on NCCN-recommended
genes, b) Medium panel (50—100 genes): Included organ agnostic genes, c) Comprehensive
panel (>100 genes): Included genomic signatures like TMB, MSI & HRD scores. Results: Of 242
therapy-naive NSCLC patients, 60% (145/242) were evaluated using a small panel of which 13%
(19/145) had no detectable genetic alterations while 37% (54/145) had 1°* line targetable
mutations, 31% (45/145) exhibited both targetable and resistance causing mutations, and
19% (28/145) showed only resistance causing mutations. In the 50-100 genes Panel, com-
prising 29% (70/242) of patients, 10% (7/70) had no genetic alterations, while 26% (18/70) had
1% line targetable mutations, 30% (21/70) demonstrated both targetable and resistance mu-
tations, and 34% (24/70) harboured only resistance causing mutations. Finally, in the com-
prehensive NGS group (>100 genes), which accounted for 11% (25/242) of cases, only 4% (1/25)
lacked detectable genetic alterations; while, 12% (3/25) had 1% line targetable mutations, 32%
(8/25) exhibited both targetable and resistance causing mutations, and 52% (13/25) showed
only resistance causing mutations. Conclusions: a. Increase in gene panel size results in
reduction of true negatives. Hence smaller panels may not necessarily capture resistance
causing mutations. b. As the gene panel size increases, the detection of actionable driver
mutations (e.g., EGFR, ALK) remains consistent; however, there is a notable shift in the
mutation profile, with a decrease in cases harbouring only targetable mutations and an increase
in those exhibiting both actionable and resistance causing mutations. Hence opting for
comprehensive NGS profiling at baseline may increase diagnostic costs marginally, but will
have significant impact in designing more effective 15 line therapeutic strategies. Research
Sponsor: None.
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Evaluation of °Ga-FAPI PET/CT and '3F-FDG PET/CT for the primary staging of
non-small cell lung cancer (NSCLC).

Daniel Udayan C, Bhad Bhagirath, Shibiraj Patel, Anju Farsana Abdul Gafoor, Rakesh M. P., Nikhil Krishna Haridas, Rosemary Thomas, Wesley Mannirathil Jose,
S. Shanmuga Sundaram, Keechilat Pavithran; P. K. Das Institute of Medical Science, Palakkad, India; Amrita Institute of Medical Science, Ernakulam, India

Background: Fibroblast activation protein inhibitor (FAPI) radiolabeled with Gallium-68 or
Fluorine-18 have emerged as promising tracers for targeting cancer-associated fibroblasts
(CAFs) within the tumor microenvironment. Previous studies in lung cancer demonstrated that
FAPI PET/CT is more sensitive in detecting metastases in the brain, lymph nodes, pleura, and
bone. This study aimed to evaluate the clinical utility of FAPI PET/CT compared to FDG PET/CT
for the primary staging of newly diagnosed NSCLC patients. Methods: This prospective study
was done at Amrita Institute of Medical Sciences, Kochi between August 2022 to December 2023
among patients with newly diagnosed NSCLC who consented to undergo both scanning i.e. FDG
aswell as FAPI PET CT before initiating any treatment. This study was approved by institutional
review board. Kolmogorov Smirnov one sample test was used to check the normality of data. To
test the statistical significance of the difference in the average values of tumor volume,
standardized uptake value (SUV), target to background ratio (TBR) and background uptake
between FAPI and FDG, paired sample t test was used for normality and Wilcoxon signed rank
test was used for non-normality. Results: In this study, 42 patients with newly diagnosed
NSCLC (32 with adenocarcinoma (AC) and 10 with squamous cell carcinoma (SCC)) were
included. Comparison of the results between FAPI and FDG PET in parameters like TBR,
SUVmax and background value in metastatic lesions, FAPI performed better. In case of lymph
nodes FAPI vs FDG, mean TBR was (5.06 = 4.19 v/s 3.02 = 2.89) p value=0.002 and in SUVmax
value was (9.07 = 5.1v/s 6.59 * 4.2) p value=0.01. Similar benefits were seen in TBR and SUVmax
with FAPI on metastatic site like pleura and bone. In the primary lung lesion, mean tumour
volume (MTV) was larger with FAPI but there was no difference in SUVmax, TBR and back
ground uptake value. If we compare AC vs SCC cases, there was no advantage for SCC with FAPI
in metastatic lesions as well as primary lesions. Driver mutated AC cases performed extremely
well with FAPI. In brain, mean SUV max with FAPI was 4.52 + 0.89 compared to 8.45 + 3.31with
FDG. But the brain lesions identified with FAPI were higher than FDG due to higher TBR. In liver,
SUV max was similar between FAPI and FDG but higher TBR was seen with FAPI. Conclusions:
58Ga-FAPI PET/CT performed better than *F-FDG PET/CT in the primary staging of NSCLC.
FAPI PET may be considered instead of FDG PET in staging of NSCLC. Patient compliance was
also better because fasting and glycemic control was not required prior to FAPIL. This is the only
study where histology (AC and SCC) has been directly compared with both FAPI/PET vs FDG/
PET - it shows FAPI/PET performs better with AC, and this South East Asian study showed
FAPI/PET performs better with driver mutated NSCLC. Research Sponsor: None.
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Clinical utility of comprehensive transcriptome testing in advanced solid tumors.

Fei Su, Burak Uzunparmak, Amber Johnson, Kenna R. Shaw, Nathan Hale Fowler, Lile Kontselidze, Alexander Bagaev, Anna Butusova, Ecaterina Elena Dumbrava,
Jordi Rodon Ahnert, Siging Fu, David S. Hong, Timothy A. Yap, Aung Naing, Sarina A. Piha-Paul, Renata Ferrarotto, Bryan lorgulescu, Shashikant Kulkarni, Keyur Patel,
Funda Meric-Bernstam; University of Texas MD Anderson Cancer Center, Houston, TX; The University of Texas MD Anderson Cancer Center, Houston, TX; BostonGene
Corporation, Waltham, MA; BostonGene Corp, Waltham, MA; BostonGene, Waltham, MA; BostonGene, Moscow, Russian Federation; Department of Investigational Cancer
Therapeutics, The University of Texas MD Anderson Cancer Center, Houston, TX; Department of Hematopathology, The University of Texas MD Anderson Cancer Center,
Houston, TX; Department of Investigational Cancer Therapeutics (Phase | Program), The University of Texas MD Anderson Cancer Center, Houston, TX

Background: Despite breakthroughs in genomically-matched therapies, many patients lack
actionable genomic alterations. Consequently, innovative new strategies to identify targets for
effective therapies are imperative. To assess the potential of comprehensive whole tran-
scriptomic sequencing (WTS) in clinical decision-making, we conducted a prospective trial
to perform WTS in patients with metastatic or advanced solid tumors who had prior DNA-based
panel testing (=100 genes) with no reported AMP/ASCO/CAP Tier 1 actionable genomic alter-
ations; along with whole exome sequencing (WES) to compare RNA expression to copy number
alterations. We also developed an informed actionability classification scheme to determine
actionability of transcriptomics findings. Methods: Between August 2022 and December 2024,
100 patients at MD Anderson Cancer Center with advanced cancers were enrolled and un-
derwent comprehensive profiling. Alterations in RNA expression of 147 genes were considered
as potentially actionable if the gene’s protein product is the direct target of a clinically available
therapy (including cell surface targets of antibody-drug conjugates (ADCs)) and/or CNAs of the
gene are predictive of response or resistance to a clinically available therapy. A clinical trial was
considered a match if RNA expression was an enrollment criterion, or the gene alteration can be
directly or indirectly targeted with a therapy utilized within the trial. Results: Actionable RNA
expressions (AREs) were detected in all patients (100%). In total, 2,216 AREs were detected from
17,800 selected-reported RNA expressions; a median of 22 ARE changes were reported per
patient [interquartile range (IQR), 17.0-26.0]. The majority (86.0%) of AREs were RNA over-
expressions, defined as the distribution of tpm values of the gene expression > 83% of the pan-
cancer reference cohort. A median of 13 RNA expression-matched trials were identified per
patient [IQR, 10.0-16.0]. The most frequent drug class of actionable RNA overexpressions were
ADCs, with a median of 10 ADC targets per patient. Out of 11 distinct genes of which at least 1
amplification is reported, a concordance rate of 61.5% and a Concordance Correlation Co-
efficient (CCC) value of 0.70 (95% CI, 0.56-0.84) between the actionable gene amplifications (n
= 13) and the actionable RNA overexpressions detected in the same patient sample from the
tumor profile, indicates a substantial concordance by transcriptional profiling with copy
number gain. Conclusions: WTS identified actionable RNA expressions in all patients— in-
cluding for novel ADC targets. These results underscore the utility of comprehensive tran-
scriptional profiling to identify additional actionable targets beyond DNA-based
comprehensive profiling. Clinical trial information: MDACC 2021-1049. Research Sponsor:
Strategic Alliance: BostonGene—MD Anderson Cancer Center Feasibility and Clinical Utility
of Combined Genomics/ Transcriptomics with Systems Biology for Personalized Cancer Ther-
apy; MD Anderson Cancer Center Support grant; Center for Clinical and Translational Science.
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Application of an epigenomic-based classifier to identify cancer signal of origin on
liquid biopsy in cancer of unknown primary cases.

Elmira Forouzmand, Yupeng He, William Young Greenwald, Rachel Gittelman, Jill Tsai, Leslie A. Bucheit, Jack Tung, Justin Odegaard, Darya Chudova; Guardant Health, San
Diego, CA; Guardant Health, Palo Alto, CA

Background: Cancer of unknown primary (CUP) lacking resolution to a cancer type (Cancer
Signal Origin; CSO) leads to suboptimal outcomes. While several approaches currently exist for
identifying a cancer type for CUP samples, they rely on clinical approaches that often require
tissue biopsies for immunohistochemistry (IHC), and even still they often fail to resolve a CSO
(reported to occur in 50-80% clinical cases). This requirement for tissue, and typically lengthy
diagnostic journey, create a large unmet need for CSO identification in CUP individuals. Here, we
present feasibility data from a high accuracy Liquid Biopsy method for CSO identification in
CUP, bypassing the need for a tissue biopsy and quickly returning a CSO to individuals with CUP.
Methods: We developed a CSO prediction algorithm on Guardant360 utilizing DNA methylation
signatures across thousands of cancer-specific differentially methylated regions for 14 cancer
types. We applied the CSO classifier to 1,128 CUP samples in which circulating tumor DNA was
detected. Accuracy was assessed by comparing CSO predictions to suspected diagnoses based on
clinicopathologic and molecular findings. Results: The CSO prediction algorithm was evaluated
on 1,128 CUP samples; lung (285/1128, 25.3%) and bile duct (166/1128, 14.7%) were the most
common predicted CSOs, aligning with reported prevalence in the literature. Of the 1,128
samples, 12 had a suspected clinical diagnosis. These 12 spanned 8 tumor types. The top
CSO prediction aligned with suspected diagnosis in 91.6% (11/12) of cases. The CSO algorithm
also provides confidence scores to quantify the confidence of CSO prediction. Out of the total 12
cases, 7 CSOs had high confidence, 3 had moderate confidence, and 2 had low confidence. 7/7
high, 2/3 moderate, and 2/2 low confidence predictions were correct. The single incorrect
moderate sample was diagnosed as CRC but predicted to be lung. Conclusions: These findings
show the feasibility of using plasma-based epigenomic profiling to assign CSO with acceptable
accuracy. While interventional clinical studies are necessary to demonstrate clinical utility, this
has significant potential for guiding treatment decisions and improving outcomes in CUP
patients without ready access to tissue. Research Sponsor: Guardant Health, Inc.
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HRD status prediction in patients with advanced breast, prostate, ovarian and
pancreatic cancers in a liquid biopsy assay.

Pegah Safabakhsh, Denis Tolkunov, Brooke Overstreet, Colby Jenkins, Catalin Barbacioru, Shile Zhang, Kimberly Banks, Martina Lefterova, Darya Chudova; Guardant
Health, Palo Alto, CA

Background: Homologous recombination and repair (HRR) deficiency (HRD) is characterized
by genomic instability associated with mutations in BRCA1/2 or other HRR genes. HRD can also
be detected by copy number variant (CNV) features, indels, and SNVs (HRD signature). Patients
with canonical BRCA-associated cancers harboring an HRD signature with or without HRR
mutations derive clinical benefit from PARPi therapy. Here, we present a method of predicting
HRD status using Guardant Infinity in patients with these advanced cancers. Methods: We
developed an ensemble logistic regression model to predict HRD status, inferred from genome-
wide somatic SNV and CNV signatures indicative of deficiency in HRR genes, including ploidy-
adjusted large-scale state transitions (LST), whole-genome tumor loss of heterozygosity
(LOH) and telomeric allelic imbalance (TAI). The model was trained on clinical samples
processed on Guardant Infinity, a next-generation platform evaluating both genomics and
epigenomics, to assess the sensitivity and accuracy of detecting biallelic loss-of-function in
BRCA1/2. The aggregated model was tested on an independent pan-tumor clinical cohort and
pre-treatment samples from a subset of patients enrolled in TRITON2, a phase 2 single arm
study evaluating rucaparib in metastatic castration resistant prostate cancer (mCRPC) patients
with HRR mutations. HRD status association with radiographic progression free survival (rPES)
was evaluated with Cox-proportional hazards model. Results: Our model demonstrated high
sensitivity in patients with BRCA1/2 biallelic loss and high specificity in HRR-wildtype patients,
with an AUC of 0.95 in a pan-tumor cohort with tumor fraction (TF) >10%. In an independent
cohort of breast prostate ovarian and pancreatic samples, HRD detection ranged from 79-100%
in samples with BRCA1/2 biallelic loss and >10% TF. In breast (n = 703) and prostate (n = 655)
cancers, HRD was detected in 14.9% and 13.5% of samples with > 10% TF (3.6% and 3.7% in all
TF), with 5.5% and 6.2% attributed to samples not harboring deleterious mutations in HRR
genes, respectively, potentially reflecting non-genomic drivers of HRD. In a pilot cohort (n =15)
from TRITON2, HRD was detected in 100% of patients enrolled with either BRCA1/2, or PALB2
mutations (n = 10), where rucaparib demonstrated meaningful activity as measured by in-
dependent radiology review objective response rate. HRD was not detected in patients with
mutations in CDK12, FANCA, or NBN (n= 5). HRD detected status was associated with prolonged
rPFS (HR = 0.07, p = 0.03). Conclusions: Guardant Infinity can predict HRD status in patients
with advanced canonical BRCA-associated cancers, with preliminary results indicating poten-
tial for predicting PARPi benefit in mCRPC. Further studies are warranted to determine PARPi
response for breast, prostate, ovarian, and pancreatic cancers with detected HRD status.
Research Sponsor: None.
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Efficacy and safety of distinct regimens for individuals with advanced EGFR-
mutated non-small-cell lung cancer who progressed on EGFR tyrosine-kinase in-
hibitors: A systematic review and network meta-analysis.

Zhang Wengang, Yujie Li, Wencheng Zhao, Zhiyi Guo, Qiangian Zhang, Bing Bo, Maoying Guan, Xuyang Chen, Li Ye, Zhimin Chen, Hao Wang, Lishu Zhao, Kandi Xu,
Xinyue Liu, Yujin Liu, Yuhang Li, Lihua Huang, Jing Nie, Yayi Pulmonary He; Shanghai Pulmonary Hospital, Shanghai, China; Shanghai Pulmonary Hospital, Tongji
University, Shanghai, China; Department of Medical Oncology, Shanghai Pulmonary Hospital, School of Medicine, Tongji University, Shanghai, China; Shanghai Pulmonary
Hospital, Hefei, China; Longhua Hospital, Shanghai, China; Tongji University, Shanghai, China; Shanghai Pulmonary Hospital, Tongji University School of Medicine,
Shanghai, China

Background: Targeted therapy with EGFR tyrosine-kinase inhibitors (TKIs) is the preferred
first-line treatment for EGFR-mutated advanced non-small cell lung cancer (NSCLC), but
acquired resistance inevitably occurs in almost all responding individuals. We aimed to com-
prehensively review the literature to investigate the efficacy and safety of distinct regimens in
the subsequent-line setting, thereby identifying the optimal regimen for these TKI-resistant
NSCLC patients. Methods: The PubMed, Embase, Cochrane Library databases, and abstracts of
ASCO, ESMO, and WCLC were searched from database inception to 3 November 2024, to identify
eligible randomized controlled trials (RCTs) that assessed distinct regimens for individuals
with advanced EGFR-mutated NSCLC who progressed on TKIs. The outcomes of progression-
free survival (PFS), overall survival (OS), objective response rate (ORR), disease control rate
(DCR), and grade 3 or higher adverse events (=3AEs) were compared and ranked in overall
patients and various subgroups among 8 regimens by network meta-analysis and the surface
under the cumulative ranking curve, respectively. The protocol is registered with PROSPERO,
CRD42024601619. Results: 14 RCTs, involving 3177 participants and 8 treatment regimens
(chemotherapy plus ivonescimab (PD-1/VEGF inhibitor) [CT+IVO]; CT+amivantamab+lazer-
tinib [CT+AMI+LAZ], CT+immunotherapy+bevacizumab [CT+I0+BEV], CT+AMI, CT+BEV,
CT+IO, CT, and I0), were included. In overall patients, the most pronounced PFS benefit
was observed with the CT+IVO, followed by CT+AMI+LAZ, CT+I0+BEV, and CT+AMI, ranked
second, third, and fourth, respectively. In terms of OS, the regimen of CT+AMI ranked the best,
followed by CT+IVO. However, the comparisons of OS among different regimens did not reach
statistical significance, possibly due to immature data. The results for ORR and DCR were
similar to those for OS, with CT+AMI topping the rankings, followed by CT+AMI+LAZ. In terms
of safety, the incidence of =3AEs was highest in CT+AMI+LAZ, followed by CT+AMI. In sub-
group analysis, CT+IVO demonstrates stable PFS benefits across clinicopathological charac-
teristics, ranking first in most subgroups. Due to the unavailability of OS subgroup data in most
RCTs, many regimens were missing in the OS subgroup analysis. Conclusions: Integrating the
results of different clinical outcomes and subgroup analyses, we conclude that CT+IVO is the
optimal treatment option with an acceptable safety profile for patients with advanced EGFR-
mutated NSCLC who have progressed on TKIs. CT+AMI+LAZ and CT+AMI are alternative
subsequent line options as well, with superior efficacy compared to immunotherapy-based
or chemotherapy regimens, yet elevated toxicity profiles requiring vigilant management.
Research Sponsor: None.
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Preliminary results of a first-in-human phase 1b (aCCeleR8-001) study of S-
531011, a humanized anti-CCR8 monoclonal antibody, in patients with advanced
solid tumors.

Toshihiko Doi, Taroh Satoh, Noboru Yamamoto, Clara Hwang, Omid Hamid, Anthony J. Olszanski, Feng Zeng, Takayuki Katsube, Michael Jon Chisamore, Tomohiko Harada;
National Cancer Center Hospital East, Chiba, Japan; Osaka University Graduate School of Medicine, Suita, Japan; National Cancer Center Hospital, Tokyo, Japan; Division of
Hematology/Oncology, Department of Internal Medicine, Henry Ford Cancer, Detroit, MI; The Angeles Clinic and Research Institute, A Cedars-Sinai Affiliate, Los Angeles,
CA; Department of Hematology/Oncology, Fox Chase Cancer Cancer, Philadelphia, PA; Clinical Development Biometrics, Shionogi Inc., Florham Park, NJ; Clinical
Pharmacology and Pharmacokinetics, Shionogi & Co., Ltd, Osaka, Japan; Department of Clinical Development, Merck & Co., Inc., Rahway, NJ; Medical Science, Clinical
Development, Shionogi B.V., London, United Kingdom

Background: C-C motif chemokine receptor 8 (CCR8) is selectively upregulated in tumor-
infiltrating regulatory T cells (TI-Tregs) in multiple cancers, inhibiting anti-tumor activity of
the host immune system. S-531011, a humanized IgG1 monoclonal antibody, is anticipated to
deplete CCR8-positive TI-Tregs, restoring anti-tumor immunity without inducing auto-
immunity. Methods: An aCCeleR8-001 study is a Phase 1b/2, multicenter, open-label study
of S-531011 which consists of Phase 1b Dose Escalation part (Parts A-1 and A-2) and Phase 2
Dose Expansion part. The safety/tolerability, pharmacokinetic (PK), pharmacodynamic, and
anti-tumor activity of S-531011 as monotherapy and in combination with pembrolizumab
(Merck & Co., Inc.) were evaluated in patients with various types of locally advanced or
metastatic solid tumors. S-531011 monotherapy was administered at 8, 24, 80, 240, 800, or
1600 mg/kg intravenously every 3 weeks (Q3W) in Part A-1, whereas patients in Part A-2
received S-531011 at 80, 240, 800, or 1600 mg/kg in combination with pembrolizumab 200 mg/
kg Q3W. The data were analyzed when all patients in Dose Escalation cohorts completed the
dose-limiting toxicity (DLT) observation period. Results: As of the data cutoff date (30 Sep
2024), 40 and 35 patients were enrolled in Parts A-1 and A-2, respectively. No DLTs were
reported at any dose level and the maximum administered dose of S-531011 was 1600 mg in both
parts. One patient reported an infusion-related reaction in Part A. Immune-related adverse
events (irAEs) were reported in two patients (5.0%; Grade 1/2 only) in Part A-1, whereas 15 irAEs
were reported in 10 patients (28.6%; including four Grade 3 irAEs in four patients) in Part A-2.
PK of S-531011 was approximately dose proportional with a terminal elimination half-life of 10
to 12 days regardless of dose level. CCR8 receptors in PBMCs were occupied at doses of 80 mg or
higher. PK/CCR8 receptor occupancy modeling analysis indicated that > 90% of receptors in
tumor tissues were occupied in the range of 80 to 800 mg. Multiplex immunohistochemistry
analysis demonstrated proof of mechanism as evidenced by CCR8-positive Treg depletion in
tumor tissue at doses of 24 mg or higher. Among 62 evaluable patients dosed at 80 to 1600 mg in
Part A, four patients (6.5%) had confirmed partial response, three of whom had colorectal
cancer (CRC). Twenty patients (32.3%) had disease control for = 6 weeks. Response rate was not
correlated with dose (80 to 1600 mg). Following a comprehensive data review, tentative
recommended Phase 2 doses were determined to be 80 to 800 mg in both parts.
Conclusions: S-531011 was well tolerated up to 1600 mg as monotherapy and in combination
with pembrolizumab. A higher response rate in patients with CRC warrants further exploration
of this tumor type in Phase 2 Dose Expansion part. Phase 2 CRC cohorts are currently ongoing.
Clinical trial information: NCT05101070. Research Sponsor: Shionogi & Co., Ltd.


http://www.clinicaltrials.gov/ct2/show/NCT05101070
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First report of ROR2 directed therapy with a conditionally active antibody drug
conjugate in advanced melanoma.

Jacob Keeling, Elinor R. Barsh, Nidia Melchor, Kartik Aysola, Ryan Michael Weight, Gerald Steven Falchook; Sarah Cannon Research Institute at HealthONE, Denver, CO; Sky
Ridge Medical Center, Lone Tree, CO; BioAtla, San Diego, CA; BioAtla, Atlanta, GA; The Melanoma and Skin Cancer Institute, Denver, CO

Background: The receptor tyrosine-kinase like orphan receptors (ROR) are mediators of
noncanonical WNT signaling and tissue patterning. ROR2 upregulation is observed in malig-
nancy and has been implicated in metastasis. Development of ROR2 directed conditionally
active antibodies with enhanced affinity in the tumor microenvironment is a promising
treatment strategy. Here we report our institution’s experience treating 5 patients with
advanced cutaneous or uveal melanoma treated with the anti-ROR2 antibody drug conjugate
ozuriftamab vedotin (MMAE) on the first in human phase 1 trial. (NCT03504488). Methods:
Adults with advanced solid tumors naive to vinca binding site therapies who had failed all
standard of care therapy were eligible. The charts of all 5 patients with advanced melanoma
treated at our institution were reviewed. Patients were treated with ozuriftamab vedotin at
concentrations of 1.8 mg/kg or 3.0 mg/kg IV Q2W. Safety and efficacy data were collected.
Patient samples were evaluated for pharmacokinetics and clinical correlates. Results: 4 out of
the 5 patients achieved an objective response in target lesions, per RECIST v1.1 (Table 1). Two of
these patients have maintained disease control, including one patient in complete remission
(CR) >5 years and the other responding >1 year after starting treatment. Adverse events
requiring dose reduction or interruption included neuropathy and neutropenia, both of which
recovered with reduced dosing and/or colony stimulating factor. No patients discontinued
therapy for adverse drug reactions. Pharmacokinetics showed predictable plasma concentra-
tions of both drug and free MMAE. Anti-drug antibodies were not identified. Biopsies were
assessed by IHC for ROR2. The biopsy belonging to the patient who achieved CR was strongly
positive for ROR2. All other biopsies showed low/negative ROR2 staining of malignant cells.
Conclusions: Ozuriftamab vedotin showed early promising antitumor activity in this first
report describing ROR2 directed treatment in refractory advanced cutaneous and uveal mel-
anoma. Clinical trial information: NCT03504488. Research Sponsor: None.

Efficacy and safety of ozuriftamab vedotin.

Case 1 Case 2 Case 3 Case 4 Case 5
Melanoma Subtype Uveal Uveal Cutaneous Cutaneous Cutaneous
Initial Dose (mg/kg) 1.8 1.8 3.0 1.8 1.8
Final Dose (mg/kg) 1.5 1.5 1.8 1.8 1.8
Best Target Lesion 10% increase 31.9% de- 89% decrease 38.2% de- 43.7% de-
Response crease (PR)  (CR, w/ lymph crease crease
nodes < 5 mm) (PR) (PR)
Time to Progres- 35 +475*% +2079* 127 84
sive Disease
(days)
Major Adverse G3 Neutropenia G2 G2 Neuropathy, G4 None None
Events Neuropathy Neutropenia
Other Adverse G2 Transaminitis, G2 None G1 Salivary Inflam- G2 G2
Events Myalgia, G2 Arthralgia mation, G1 Alopecia Neuropathy Neuropathy

*Patient has not developed progressive disease since starting treatment.


http://www.clinicaltrials.gov/ct2/show/NCT03504488
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Glutaminase isoform expression in cancer: Implications for metabolic adaptation
and therapy.

Mohammed Osama Ahamd Bader, Omar Galy, Amna Makawi, Loai Fawzy Eletr, Sara Farid Ahmed Mohamed, Braa Elwaleed Mohamed Ahmed, Ashima Khalid Mohamedali,
Mawadah Yousif; University of Khartoum Faculty of Medicine, Khartoum, Sudan; National Ribat University, Khartoum, Sudan; University of Alrazi Faculty of Medicine,
Khartoum, Sudan; Computing and Bioinformatics, Faculty of Science, Port Said University, Port Said, Egypt; UMST, Khartoum, Sudan; Uskiidar University, Istanbul, Turkey;
National University, Khartoum, Sudan; Institute of Endemic Diseases, University of Khartoum, Khartoum, Sudan

Background: Glutamine is a critical amino acid involved in various metabolic pathways,
particularly in cancers where its importation is significantly elevated via multiple transporters.
Glutaminase, the enzyme catalyzing the deamination of glutamine to glutamate, has two
isoforms: kidney-glutaminase 1 (GLS1) and liver-glutaminase 2 (GLS2). This study investigates
the expression of glutaminase isoforms in cancers originating from tissues with high gluta-
minase activity—namely, clear renal cell carcinoma (KIRC), chromophobe renal carcinoma
(KICH), papillary renal carcinoma (KIRP), hepatocellular carcinoma (LIHC), and glioblastoma
(GBM)—to understand the fate of the imported glutamine. Methods: The Cancer Genome Atlas
(TCGA), Tumor Immune Estimation Resource ([TIMER] 2.0), Gene Expression Profiling In-
teractive Analysis ([GEPIA] 2.0), and the University of Alabama at Birmingham Cancer Data
Analysis ([UALCAN]) Portal were used to investigate GLS1 and GLS2 expression. TIMER 2.0
analyzed 533 KIRC (72 normal), 66 KICH (25 normal), 290 KIRP (32 normal), 153 GBM (5
normal), and 371 LIHC (50 normal) samples. GEPIA 2.0 analyzed 523 KIRC (100 normal), 66
KICH (53 normal), 286 KIRP (60 normal), 163 GBM (207 normal), and 369 LIHC (160 normal).
UALCAN analyzed 533 KIRC (72 normal), 66 KICH (25 normal), 290 KIRP (32 normal), 153 GBM
(5 normal), and 371 LIHC (50 normal) samples. Additionally, datasets from NCBI GEO were
used, including GSE15641 (23 normal, 32 KIRC, 6 KICH, and 12 KIRP), GSE7696 (4 normal, 40
GBM), and GSE41804 (20 normal, 20 LIHC). These platforms detected GLS1 expression in KIRC,
KICH, KIRP, and GBM and GLS2 in LIHC by comparing tumor and normal samples. Results: GLS1
was significantly downregulated in KIRC, KICH, KIRP, and GBM across TIMER 2.0, GEPIA 2.0,
and UALCAN (P < 0.05). GLS2 was also significantly downregulated in LIHC (P < 0.05). NCBI
GEO datasets (GSE15641 for kidney cancers, GSE7696 for GBM, and GSE41804 for LIHC)
supported these results, showing consistent GLS1 downregulation in KIRC, KICH, KIRP, and
GBM, and GLS2 downregulation in LIHC (adjusted P < 0.05; |Log2FC| > 1). Conclusions: The
tissue-specific downregulation of glutaminase isoforms—GLS1 in kidney and brain cancers,
GLS2 in liver cancer—highlights an adaptive mechanism in cancer cells to limit glutamine
deamination and preserve imported glutamine for other metabolic needs. Enhancing the
deamination process could deprive cancer cells of essential precursors for nucleotide synthesis,
disrupting their growth and survival. These isoforms represent potential diagnostic markers
and therapeutic targets. Research Sponsor: None.
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A phase 1 study of PARP inhibitor (niraparib) plus HSP90 inhibitor (pimitespib) in
solid tumors: Dose-expansion results from the NiraPim (EPOC2102) study.

Yasuyuki Kawamoto, Hiromichi Nakajima, Yoshito Komatsu, Hitomi Kubota, Kazuko Tsukamoto, Koji Takahashi, Keiko Kobayashi, Haruru Kotani, Fumikata Hara,
Taigo Kato, Norio Nonomura, Takashi Ikeno, Masashi Wakabayashi, Akihiro Sato, Yoichi Naito; Cancer Center, Hokkaido University Hospital, Sapporo, Japan; Department of
General Internal Medicine, Experimental Therapeutics, Medical Oncology, National Cancer Center Hospital East, Kashiwa, Japan; Clinical Research Support Office, National
Cancer Center Hospital East, Kashiwa, Japan; Department of Breast Oncology, Aichi Cancer Center Hospital, Nagoya, Japan; Department of Urology, Osaka University
Graduate School of Medicine, Suita, Japan; Department of General Internal Medicine, National Cancer Center Hospital East, Kashiwa, Japan

Background: Heat shock protein 90 (HSP90) inhibitors have shown potential in destabilizing
homologous recombination repair (HRR) proteins, thereby inducing homologous recombina-
tion deficiency and enhancing PARP inhibitor efficacy. The NiraPim (EPOC2102) study is a phase
1study to evaluate this combination therapy in humans, investigating the safety and efficacy of
combining niraparib, a PARP inhibitor, with pimitespib, a novel HSP90 inhibitor, in patients
with advanced solid tumors. Following establishing the recommended dose (RD) in the dose-
escalation part, we present primary analysis results from the dose-expansion part. Methods: In
the dose-expansion part, patients received pimitespib 80 mg (5-day on/2-day off) combined
with niraparib 200 mg daily. Cohort A included patients with BRCA-associated cancers (breast,
ovarian, prostate, and pancreatic) harboring BRCA pathogenic variants and immediately after
progression to prior PARP inhibitors. Cohort B included patients with breast/pancreatic cancer
without gBRCA, prostate cancer without tBRCA, and other solid tumors (excluding ovarian
cancer) not previously treated with PARP inhibitors. Results: As of August 2024, 30 patients
were enrolled: 14 in cohort A and 16 in cohort B. Cohort A included breast (n=6), ovarian (n=5),
prostate (n=2), and pancreatic (n=1) cancers. Cohort B included breast (n=3), prostate (n=4),
pancreatic (n=4), and other tumors (n=5). The median follow-up period was 6.0 months. The
median treatment cycle was 2 (range 1-18). Treatment-related adverse events =Grade 3
occurred in 33.3%. Common adverse events (=20.0%) included nausea (73.3%), diarrhea
(40.0%), anorexia (23.3%), vomiting (20.0%), fatigue (20.0%), and decreased platelet count
(20.0%). No treatment-related deaths occurred during the study period. The objective response
rate was 10.0% (95% CI: 2.1, 26.5), with disease control rate of 36.7% (19.9, 56.1) and 3-month
PFS of 27.7%. In cohort A, one patient with hormone receptor-positive breast cancer achieved
partial response post-olaparib progression. In cohort B, two patients (leiomyosarcoma and
urothelial carcinoma) with BRCA pathogenic variants achieved partial response, and one
prostate cancer patient with CDKi2 pathogenic variant maintained stable
disease =3 months. Conclusions: The dose-expansion part demonstrated a manageable safety
profile and potential efficacy at the recommended dose of niraparib plus pimitespib. Clinical
benefit was observed in both BRCA-associated cancers resistant to PARP inhibitors and PARP
inhibitor-naive non-BRCA associated cancers, supporting further investigation in biomarker-
selected populations. Clinical trial information: jRCT2031220179. Research Sponsor: Takeda
Pharmaceutical Co., Ltd.; Taiho Pharmaceutical Co., Ltd.
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Development and validation of an Al-enabled prediction of prostate cancer (PCa)
using urine-based liquid biopsy.

Marvin S. Hausman, Francis Lim, Abhignyan Nagesetti, Kevin Moreno, Nicholas Gonzalez, Obdulio Piloto, Kyle H. Ambert, Ana M. Perez-Miranda, Robert F. Cardwell;
Genetics Institute of America, Delray Beach, FL; Entopsis, Inc, Medley, FL; PanGIA Biotech Inc, Medley, FL

Background: Prostate cancer (PCa) remains a major cause of malignancy-related mortality
among men. Current diagnostic techniques, including PSA testing, lack accurate early detection
capabilities, while global barriers include limited access to specialized facilities and cultural
sensitivities around transrectal biopsy and digital rectal examination. This study evaluates a
non-invasive, urine-based liquid biopsy assay for diagnosing PCa through disease-specific
biochemical profiles using an artificial intelligence pipeline. Methods: We collected urine from
men scheduled for prostate biopsy (biopsy-positive PCa n=197) and healthy controls (n=84).
Samples were processed using NUTEC slides, underwent heat cycling, and were converted to
digital images for Al analysis. Using 5x2 cross-validation with a random forest classifier, we
evaluated cancer detection performance and analyzed cohorts with specific Gleason scores
(Gle): Gle 6 (n=70), Gle 7 (3+4) (n=55), Gle 7 (4+3) (n=34), and Gle 8,9,10 (n=38). Results: Our
classifier demonstrated strong overall performance in distinguishing cancer versus non-cancer
subjects (F1=0.843) with notably high recall (R=0.967). Importantly, performance remained
robust across Gleason score cohorts (F1=0.799-0.838), maintaining high recall (R>0.89) while
preserving clinically relevant precision. The classifier showed particular strength in detecting
intermediate- (Gle 7 (3+4): F1=0.838) and low- (Gle 6: F1=0.822) Gleason grade cancers.
Conclusions: Al-enabled prediction of PCa using urine-based liquid biopsy demonstrates
accurate, rapid, and accessible early cancer detection, with consistent performance across
disease grades. This non-invasive approach addresses both clinical and cultural barriers to
prostate cancer diagnostics. Research Sponsor: None.

TASK F1 P R AUC ACC
Cancer v. Controls 0.843 0.748 0.967 0.768 0.748
Gle6 v. Controls 0.822 0.770 0.893 0.776 0.746
Gle347 v. Controls 0.838 0.757 0.940 0.752 0.754
Gle437 v. Controls 0.800 0.715 0.913 0.695 0.691
Gle8910 v. Controls 0.799 0.722 0.900 0.695 0.698

Al-enabled prediction of PCa using urine-based liquid biopsy demonstrates accurate, rapid, and ac-
cessible early cancer detection, with consistent performance across disease grades. This non-invasive
approach addresses both clinical and cultural barriers to prostate cancer screening.
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Genomic landscape of 5'methylthioadenosine phosphorylase (MTAP) deleted
(MTAP loss) non-squamous carcinoma of unknown primary site (nsCUP).

Parth J. Sampat, Holger Moch, Chantal Pauli, Dean Pavlick, Ryon P. Graf, Gerald Li, Julia Quintanilha, Jerry W. Mitchell, Julia A. Elvin, Ole Gjoerup, Jeffrey S. Ross,
Alwin Kramer; SUNY Upstate Medical University, Syracuse, NY; Department of Pathology and Molecular Pathology, University Hospital Zurich, Zurich, Switzerland;
University Hospital Zurich Schmelzbergstrasse, Ziirich, Switzerland; Foundation Medicine, Inc., Cambridge, MA; Foundation Medicine, Inc., San Diego, CA; Foundation
Medicine, Inc., Boston, MA; Department of Pathology, SUNY Upstate Medical University, Syracuse, NY; University of Heidelberg, Heidelberg, Germany

Background: MTAP, a key enzyme in the polyamine pathway breaks down 5’Deoxy-5-
Methylthioadenosine (MTA) into methionine and adenine. MTAP loss reduces adenine and
accumulates MTA, which inhibits protein arginine methyltransferase 5 (PRMT5). This suggests
MTAP loss cancers may respond to PRMT5 inhibition. Methionine adenosyl transferase 2«
(MAT-2A) is a primary producer of donor S-adenosylmethionine (SAM) and the depletion of
MAT-2A has antiproliferative effect in cancers with MTAP loss. Based on the synthetic lethality
concept, MTAP loss is being used as a biomarker for accrual in multiple trials with PRMT5 and
MAT-2A inhibitors. We queried the genomic landscape of MTAP loss in patients with nsCUP.
Methods: DNA extracted from formalin-fixed paraffin-embedded (FFPE) tissue of 7,440
nsCUP cases from 2020 to 2024 underwent hybrid capture-based comprehensive genomic
profiling (CGP) to assess all classes of genomic alterations (GA). All cases underwent central
pathology review to confirm that at the time of sequencing, a primary site for the cases was not
established. Microsatellite instability (MSI) status and tumor mutational burden (TMB) were
derived from the CGP data. Programmed death-ligand 1 (PD-L1) was determined by immu-
nohistochemistry (IHC) using the DAKO 22C3 system. Results: 853 (11.5%) of nsCUP cases had
either complete or partial MTAP loss with 0.7% 1 exon, 1.2% 2 exons, 2.9% 3 exons, 5.1% 4
exons, 0.5% 5 exons, 2.5% 6 exons, 32.8% 7 exons and 54.3% 8 exons lost. The median age of
the MTAP loss patients was higher (68 vs 65; p<.0001) and the gender distributions were similar
(52% to 54% female; not significant (NS)). Cyclin-dependent kinase inhibitor 2A (CDKN2A)
loss co-occurred in 99.8% in patients with MTAP loss. MSI-high status was uncommon in both
MTAP loss vs MTAP wildtype (0.4% vs 0.7%; NS). The MTAP wildtype group had higher tumor
mutational burden (TMB) > 10 mutations/mb (15.7% vs 11.1%; p=.0004) and TMB >20
mutations/Mb (5.4% vs 3.5%; p=.017) rates. MTAP loss nsCUPs had higher frequencies of KRAS
GA and KRAS G12C, whereas MTAP wildtype cases had greater frequencies of ERBB2, PTEN, MET
and EGFR GA (Table). GA in BRCA1/2 and FGFR2 were similar in both groups. GA in ALK, RET,
ROS1, RET and TRK were extremely uncommon in both groups (all less than 1%). Conclusions: At
11.5%, nsCUP features a relatively high frequency of MTAP loss, with the vast majority involving
either all (8 of 8) or nearly all (7 of 8) exons. MTAP loss patients are slightly older and have
reduced TMB levels which may impact their responsiveness to immunotherapy-based com-
bination regimens with PRMT5/MAT-2A inhibitors. Clinical trials for the development of
targeted therapies to use PRMT5 inhibition and MAT-2A in nsCUP are warranted. Research
Sponsor: None.

nsCUP MTAP Loss (N=853) nsCUP MTAP wildtype (N=6,587) P value
KRAS all/G12C 45.9%/7.6% 31.2%/4.2% <.0001/<.0001
ERBB2 all/amp only 6.7%/4.3% 10.9%/8.1% <.0001/<.0001
PIK3CA 6.2% 71% NS
BRAF 6.0% 5.0% NS
FGFR2 4.3% 4.0% NS
PTEN 4.1% 6.1% .02
BRCA1/2 1.8%/2.3% 2.1%/2.4% NS/NS
MET 2.1% 4.6% .0004

EGFR 2.6% 4.1% .031
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Preliminary efficacy results from an ongoing phase I/Il trial of CTS2190, a PRMT1
inhibitor, in patients with advanced/metastatic solid tumors.

Jianan Jin, Jun Yao, Mingxi Wang, Huan Zhou, Qiming Wang, Tao Sun, Jie Lin, Lin Wu, Jing Yang, Jin Miao, Yuan Mi, Haiping Wu, Shuning Xing, Zhengbo Song; Oncology
Department/Phase | Clinical Center, Zhejiang Cancer Hospital, Hangzhou, Zhejiang, China; Oncology department, The First Affiliated Hospital of Henan University of
Science and Technology, Luoyang, Henan, China; Oncology Department, The First Affiliated Hospital of Bengbu Medical College, Bengbu, Anhui, China; Phase I Clinical
Center, Banghu Medical School University Hospital, Benghu, China; Institute of Cancer Research, Henan Academy of Innovations in Medical Science, Zhengzhou, Henan,
China; Department of Breast Oncology, Cancer Hospital of Dalian University of Technology, Liaoning Cancer Hospital & Institute, Liaoning, China; Department of Medical
Oncology, The Second Affiliated Hospital of Kunming Medical University, Kunming, Yunnan, China; Hunan Cancer Hospital, Changsha, China; CytosinLab Therapeutics Co.,
Ltd., Shanghai, China; CytosinLab Therapeutics Co., Ltd., Hangzhou, Zhejiang, China; Phase | Clinical Trial Ward, Zhejiang Cancer Hospital, Hangzhou, China

Background: Epigenetic gene regulation, including arginine methylation holds significant
promise in immunomodulation and long survival outcomes. It represents a potential clinical
approach to address the highly unmet needs of patients (pts) with advanced solid tumors who
failed PD-(L)1 immune checkpoint inhibitors (ICIs) or standard of cares ( SoCs) therapies.
CTS2190, the orally available, first-in-class small molecule, specifically inhibits arginine
methyltransferase 1 (PRMT1) with significant reduction of intra-tumor asymmetric dimethy-
larginine (ADMA) level, DNA damage response (DDR), androgen receptor (AR) level, and
oncogenic proliferation through epigenetic modulation in various solid tumors. Here we
present clinical data from an ongoing Phase I/II study of CTS2190 (NCT06224387).
Methods: Eligible pts in the dose-escalation stage received 60~300 mg of CTS2190 orally,
while pts in the dose-expansion stage were treated with 180 or 240 mg until disease progression
or intolerable toxicity. Efficacy, safety, PK, PD and biomarker profiles were evaluated. Results:
As of January 24, 2025, 38 pts had received CTS2190 treatment, 32 of them were response-
evaluable. In the PD-(L)1 primarily resistant group, the objective response rate (ORR) and
disease control rate (DCR) were 18.2% (2/11) and 72.7% (8/11), respectively. In addition, in PD-
(L)1 primarily resistant non-small cell lung cancer (NSCLC) subgroup, the ORR and DCR were
28.6% (2/7) and 71.4% (5/7), respectively, with significantly prolonged median progression-
free survival (PFS) (summarized in the table below). Among 2 response-evaluable pts with
metastatic castration-resistant prostate cancer (mCRPC), one achieved partial response (PR)
while the other exhibited stable disease (SD) with tumor shrinkage. Most treatment-related
adverse events (TRAEs) were grade 1/2 and manageable. The only TRAE = grade 3 with an
incident rate > 15% was platelet count decreased (31.6%). No TRAEs led to treatment discon-
tinuation or death. CTS2190 exposure increased proportionally with escalating doses, and a PK-
PD-efficacy model demonstrated a relationship between CTS2190 exposure, efficacy and PD
marker changes. The correlation between clinical efficacy and intra-tumor PRMT1 expression,
as detected by immunohistochemistry (IHC), is under investigation. Conclusions: CTS2190
demonstrated a favorable safety profile and promising efficacy in heavily pretreated pts with
advanced solid tumors, particularly in immunologically cold mCRPC and PD-(L)1 primarily
resistant NSCLC. These results position CTS2190 as a promising therapeutic option to fulfil
unmet medical needs following ICIs therapies. Clinical trial information: NCT06224387. Re-
search Sponsor: CytosinLab Therapeutics Co., Ltd.

PFS of pts with PD-(L)1 primary resistance.
Patients, n 2 3 prior lines of therapy, n (%) Event Median PFS (weeks)

All comers 11 7 (63.6%) 7 12.7 (95% Cl: 8.0~35.3)
NSCLC 7 4 (57.1%) 5 24.9 (95% CI: 8.0~35.3)



http://www.clinicaltrials.gov/ct2/show/NCT06224387

DEVELOPMENTAL THERAPEUTICS—MOLECULARLY TARGETED AGENTS AND TUMOR BIOLOGY

3083 Poster Session

The first-in-human phase 1/2 study of TSN1611, a highly selective KRAS G12D
inhibitor, in patients with advanced solid tumors.

Siqing Fu, Lin Shen, Shun Lu, David Sommerhalder, Tianshu Liu, Alex Spira, Jian Li, Yongfeng Yu, Wei Li, Jing Li, Baorong Song, Chunlan Dong, Liangbao Lai, Shengtang Ma,
Erchang Shang, Boyu Zhong, Tony Zhang; The University of Texas MD Anderson Cancer Center, Houston, TX; Department of Gastrointestinal Oncology, Key Laboratory of
Carcinogenesis and Translational Research (Ministry of Education), Peking University Cancer Hospital & Institute, Beijing, China; Department of Medical Oncology,
Shanghai Chest Hospital, School of Medicine, Shanghai Jiao Tong University, Shanghai, China; NEXT Oncology, San Antonio, TX; Department of Medical Oncology,
Zhongshan Hospital, Fudan University, Shanghai, China; NEXT Oncology Virginia, Fairfax, VA; Tyligand Bioscience, Shanghai, China

Background: TSN1611 is a novel small molecule KRAS G12D inhibitor targeting both active
(GTP-bound) and inactive (GDP-bound) forms of KRAS G12D protein. TSN1611 showed high
potency and selectivity against KRAS G12D mutant tumor cells in vitro and effectively inhibited
tumor growth in several pancreatic ductal carcinoma (PDAC), colorectal cancer (CRC) and non-
small cell lung cancer models (NSCLC) in vivo. Methods: A phase 1/2 study of TSN1611 was
developed to enroll patients (pts) with advanced solid tumors harboring KRAS G12D mutation.
The study comprised a phase 1a dose escalation part following a BOIN design with accelerated
titration to determine the maximum tolerated dose (MTD), recommended phase 2 dose and
pharmacokinetics (PK), followed by a phase 1b part for dose optimization to compare different
recommended doses and a phase 2 part to evaluate the efficacy of TSN1611 across various tumor
types. Alternative dose levels or regimens could be explored based on the emerging data. Pts
received oral TSN1611 twice daily (BID), until disease progression, unacceptable toxicity, or
patient withdrawal. Here we report the preliminary data from phase 1a part. Results: As of Jan
05, 2025, 18 pts received TSN1611 from 50 to 600 mg BID (9 with CRC, 5 PDAC, 2 NSCLC, and 1
each with ampullary cancer and gallbladder cancer, all with pre-identified KRAS G12D muta-
tion). Median age was 61 years (range 36-81). The median prior lines of systemic therapy were 3
(range 1-6). No dose-limiting toxicity was reported and MTD was not reached. The most
common (= 10%) treatment related adverse events (TRAEs) were grade 1 or 2 vomiting
(44.4%), nausea and diarrhea (38.9% each), fatigue (16.7%), ALT increased, blood CPK in-
creased, hyperkalemia and hyperuricemia (11.1% each). No treatment related grade 3 or higher
AE or SAE was reported. Four (30.8%) out of the 13 evaluable pts demonstrated stable disease
per RECIST v1.1. Tumor reductions were observed in 3 pts (CRC, PDAC, and NSCLC, n = 1 each) at
200 or 400 mg BID, with treatment ongoing. Serial assessment of plasma ctDNA revealed
declines in KRAS G12D variation allele frequency at 200 mg BID and above, echoing that the
exposure at 200 mg BID reached that of EDy, in the CRC GP2D model. TSN1611 was rapidly
absorbed with Ty,.x around 2 hours and half-life around 15 hours. The PK profile indicated a
general dose proportionality in exposure across the evaluated dose ranges and low to moderate
accumulation after multiple BID dosing. Dose escalation is ongoing, and more data will be
available at the conference presentation. Conclusions: TSN1611 was well tolerated, demon-
strating acceptable PK characteristics as predicted, with preliminary tumor shrinkage observed
in pts with refractory KRAS G12D mutant tumors. Phase 1b/2 studies are planned to evaluate
TSN1611 both as a monotherapy and in combination with standard of care and/or novel agents
treating cancer. Clinical trial information: NCT06385925. Research Sponsor: Tyligand Phar-
maceuticals (Suzhou) Limited.


http://www.clinicaltrials.gov/ct2/show/NCT06385925
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Artificial intelligence (Al)-powered evaluation of protein drug-targetability through
subcellular-level expression profiling from immunohistochemistry (IHC) images.

Sukjun Kim, Jimin Moon, Hosik David Kim, Chaekyung Lee, Sanghoon Song, Jeongun Ryu, Biagio Brattoli, Keunhyung Chung, Taebum Lee, Chang Ho Ahn,
Siraj Mahamed Ali, Chan-Young Ock; Lunit Inc., Seoul, South Korea

Background: As a standardized methodology for quantifying the targetability of proteins in
drug development has yet to be established, we developed an AI-powered analyzer capable of
scalably measuring cellular and subcellular-level expression to assess 74 membrane-specific
targets in development. Methods: A total of 160K cancer and normal IHC images from Human
Protein Atlas (HPA) were analyzed, including 47,591 on 74 target genes. The Al model trained on
pathologist-annotated histology images, took the IHC images as input to predict cell types and
subcellular compartments (nucleus, cytoplasm, and membrane) along with intensity scores.
Target genes were evaluated by 1) Tumor cell specificity (TCS): normalized ratio of positive
tumor cells to the total positives, 2) Inverse normal score (INS): inverse ratio of positive normal
cells to the total normal cells, 3) Membrane intensity score (MIS) and 4) Membrane specificity
(MBS): ratio of MIS to the intensity scores from 3 subcellular compartments. Finally, the
targetability score (T score) was calculated as ZpcsX2 + ZinsX2 + ZpsX0.5 + ZypsX0.5. Also,
Tumor infiltrating lymphocytes (TIL) were compared between Tumor Proportion Score (TPS)=
1 and TPS<1 groups in each target. Results: The IHC analyzer assessed 528M cells including
147M cancer cells. In 34 cancer types, the average T score for the 74 targets was 0.62, which was
higher than -0.07 observed for the other 699 targets that have never been explored as drugs.
The average T score of the top 10 targets in pan-cancer was 4.27, which was significantly higher
than the average (0.0). Among the top 10 targets in pan-cancer (Table), MUC16 was ranked high
in non-squamous lung, ovary, uterine, cervical cancers; and CEACAM5 and TACSTD2 were
ranked high in 7 and 10 cancer types, respectively. Most targets showed an association with
lower TILs and higher TPS, whereas CEACAM5 demonstrated significantly higher TILs (x1.39)
in the TPS=1 group in bladder cancer. Conclusions: We developed a pipeline leveraging AI-
powered and big-data-driven approaches to assess the cancer and membrane-specific ex-
pression of target proteins in IHC images. The current pipeline reproduces the targetability of
developed targets as well as novel targets with a potential synergy with immuno-oncology
agents. Research Sponsor: None.

Top 10 targets and their association with TILs.

TIL fold
Targets T score Top 5 ranked cancer types change
MUC16 5.82 LUAD, OV, UCEC, CESC 0.37
SEZ6 5.14 CESC, PAAD, Skin, Brain, UCEC 0.33
CLDN4 4.67 PAAD, BLCA, CRAD, PRAD, STAD, UCEC, THCA 0.21
DLK1 4.49 LN, HCC, LUAD, UCEC, RCC, Brain 0.60
TM4SF4 4.27 BLCA, LUSC, BRCA, HNSC, PRAD, CESC, THCA, PAAD 0.26
CLDN1 411 STAD, HNSC 0.22
CLDN3 3.77 RCC, UCEC 0.08
CEACAMS5 3.76 STAD, CRAD, LUSC, BRCA, HNSC, LUAD, CESC 0.40

1.39 (BLCA)
NECTIN4 3.42 HNSC, BLCA, THCA 0.39
TACSTD2 3.27 BLCA, LUSC, BRCA, HNSC, PRAD, CESC, THCA, PAAD 0.31
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Seizure-related homolog 6 (SEZ6) expression and ctDNA methylation profiles in
patients with high-grade neuroendocrine carcinomas (NECs)/neuroendocrine tu-
mors (NETs) from a phase 1 study of ABBV-706 in advanced solid tumors.

Song Wang, Michael Barnes, Sheila Bheddah, Joshua Hernandez, Xizhi (Adam) Luo, Lujia Wang, Alissa Jamie Cooper, Noura J. Choudhury, Lauren Averett Byers; AbbVie,
Inc., North Chicago, IL; Department of Thoracic Oncology, Memorial Sloan Kettering Cancer Center, New York, NY; Department of Medicine, University of Chicago Medical
Center, Chicago, IL; The University of Texas MD Anderson Cancer Center, Houston, TX

Background: SEZ6 is a transmembrane protein with overexpression in small cell lung cancer
(SCLC) and other neuroendocrine neoplasms (NENs) and minimal expression in normal tissues,
making it a promising therapeutic target for these NENs that have a significant unmet need for
treatments. ABBV-706 is a novel SEZ6-targeting antibody-drug conjugate with a potent
topoisomerase 1 inhibitor payload and is being evaluated in a phase 1 study (NCT05599984)
in patients (pts) with advanced solid tumors. Preliminary data from ABBV-706 monotherapy
dose escalation demonstrated a manageable safety profile and promising efficacy in pts with
SCLC and NECs/NETs (JCO 2024;42[suppl 16]: abs 3001). Herein, we describe SEZ6 expression at
the protein and mRNA levels in tumor tissues of pts with NENs outside of SCLC, as well as
detection of high-grade NEN cancer signal of origin (CSO) among these pts by investigating
ctDNA methylation prior to ABBV-706 treatment. Methods: This phase 1, open-label study
enrolled pts (=18 yr) with relapsed/refractory high-grade NECs/NETs (well-differentiated
grade 3 NETs and poorly differentiated NECs), atypical lung carcinoid, and medullary thyroid
cancer (MTC) in dose-escalation and -expansion cohorts. Pts received ABBV-706 monotherapy
IV at 1.3-3.5 mg/kg Q3W. FFPE tumor tissues of these pts, when available, were subjected to a
proprietary IHC assay for SEZ6 and RNAseq analysis. ctDNA samples collected prior to ABBV-
706 treatment were subjected to the Cancer Research Solution (RUO; GRAIL, Inc.). ctDNA
abundance and CSO were assessed by examining cancer-specific methylation patterns of
ctDNA. Results: As of Aug 27, 2024, in the NEC/NET cohort of 64 pts, median age was 63 yr
(range 33—86) and the median number of prior therapies was 3 (range 1—8). High prevalence of
moderate to strong SEZ6 expression (SEZ6 cytomembrane IHC H-score =100) was observed
across NEC/NET histologies: 78% of extrapulmonary small cell NEC of diverse anatomic sites (n
= 9); 80% of neuroendocrine prostate carcinoma (n = 5); 43% of large cell NEC of diverse
anatomic sites (n = 14); 50% of MTC (n = 4); 40% of gastroenteropancreatic NENs (n = 10); 50%
of atypical lung carcinoid (n = 6). SEZ6 mRNA levels were highly correlative with SEZ6 IHC
scores. ctDNA positivity rate was 95% from baseline plasma samples of the NEC/NET cohort (n
= 60); 67% of ctDNA-positive samples (n = 57) were predicted to have high-grade NEN as their
primary CSO. Conclusions: Robust SEZ6 expression was observed with some heterogeneity
across histologies of the NEC/NET monotherapy cohort. High ctDNA detection rate at baseline
indicates the feasibility of monitoring molecular response longitudinally without an invasive
procedure and identifying predictive biomarker(s) for ABBV-706. Clinical trial information:
NCT05599984. Research Sponsor: AbbVie, Inc.; n/a.


http://www.clinicaltrials.gov/ct2/show/NCT05599984
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EphA2 siRNA in DOPC nanoliposomes (EPHARNA): A phase | clinical trial in patients
with solid tumors.

Ravali Annam Reddy, Aung Naing, Gabriel Lopez-Berestein, Cristian Rodriguez-Aguayo, Hassan Ahmed Momin, Anupama Madhyannapu, Ying Yuan, Sarah Pasyar,
Daniel D. Karp, Shubham Pant, Sarina A. Piha-Paul, Siging Fu, Apostolia Maria Tsimberidou, Robert Louis Coleman, Anil K. Sood, Shannon Neville Westin; The University of
Texas MD Anderson Cancer Center, Houston, TX; University of Texas MD Anderson Cancer Center, Houston, TX; UT MD Anderson Cancer Center, Houston, TX; Department
of Investigational Cancer Therapeutics, The University of Texas MD Anderson Cancer Center, Houston, TX; Texas Oncology, US Oncology Research, The Woodlands, TX;
Department of Gynecologic Oncology and Reproductive Medicine, The University of Texas MD Anderson Cancer Center, and GOG-F, Houston, TX

Background: EphA2 overexpression is common in human cancers and has an important role in
promoting tumor growth and metastasis. Further, EphA2 has kinase-dependent and indepen-
dent functions, making it ideal for RNAi-based targeting. EphA2 siRNA incorporated in DOPC
nanoliposomes (EPHARNA) was effective in reducing EphA2 protein levels and reducing tumor
growth in preclinical studies. This is a first-in-human phase I clinical trial of EPHARNA in
patients with solid tumors. Methods: Adult patients with advanced solid tumors received
escalating doses of intravenous EPHARNA twice weekly in 3-week cycles. A total of 8 dose
levels were explored under a BOIN design (Table 1). Study objectives included evaluation of
safety, tolerability, maximal tolerated dose, and efficacy. Adverse events were assessed per NCI
CTCAE Version 4.03 and efficacy per RECIST v1.1. Patients were evaluable for response if they
completed at least 2 cycles. Clinical benefit was defined as objective response or stable disease
for 4 or more cycles. Results: A total of 48 patients were treated. Most common diagnoses were
colorectal (29.2%) and ovarian cancer (12.5%). 20.8% of treated patients were Black and 8.3%
were Hispanic. Median age was 60.3 years (range 24.5-78.8). Median number of prior therapies
was 4 (range 0-12). Among treated patients, 36 (75%) experienced an AE. Most common AEs
(=20%) were fever (33.3%), infusion-related reaction (25%), and chills (20.8%). 5 (10.4%)
treated patients experienced Grade 3 AEs that were dose-limiting toxicities including chills
(2.1%), dyspnea (2.1%), hypertension (2.1%), infusion-related reaction (2.1%), and nausea/
vomiting (2.1%). No Grade 4 AEs were noted. Of the 25 patients evaluable for response, disease
control rate was 44% (95% CI: 24.5-63.5%) with 11 patients demonstrating stable disease for at
least 2 cycles. No patients demonstrated partial or complete response. Clinical benefit was
observed in 4 (16%, 95% CI: 1.6-30.4%) patients who demonstrated stable disease for at least 4
cycles. One patient received 16 cycles with stable disease before withdrawing consent and
discontinuing the trial due to desire for a treatment break. The study was closed to enrollment
prior to confirmation of the MTD due to unavailability of the drug. Conclusions: EPHARNA
demonstrated an acceptable safety profile with manageable adverse events in patients with
advanced solid tumors. Further investigation of this novel therapeutic approach is warranted to
fully elucidate efficacy and optimal dosing strategy. Clinical trial information: NCT01591356.
Research Sponsor: University of Texas MD Anderson Cancer Center; National Cancer Institute;
P30CA016672; Gateway for Cancer Research; G-18-300; U.S. National Institutes of Health;
5P50CA098258; T32 Institutional Training Grant; T32CA101642.

Dose levels, patients treated, and DLTs.

Dose EphA2 siRNA-DOPC Number of Number of Patients
Level Dose (p.g/m?) Patients Treated Experiencing DLTs DLTs
1 450 14 2 G3 chills
G3 nausea
G3 vomiting
2 675 6 1 G3 hypertension
3 1012.5 5 0 N/A
4 1518.75 5 0 N/A
5 2278.13 7 0 N/A
6 3417.2 2 2 G3 infusion-related
reaction
G3 dyspnea
7 3600 3 0 N/A
8 7200 6 0 N/A



http://www.clinicaltrials.gov/ct2/show/NCT01591356
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A phase 2 study of olaparib in IDH1 and IDH2 mutant advanced chondrosarcomas
and other solid tumors.

Philippos Apolinario Costa, Mary Josephine Paula Pilat, Jordi Rodon Ahnert, Melissa Amber Burgess, Gabriel Tinoco, Julia Lee Close, Roman Groisberg, Vivek Subbiah,
Benjamin Powers, Candace L. Haddox, Juneko Grilley-Olson, Vicki Leigh Keedy, Jing Li, S. Percy Ivy, Abhijit Patel, Geoffrey Ira Shapiro, Jeffrey Joseph Ishizuka,
Kurt A. Schalper, Patricia LoRusso; Yale Cancer Center, New Haven, CT; Wayne State University, Detroit, MI; The University of Texas MD Anderson Cancer Center, Houston,
TX; Division of Hematology Oncology, UPMC Hillman Cancer Center/University of Pittsburgh, Pittsburgh, PA; Division of Medical Oncology, The Ohio State University,
Arthur G. James Comprehensive Cancer Center, Columbus, OH; University of Florida, Gainesville, FL; Rutgers Cancer Institue of New Jersey, New Brunswick, NJ; The
University of Texas MD Anderson Cancer Center and Sarah Cannon Research Institute, Houston, TX; University of Kansas Medical Center, Kansas City, KS; Dana-Farber
Cancer Institute, Boston, MA; Duke Cancer Institute, Duke University, Durham, NC; Vanderbilt University Medical Center, Nashville, TN; Wake Forest Baptist Health,
Hematology and Oncology, Winston-Salem, NC; Cancer Therapy Evaluation Program, National Cancer Institute, National Institutes of Health, Bethesda, MD; Yale University,
New Haven, CT

Background: Pre-clinical data have shown that mutations in isocitrate dehydrogenase (IDH) 1
and 2 can lead to a “BRCAness” phenotype by impairing homologous recombination (HR)
repair. Olaparib, a PARP inhibitor effective in BRCA-mutated cancers such as ovarian, prostate,
pancreas and breast cancer, may also be effective in IDH1/2 mutant solid tumors. IDH1/2
mutations are frequently present in gliomas and cholangiocarcinomas but also in other solid
tumors, such as chondrosarcomas, and melanomas. This study evaluated the efficacy of
olaparib in treating advanced IDH1/2 mutated solid tumors other than cholangiocarcinoma
and gliomas. Methods: NCI 10129 was a 3-arm, open-label Phase II clinical trial performed in
the NCIExperimental Therapeutics Clinical Trials Network (ETCTN) evaluating olaparib 300 mg
twice daily for IDH mutated solid tumors refractory to standard treatment. Patients with solid
tumors, excluding cholangiocarcinoma and glioblastoma, were enrolled in cohort 3 of the Phase
II trial. The primary endpoint was the overall response rate (ORR), and the secondary endpoints
were progression-free survival (PFS) and overall survival (OS). Results: From March 2019 until
January 2024, a total of 26 patients with IDH1/IDH2-mutant tumors were enrolled in the study
across 10 sites. Of these, 14 (53%) had chondrosarcomas, with 5 (35%) being dedifferentiated.
Following, the most prevalent histologies were gastrointestinal adenocarcinomas (4, 15%),
other sarcomas (3, 12%) and other tumors (5, 19%). Most tumors had IDH1 mutations (n = 20,
77%), with R132C (n = 12, 60%) being the most common substitution. The median age was 62
years (range 43-78), and 18 (69%) participants were male. Patients had received a median of 1.5
prior line of therapy (0-9). After a mean follow-up time of 8.6 months (0.8-62.6), no objective
responses were seen, leading to the closure of enrollment. The median PFS was 2 months (95%
CI1.8-2.2), and the median OS was 7.5 months (95% CI 1.3-13). Only two patients had a clinical
benefit, defined as PFS > 6 months. Olaparib was tolerable, with most adverse events scored as
grades 1-2. Conclusions: Olaparib did not demonstrate activity in IDH-mutant chondrosarco-
mas and other solid tumors. This study underscores the remarkably poor outcome associated
with IDH mutant tumors, emphasizing the urgent need for additional therapeutic options.
Further evaluation of the correlative data, including assessment of HR proficiency, is required
to elucidate why pre-clinical evidence suggesting potential efficacy did not translate into
clinical benefit in IDH mutant solid tumors. Clinical trial information: NCT03212274. Research
Sponsor: National Cancer Institute; NCI-2017-01182.


http://www.clinicaltrials.gov/ct2/show/NCT03212274

DEVELOPMENTAL THERAPEUTICS—MOLECULARLY TARGETED AGENTS AND TUMOR BIOLOGY

3088 Poster Session

The effect of HIFU treatment on liver metastasis of colorectal cancer in mice and its
impact on immunity.

Shasha Wang, Wensheng Qiu; Department of Medical Oncology, Affiliated Hospital of Qingdao University, Qingdao, China; The Affiliated Hospital of Qingdao, Qingdao,
China

Background: The liver represents the predominant site for metastasis in colorectal cancer, with
over 85% of cases exhibiting the microsatellite stable (MSS) phenotype, which typically shows
limited response to immunotherapy. High-Intensity Focused Ultrasound (HIFU) not only
facilitates direct destruction of tumor tissues but also has the potential to remodel the tumor
immune microenvironment, thereby enhancing systemic anti-tumor immunity. This study
aimed to explore the effects of HIFU on liver metastasis in a murine model and its subsequent
impact on immune modulation. Methods: A BALB/c mice model of colorectal cancer liver
metastasis was established and validated. The animals were treated with HIFU, followed by
transcriptomic profiling and immunohistochemical staining to assess immune-related
markers (CD8, F4/80, FOXP3, PD-L1, IL-6) in the liver metastasis tissues. Results: Tran-
scriptomic sequencing performed on liver metastatic tissues collected seven days after HIFU
treatment revealed a notable upregulation of CXCL14 expression, which was corroborated by
protein immunoblotting. Immunohistochemical analysis demonstrated an increased infiltra-
tion of cytotoxic T cells (CD8+), a reduction in macrophage populations (F4/80), and a
significant decrease in T regulatory cells (FOXP3 expression). Additionally, both PD-L1 and
IL-6 levels were substantially reduced in the treated tissues. Conclusions: Seven days post-
HIFU treatment, significant immune modulation was observed in liver metastatic tumor
tissues, including enhanced infiltration of cytotoxic T cells, a reduction in immune-
suppressive cell populations such as macrophages and Tregs, and the attenuation of inflam-
matory cytokines. These findings suggest that HIFU not only enhances the anti-tumor immune
response but also facilitates the transition of liver metastases from an immune "cold" to a
"hot" tumor microenvironment, potentially improving the efficacy of subsequent immuno-
therapeutic strategies. Research Sponsor: None.
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A phase 2 study of the olaparib and AZD6738, an ATM/ATR inhibitor, in isocitrate
dehydrogenase (IDH) mutant solid tumors.

Philippos Apolinario Costa, Navid Hafez, Mary Josephine Paula Pilat, Aparna Kalyan, Nilofer Saba Azad, Steven Gore, Anthony F. Shields, Mohammed Najeeb Al Hallak,
Ning Jin, Pannaga Malalur, John L. Hays, Jordi Rodon Ahnert, Kurt A. Schalper, Patricia LoRusso; Yale Cancer Center, New Haven, CT; Wayne State University, Detroit, MI;
Northwestern University, Chicago, IL; Johns Hopkins Sidney Kimmel Comprehensive Cancer Center, Medical Oncology, Baltimore, MD; Division of Cancer Treatment and
Diagnosis National Cancer Institute, Bethesda, MD; Department of Oncology, Karmanos Cancer Institute, Wayne State University, Detroit, MI; Barbara Ann Karmanos
Cancer Institute, Wayne State University, Detroit, MI; The Ohio State University, Columbus, OH; The Ohio State University Comprehensive Cancer Center, Columbus, OH; The
Ohio State University Wexner Medical Center and James Cancer Hospital, Columbus, OH; The University of Texas MD Anderson Cancer Center, Houston, TX

Background: Pre-clinical data has shown that mutations in isocitrate dehydrogenase (IDH) 1
and 2 can lead to impaired homologous recombination repair. IDH1/2 mutations are frequently
present in gliomas and cholangiocarcinomas but also in other solid tumors, such as chon-
drosarcomas. AZD6738 is an ATR inhibitor, and Olaparib is a PARP inhibitor. Preclinical
evidence showed a synergistic effect of this combination in models with DNA damage repair
effects. This study aims to evaluate the efficacy of Olaparib and AZD6738 in treating advanced
IDH1/2 mutated solid. Methods: NCI 10222 is an open-label Phase II clinical trial performed in
the NCI National Clinical Trials Network evaluating olaparib 300 mg twice daily with AZD6738
160 mg daily for IDH mutated solid tumors refractory to standard treatment. The primary
endpoint was the overall response rate (ORR), and the secondary endpoints were progression-
free survival (PFS) and overall survival (OS). Results: From January 2020 until March 2023, a
total of 24 patients with IDH1/IDH2 mutant tumors were enrolled in the study across 8 sites. Of
these, 14 (58%) had cholangiocarcinoma, 4 (17%) had chondrosarcomas, and 6 (25%) had other
tumors. Most tumors had IDH1 mutations (n = 16, 70%). The median age was 59 years (range
29-83), and 15 (63%) participants were male. Patients had received a median of 3 prior lines of
therapy (0-6). After a mean follow-up time of 3 months (0.2-ongoing), no objective responses
were seen, leading to the closure of enrollment. The median PFS was 2 months (95% CI 2-4),
and the median OS was 7 months (95% CI 3-NE). Only three patients had a clinical benefit,
defined as PFS > 6 months, with one patient diagnosed with G1 chondrosarcoma still on
treatment with stable disease. Combination of Olaparib with AZD6738 resulted in G3 AE in 9
(38%) patients, leading to 4 (17%) discontinuations. Conclusions: Olaparib with AZD6738 did
not demonstrate activity in IDH mutant solid tumors. However, the stability seen in the patient
with low-grade tumors could suggest that the effect is restricted to lower-grade tumors, still
dependent on IDH mutations. Further evaluation of the correlative data is required to elucidate
why pre-clinical evidence suggesting potential efficacy did not translate into clinical benefit in
IDH mutant solid tumors. Clinical trial information: NCT03878095. Research Sponsor: None.


http://www.clinicaltrials.gov/ct2/show/NCT03878095
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Effect of extrachromosomal DNA (ecDNA) on MYCN amplified neuroblastoma and
patient outcomes.

Mihika Sonalkar, Carla Sampaio, Ting Yang, Taelor Getz, Catherine Shaw, Vicky Pham, Joshua Lange, Sudhir Chowdhry, Christian Hassig, Ludmil B. Alexandrov,
Peter E. Zage; UCSD, La Jolla, CA; Boundless Bio, Inc., La Jolla, CA; Boundless Bio, Inc., San Diego, CA; University of California San Diego, San Diego, CA; University of
California, San Diego, School of Medicine, La Jolla, CA

Background: Recurrent cytogenetic abnormalities represent candidate therapeutic targets for
children with neuroblastoma (NB). MYCN oncogene amplification is associated with signifi-
cantly worse survival rates for children with NB and remains one of the primary predictors of
patient prognosis. MYCN amplifications in NB can be found both within the linear genome and
on circular extrachromosomal DNA (ecDNA), and therapeutic targeting of the mechanisms
underlying MYCN amplification represents a novel and promising strategy in NB. However, the
molecular features and clinical and biological significance of these amplifications in NB tumors
are not sufficiently understood. Methods: Whole genome and RNA sequencing data were
analyzed for NB cell lines and NCI TARGET NB samples using AmpliconSuite software for
ecDNA identification and characterization. GISTIC was used for identification of recurrently
amplified regions. Gene expression levels were determined using StringTie, and gene clustering
heatmaps were generated using FeatureCounts software. For differential gene expression
analyses, samples were divided into ecDNA+ and ecDNA-, and genes contained on ecDNA were
compared to the same regions on linear DNA across samples using DESeq2. Associations
between ecDNA quantity, content, and patient survival were performed using multivariate
Cox regression survival analysis. Associations of gene expression with patient survival were
performed using the R2 Platform. The efficacy of targeting ecDNA-associated gene products
was assessed using live cell imaging and cell viability assays. Results: WGS analysis confirmed
7/20 NB patient tumors from the TARGET database to be ecDNA amplified with 1- 5 independent
ecDNA elements and MYCN gene expression correlated with the ecDNA copy number. ecDNAs in
MYCN-amplified neuroblastoma cell lines contained distinct gene combinations and possessed
unique structures. MYCN overexpression in NB cells has been shown to be associated with
replication stress (RS), and tumor cells containing ecDNA are hyper-reliant on the DNA damage
response (DDR) kinase CHK1 to manage heightened replication stress. Expression of the CHK1
gene was associated with neuroblastoma patient outcomes and neuroblastoma was most
significantly associated with CHK1 RNA dependency. We further validated CHK1i as a promising
therapeutic strategy in MYCN amplified NB, as CHK1 inhibition with the novel inhibitor BBI-
2779 was most effective against ecDNA+, MYCN-amplified neuroblastoma cell lines.
Conclusions: Our results emphasize the critical role of ecDNA in NB. We identify a synthetic
lethality axis shaped by ecDNA MYCN amplification and CHK1 dependence. We further dem-
onstrate the feasibility of targeting this vulnerability through CHK1 inhibition, thus offering
new avenues for treatment in MYCN amplified tumors. Research Sponsor: Curebound Foun-
dation; Boundless Bio, Inc.
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Al-driven design of novel PARP inhibitors.

Juan Velasco; Yale University, New Haven, CT

Background: Inhibitors of the Poly (ADP-ribose) polymerase (PARP) family play a role in
treating HER2-negative locally advanced or metastatic breast cancer with germline BRCA1/2
(gBRCA) mutations, as well as in the maintenance treatment of gBRCA-associated metastatic
pancreatic ductal adenocarcinoma. However, the design of de novo small molecules targeting
proteins like PARP remains time consuming and resource intensive. It is hypothesized that
generative models trained on molecular graph encodings could accelerate the design of novel
PARP inhibitors. Objective:This study aims to develop a generative model capable of designing
novel, orally bioavailable PARP inhibitors. Methods: A large language model was pre-trained on
1 million chemical structures sourced from the ChEMBL database. Each structure was repre-
sented as a Simplified Molecular Input Line Entry System (SMILES) string, which was tokenized
into discrete atomic and functional group-level tokens. The model leverages an Average-
Stochastic Gradient Descent Weight-Dropped Long Short-Term Memory (AWD-LSTM) ar-
chitecture. Transfer learning was applied to adapt the pre-trained model to specific target
chemical structures, enabling domain-specific fine-tuning for the de novo design of PARP
inhibitors. Results: The model demonstrated robust performance in generating chemically
valid, unique, novel, and diverse PARP inhibitors. It achieved a validity rate, uniqueness rate,
and novelty rate of 100%, along with a diversity score of 81.53%. Furthermore, the generated
molecules exhibited favorable physicochemical properties, including a molecular weight of
£417.52 Da, alogarithm of the partition coefficient (LogP) of 2.58, a topological polar surface area
(TPSA) of 93.21 Angstrom squared, an average of 4.05 rotatable bonds, 1.84 hydrogen bond
donors, and 5.14 hydrogen bond acceptors. Conclusions: A generative model was developed to
design novel, orally bioavailable PARP inhibitors. It provides an efficient and automated tool for
de novo small molecule design with tailored molecular and pharmacological properties,
potentially accelerating the development of PARP inhibitors. Research Sponsor: None.
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A first-in-class KIF11 degrader antibody conjugate (DAC) as a potential therapy
targeting a broad spectrum of cancers.

Yan Feng, Michael Fan, Nathan Slotnick, Jie Su, Pin Huang, Ji Liu, Wei He; Accutar Biotechnology, Cranbury, NJ; Horace Mann School, Bronx, NY; Accutar Biotechnology,
Zionsville, IN

Background: Kinesin family member 11 (KIF11) plays a critical role in mitotic spindle formation
and centrosome separation during cell division, making it an attractive anti-cancer target.
Despite its promise, the clinical success of KIF11 inhibitors has been hindered by a narrow
therapeutic window, largely due to on-target toxicities, such as myelosuppression. Antibody-
drug conjugates present a promising strategy to overcome this limitation by enhancing the
therapeutic window of KIF11-targeting therapies. However, creating a KIF11-targeting in-
hibitor payload with sub-nanomolar potency remains a significant challenge. Using Accutar’s
chimeric degrader platform, we developed dKIF976, a first-in-class KIF11 degrader with sub-
nanomolar potency. This degrader was further used as payload to create DACs demonstrating
potent cell growth inhibition coupled with KIF11 degradation, thereby providing a robust
foundation for further in vivo evaluation of novel KIFii-targeting therapy. Methods:
dKIF976, a CRBN-based KIF11 degrader, was designed via Accutar’s chimeric degrader plat-
form. Western blot analysis was used to evaluate KIF11 degradation and mitotic arrest, as
indicated by Histone H3 phosphorylation, in cancer cell lines. Cell growth inhibition was
assessed using ATP-based assays. Mechanism and selectivity of dKIF976 were confirmed
through specific cellular assays and proteomic analyses. Cell surface antigen-dependent
activity of dKIF976 DACs were evaluated in cell lines with different levels of antigen expression.
Results: dKIF976 demonstrated rapid, dose-dependent KIF11 degradation and significant
upregulation of p-Histone H3 across all tested cell lines, achieving sub-nanomolar potency.
In side-by-side comparisons, dKIF976 displayed significantly greater cell growth inhibition
than multiple published KIF11 inhibitors. KIF11 degradation and the resulting cell growth
inhibition induced by dKIF976 were confirmed to be dependent on the E3 ligase CRBN and
the proteasome. Proteomic analysis via mass spectrometry validated the selective degradation
of KIF11. When conjugated to antibodies, dKIF976 DACs exhibited antigen-dependent KIF11
degradation and cell growth inhibition, with enhanced potency observed in cell lines with high
target expression. Conclusions: dKIF976 achieves specific and potent KIF11 degradation, in-
ducing mitotic arrest and robust cancer cell growth inhibition. Its superior efficacy and unique
mechanism of action establish it as a highly promising payload for antibody conjugates.
dKIF976 DACs demonstrated strong antigen-dependent KIF11 degradation and cell growth
inhibition. This innovation highlights the potential of using chimeric degraders as payloads for
antibody conjugates, offering a promising strategy to enhance the therapeutic window of
KIF11-targeted therapies and pave the way for their future success. Research Sponsor: None.
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Comparative analysis of fibroblast activation protein Inhibitor (FAPI) 04 PET/CT
versus flurodeoxyglucose (FDG) PET/CT in staging gastrointestinal tumours.

S.P. Somashekhar, Prathap H. J, Ashwin K. Rajgopal, Rohit Kumar C. Chandrashekar, Sai Vivek Velukuru, Vijay Kumar Ahuja; Aster International Institute of Oncology,
Bangalore, India; Aster International Institute of Oncology, Aster Hospitals Whitefield, Bangalore, India; Aster CMI Hospital Bangalore, Bengaluru, India

Background: FAPI 04 PET/CT has emerged as a promising alternative to FDG PET/CT, offering
potential advantages in sensitivity, specificity, and patient comfort due to its unique targeting
of fibroblast activation protein (FAP), which is up regulated in the stromal cells of many
cancers. This study aims to evaluate the diagnostic performance of FAPI 04 PET/CT compared to
FDG PET/CT for staging gastrointestinal (GI) tumours. Methods: 55 patients with suspected or
confirmed GI malignancies underwent both FDG PET/CT and FAPI 04 PET/CT scans within a 7-
day window. A total of 115 lesions were identified across the cohort, including colorectal, gastric,
pancreatic, and oesophageal cancers. Tumor localization, lesion size, and uptake character-
istics were compared between the two imaging modalities. Sensitivity, specificity, and di-
agnostic accuracy were calculated using histopathology as the gold standard. Results: Of the 55
patients, 31 were male and 24 female, with a median age of 58 years (range: 42—78). FAPI 04
PET/CT demonstrated superior sensitivity (92%) compared to FDG PET/CT (84%) for the
detection of GI tumours, particularly in pancreatic and colorectal cancers, where stromal
fibrosis is prevalent and metabolic activity may be low. Specificity of FAPI 04 PET/CT was also
higher (95%) compared to FDG PET/CT (88%), reflecting the lower background activity in non-
tumor tissues. Lesion detection rates were significantly improved with FAPI 04 PET/CT, with
112 out of 115 lesions identified, while FDG PET/CT detected 98 lesions (p = 0.02). The accuracy
of FAPI 04 PET/CT was 94%, whereas FDG PET/CT had an accuracy of 86%. Notably, FAPI 04
PET/CT showed a higher diagnostic yield in detecting metastases in liver, peritoneum, and
lymph nodes compared to FDG PET/CT. The average scan time for FAPI 04 PET/CT was 30
minutes, significantly shorter than FDG PET/CT (1 hour 15 minutes). Conclusions: FAPI 04 PET/
CT outperforms FDG PET/CT in terms of sensitivity, specificity, and diagnostic accuracy for
staging gastrointestinal tumours, particularly in cases with abundant stromal involvement. The
reduced background activity and higher lesion detection rate enhance the utility of FAPI 04
PET/CT in clinical practice. Additionally, the walk-in basis for FAPI 04 PET/CT with shorter
fasting and scan time offers significant improvements in patient comfort and convenience.
Given these advantages, FAPI 04 PET/CT represents a promising alternative to FDG PET/CT for
staging GI cancers, with potential implications for improved treatment planning and moni-
toring. Research Sponsor: None.
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Role of Lu177 FAPI-09 therapy in combination with chemotherapy or immuno-
therapy for chemo-resistant progressive cancers: Early clinical experience.

Prathap H. J, S.P. Somashekhar, Ashwin K. Rajgopal, Sai Vivek Velukuru, Rohit Kumar C. Chandrashekar, Bhoomika D. Narayanaswamy; Aster International Institute of
Oncology, Aster Hospitals Whitefield, Bangalore, India; Aster International Institute of Oncology, Bangalore, India; Aster Whitefield Hospital, Bengaluru, Karnataka, India;
Aster Whitefield, Bengaluru, Karnataka, India

Background: Chemo resistant progressive tumours represent a major challenge in oncology.
These tumours often adapt and develop resistance mechanisms that limit the efficacy of
standard treatments. Lu177 FAPI-09 therapy, which targets fibroblast activation protein
(FAP) expressed on cancer-associated fibroblasts (CAFs) within the tumor microenvironment,
has emerged as a promising treatment option. By binding to FAP, Lu177 FAPI-09 selectively
delivers radiation to the tumor stroma, potentially altering the tumor environment and making
it more susceptible to subsequent therapies. This study aimed to evaluate the safety, feasibility,
and effectiveness of combining Lu177 FAPI-09 therapy with chemotherapy or immunotherapy
in patients with advanced chemoresistant cancers. Methods: Eighteen patients with advanced
progressive and chemo resistant malignancies were included in this study. All underwent Ga-68
FAPI-09 PET/CT scans prior to treatment to confirm FAP expression in their tumors, ensuring
that Lu177 FAPI-09 therapy would be beneficial. The patient group consisted of GI(7), ovarian
(11). Prior to Lu177 FAPI-09 therapy, all patients had demonstrated resistance to one or more
prior lines of chemotherapy or immunotherapy. Following the administration of Lu177 FAPI-
09 therapy, patients received chemotherapy or immunotherapy 5 days later, tailored to their
specific tumor type. Disease responses were assessed two months after the combined treat-
ment. Results: After receiving Lu177 FAPI-09 therapy, 80% of patients showed either stable
disease or a positive response to the subsequent chemotherapy or immunotherapy. The safety
profile of Lu177 FAPI-09 therapy was favourable, with no major grade 3 or 4 adverse events
reported. The most common side effects were mild reductions in blood counts, including
neutropenia or anaemia. Overall, Lu177 FAPI-09 therapy in combination with chemotherapy
or immunotherapy was well-tolerated by the majority of patients. Conclusions: Lu177 FAPI-09
therapy, when used in combination with chemotherapy or immunotherapy, shows promise in
enhancing treatment responses in patients with chemo resistant progressive cancers with
minimal side effects and no major toxicities. The use of Ga-68 FAPI-09 PET/CT scans to
identify patients with tumors expressing FAP ensures appropriate patient selection, optimizing
the likelihood of a positive outcome. These findings suggest that Lu177 FAPI-09 therapy could
be an effective approach to overcome resistance and improve treatment outcomes in patients
with advanced malignancies. Research Sponsor: None.
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Dosing tolerability and adverse events (AEs) in dihydropyrimidine dehydrogenase
(DPYD) variant carriers receiving genotyping-guided fluoropyrimidine (FP) dosing.

Grace Nguyen, Sarah Morris, Simeon Owuor Kwange, Annabel Chen, Alicia Hamilton, Nury Steuerwald, Donald Moore, Sarah Hanson, Laura W. Musselwhite,
Kunal C. Kadakia, Jimmy J. Hwang, Jai Narendra Patel; Atrium Health Levine Cancer Institute, Charlotte, NC; Levine Cancer Institute, Charlotte, NC

Background: We previously showed that DPYD genotype-guided FP (5-FU, capecitabine)
dosing reduces severe AEs and hospitalizations in variant carriers. However, optimal dose
reduction and tolerability for individual DPYD variants are not well understood. This study aims
to evaluate dosing tolerability and AEs among DPYD variant carriers. Methods: This is a
retrospective cohort study of patients (pts) receiving FP-based chemotherapy at a multisite
cancer center who underwent routine in-house DPYD genotyping covering 5 variants (Table).
Test results and dose recommendations were provided to oncologists per Clinical Pharmaco-
genetics Implementation Consortium guidelines (i.e., 50% dose reduction in DPYD heterozy-
gous carriers and slow titrations in subsequent cycles based on AEs). Clinicodemographics were
collected via chart review, and AEs were graded using Common Terminology Criteria for
Adverse Events criteria version 5.0. Data was collected for 3 months of FP treatment unless
discontinued early. Results: From March 2020-October 2024, 1,645 pts were genotyped with 85
(5.2%) identified as heterozygous DPYD variant carriers. This analysis included 49 carriers who
were tested pretreatment and started FP chemotherapy (median age 65, 35% male, 67% White,
27% Black, 71% gastrointestinal cancers, 53% 5-FU, 47% capecitabine). All pts started on dose-
reduced FP at cycle 1 (Table). Of 49 carriers, 18 (37%) had at least one dose escalation, most
occurring in cycles 2 or 3. Of these, 5 were eventually escalated to full dose, 5 had AEs preventing
further escalation, 5 had subsequent dose reduction due to AEs, 2 completed therapy while
escalating, and 1 had one dose escalation with no documented AE. Dose escalation was not
performed in 31 (63%) pts due to the following reasons: any-grade AE (n = 27, of which 5 had
further dose reductions due to AEs), poor performance status (n = 1), early discontinuation (n =
2, 1disease progression, 1 declined further therapy), treatment completion (n = 1). Conclusions:
This is the largest retrospective cohort study evaluating dosing tolerability and toxicity in DPYD
carriers using real world data. There is interindividual variability in tolerability within each
DPYD variant, particularly with decreased function variants. Findings will help inform pro-
spective studies and clinical guidelines on variant-specific dosing strategies. Research Spon-
sor: None.

Median (range) Median (range)

first dose final dose Grade AE related AE related
Variant N, % intensity, % intensity, % 3+ AE hospitalization discontinuation
All 49 50 (40-81) 50 (27-100) 13 (27%) 9 (18%) 11 (22%)
c.1236G>A 27 (55%) 50 (40-75) 54 (33-100) 6 3 6
¢.557A>G* 12 (25%) 50 (40-81) 60 (40-100) 2 1 3
c.2846A>T* 6 (12%) 50 (47-54) 50 (47-54) 2 3 2
c.1905+1G>A® 3 (6%) 51 (45-54) 38 (27-45) 2 1 0
¢.1679T>G" 1 (2%) 50 45 1 1 0

?Decreased function variant.
5No function variant.
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Monocentric pilot trial of trametinib in severe extracranial arteriovenous
malformations.

Emmanuel Seront, Julien Coulie, Valérie Dekeuleneer, Frank Hammer, Miikka Vikkula, Laurence M. Boon; Institut Roi Albert II, Department of Medical Oncology, Saint Luc
University Hospital, Brussels, Belgium; Cliniques Universitaires Saint Luc, Department of Plastic Surgery, Brussels, Belgium; Cliniques Universitaires Saint Luc, Department
of Dermatology, Brussels, Belgium; Cliniques Universitaires Saint Luc, Department of Interventional Radiology, Brussels, Belgium; De Duve Institute, Human Molecular
Genetic, Brussels, Belgium

Background: The Mitogen Activated Protein Kinase (MAPK) pathway is crucial for cell growth,
proliferation, and survival. Overactivation of MAPK is observed in many cancers leading to
evaluation of targeted therapies such as MEK inhibitors. Vascular malformations, including
arteriovenous malformation (AVM) share many oncogenic mutations with cancer. For example,
AVM present KRAS, RASA1, MAP2K1 mutation that result in excessive activity of the RAS-RAF-
MEK cascade. This trial aimed to assess trametinib safety and efficacy in adult patients with
stage III AVM refractory to conventional therapy, causing deformities, pain, bleeding, or
ulceration. This is the first trial to evaluate targeted therapies in AVM. Methods: We
conducted a prospective Phase II trial on ten adult AVM patients. Trametinib was administered
orally for 12 months, with initial dosage escalation based on patient tolerance. Clinical and
radiological outcomes were assessed at baseline, during treatment, and at follow-up. Primary
outcomes included safety and clinical efficacy (pain reduction, ulceration healing, thrill and
deformation improvement). Secondary outcomes included radiological responses assessed via
MRI, Doppler ultrasound, and angiography. Results: Of the ten patients (6 female, 4 male),
eight had facial AVM, one auricular, and one foot AVM. All experienced deformities, with seven
reporting severe pain, five ulceration, and two bleeding. Trametinib was initiated at 2mg daily
for three patients but, due to skin toxicities, subsequent patients started at lower doses, with
only three reaching the target dose. Trametinib led to clinical improvement in 80% of patients.
Pain alleviation occurred in all symptomatic patients (VAS 5—7 to 0—5), deformation improved
in 55%, and ulceration healed in 20%. Radiological assessment showed a reduction in vessel
size in one patient and nidus disappearance in two. Acneiform rash was the most frequent
toxicity (100%), including two cases of grade 3, requiring early drug discontinuation. Severe
mucosal bleeding led to premature cessation in two patients with mucosal AVMs. Correlations
with genomic-alteration will be presented at congress. Conclusions: Trametinib demonstrated
clinical benefit in refractory AVMs, supporting MAPK inhibition as a therapeutic approach. Skin
and mucosal toxicities necessitate dose adjustment, dermatological co-management, and
cautious use in mucosal AVMs. Further studies are warranted to optimize therapeutic regimens
and assess long-term outcomes. Clinical trial information: 2019-003573-26. Research Spon-
sor: None.
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Cost analysis of pre-treatment dihydropyrimidine dehydrogenase (DPYD) geno-
typing to reduce hospitalizations at a cancer center in the United States (U.S.).

Sarah Morris, Grace Nguyen, Allison Verbyla, Donald Moore, Annabel Chen, Simeon Owuor Kwange, Amresh Hanchate, James Thomas Symanowski, Jai Narendra Patel;
Atrium Health Levine Cancer Institute, Charlotte, NC; Wake Forest University School of Medicine, Winston-Salem, NC

Background: Patients with certain DPYD variants are at increased risk of fluoropyrimidine (FP)
related adverse events (AEs) and mortality at standard doses. We previously showed pre-
treatment DPYD testing and genotype-guided FP dosing reduced severe AEs and hospitaliza-
tions in variant carriers (PMID 38935897), but testing cost remains a barrier to widespread
adoption in the U.S. Herein, we performed a cost analysis of pre-treatment DPYD genotyping.
Methods: Variant carrier rates, hospitalization rates, and AEs were derived retrospectively from
our institutional cohort (n=442) of patients with no observed variant, dose reduced variant
carriers, and standard dose variant carriers (identified reactively) receiving FP primarily for
gastrointestinal cancers. All patients were genotyped and followed for three months for FP-
related AEs and hospitalizations. Hospitalization cost was the weighted average cost of treating
the most expensive AE experienced by the hospitalized patient. Input parameters (Table 1) were
modeled using a decision tree to compare the cost of pre-treatment testing (no variant and dose
reduced variant carriers) to no pre-treatment testing (no variant and standard dose variant
carriers) from a health-system perspective with a three-month time horizon. The model
accounted for hospitalization and genotype test costs only. Results: Pre-treatment testing
resulted in a cost savings of $36.98 per patient compared to no pre-treatment testing (average
per patient cost = $1,655.81 and $1,692.79, respectively). Cost savings increase to $124.39 per
patient if half of those tested have insurance that reimburses the test cost. Additional savings
are expected if costs for outpatient management of AEs and use of uridine triacetate in the
inpatient setting are included in the model. Conclusions: Pre-treatment DPYD genotyping led to
cost savings by reducing AE related hospitalizations among variant carriers. Cancer centers
should adopt pre-treatment DPYD genotyping to reduce severe AEs, hospitalizations, and costs.
Research Sponsor: None.

Model inputs.
Parameter Value Source
No variant population prevalence 94% Institutional cohort
Variant carrier population prevalence 6% Institutional cohort
No variant hospitalization rate 1% Institutional cohort
Dose reduced variant carrier hospitalization rate 25% Institutional cohort
Standard dose variant carrier hospitalization rate 64% Institutional cohort
No variant hospitalization cost $12930.67 HCUP NC Inpatient
Database 2021
Dose reduced variant carrier hospitalization cost $8858 HCUP NC Inpatient
Database 2021
Standard dose variant carrier hospitalization cost $8928.29 HCUP NC Inpatient
Database 2021
Genotype test cost $174.81 CMS clinical laboratory

fee schedule 2023

HCUP; Healthcare Cost and Utilization Project, NC, North Carolina; CMS, Centers for Medicare and
Medicaid Services.
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Predicting immunotherapy response in advanced solid tumors using quantitative
imaging features from CD8 PET/CT exams.

Michael A. Postow, Alfonso Pico Peris, Alejandra Estepa-Fernandez, Aimudena Fuster Matanzo, Ana Jiménez Pastor, Juan Pedro Fernandez, Fuensanta Bellvis Bataller,
Kristin Schmiedehausen, Michael Ferris; Memorial Sloan Kettering Cancer Center, New York, NY; Weill Cornell Medical College, New York, NY; Quantitative Imaging
Biomarkers in Medicine, Quibim, Valencia, Spain; Quantitative Imaging Biomarkers (Quibim), Valencia, Spain; Quantitative Imaging Biomarkers in Medicine, Quibim, Madrid,
Spain; Quibim SL, Valencia, Spain; ImaginAb, Inglewood, CA

Background: CD8-PET/CT imaging with 89Zr crefmirlimab berdoxam (ImaginAb, Inc), which
targets CD8-expressing T-lymphocytes, is being explored as an imaging tool to predict re-
sponses and monitor immune checkpoint inhibitors (ICI) in patients with advanced solid
malignancies. Here we explore how quantitative imaging features from CD8 PET/CT may
predict ICI responses. Methods: We studied quantitative imaging features (PET parameters
and radiomics) in 45 patients from the ImaginAb IAB-CD8-201 phase II trial (NCT03802123).
Tumoral lesions, peritumoral ring (ring shaped margin extending 0.5 cm inwards and outwards
from the segmented tumor surface), healthy tissue, benign and pathological lymph nodes were
segmented from baseline and first on-treatment (4-6 weeks after standard of care treatment
including ICI blockade). Imaging features from CD8-PET/CT scans were extracted. Predictive
models for best overall response (BOR) according to RECIST 1.1 were developed. Models’
performance was evaluated by the ability to distinguish responders (complete or partial re-
sponse, n = 13) from non-responders (stable or progressive disease, n = 32). A survival random
forest analysis was also conducted to estimate time to BOR. Results: Significantly greater delta
values were identified in the tumor and peritumoral ring compared to healthy tissues, suggest-
ing the tumor and peritumoral ring may reveal early treatment-induced changes important for
predicting response. Eighteen predictive models were developed, with models using imaging
features from the peritumoral ring showing comparable performance to those using features
from lesions and pathological lymph nodes. The simplest BOR predictive model, which yielded
the highest performance, used delta values extracted from the peritumoral ring (AUCs = 0.895,
sensitivity = 0.900, specificity = 0.615). The inclusion of clinical variables (including age, sex,
body mass index, cancer type, received treatments, number of lines of received treatment,
white blood cell count) did not significantly enhance model accuracy, emphasizing the ro-
bustness of the imaging data alone. A final model integrating key imaging features from
multiple regions successfully predicted time to BOR with a C-index, a generalizable AUC that
considers censored data, of 0.86. Conclusions: This study highlights the potential of quanti-
tative imaging analysis of CD8-PET/CT scans as a tool for predicting responses to cancer
immunotherapy. Results suggest the effectiveness of delta imaging features from the peritu-
moral ring as a potential indicator of patient’s ability to respond to ICI treatment, simplifying
the analysis without sacrificing accuracy. Further validation in trials with more homogeneous
populations and treatment regimens (eg. NCT05013099) is warranted, with the potential to
advance personalized cancer care. Research Sponsor: ImagingAb.
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Interim safety and efficacy data of [>'?Pb]JVMTO1 in MC1R expressing melanoma.

Zachary Scott Morris, Richard L. Wahl, Matthew Stephen Block, Samuel H. Mehr, Lucia Baratto, lan Marsh, Haley Tomash, Wenjing Yang, Stephen Michael Keefe,
Markus Puhlmann, Yusuf Menda; University of Wisconsin School of Medicine and Public Health, Madison, WI; Mallinckrodt Institute of Radiology, Washington University
School of Medicine, St. Louis, MO; Department of Oncology, Mayo Clinic, Rochester, MN; Nebraska Cancer Specialists, Omaha, NE; Perspective Therapeutics, Inc., Seattle,
WA; University of lowa, lowa City, 1A

Background: Immune checkpoint inhibitors (ICI) are effective in melanoma, but many patients
experience progression on or after approved ICI +/- MAPK inhibitor therapy. Melanocortin-1
receptor (MC1R) is a novel target for radiopharmaceutical therapy (RPT) and is highly expressed
on melanoma tumor cells. VMT01 is an MC1R-targeted RPT that can be radiolabeled with either
293pb (patient selection and dosimetry assessments) or >*2Pb (alpha particle therapy). Here, we
present data on the first in-human evaluation of [*°3Pb/***Pb]VMTo1 in patients with meta-
static melanoma. FDA granted Fast Track Designation to the product on the bases of preclinical
experiments combining [**?Pb]JVMTo1 with immunotherapy. Methods: This is a first-in-
human dose-finding study to determine the safety, pharmacokinetics, dosimetry and pre-
liminary efficacy of [***PbJVMT01 in subjects with MC1R-positive metastatic melanoma who
progressed on at least 1approved first-line therapy (NCT05655312). Phase 1 of the trial includes
escalating dose cohorts. The first two cohorts incorporate dosimetry evaluations (reported
separately) with the imaging surrogate [>*°>Pb]VMTo1 prior to receiving up to 3 treatment cycles
of [*?Pb]JVMTo1 therapy (injected activity of 111 MBq (3 mCi) or 185 MBq (5 mCi) for Cohort 1and
2, respectively). Participants are evaluated for any DLT for the first 6 weeks after cycle one.
Efficacy is assessed by RECIST 1.1 criteria by the investigator. Following the start of the study the
anticipated combination arm with nivolumab was opened as an amendment. Results: Cohort 1
(DCO 04Sep24) was completed with 3 enrolled participants who received 3 treatment cycles
without any DLTs or SAEs. Cohort 1 participants showed prolonged stabilization of disease from
start of treatment (mean: 11.1 months); one participant developed a confirmed objective re-
sponse (PR) after completion of all three [>?Pb]JVMT01 administrations and is still on trial after
13.1 months from start of treatment. Cohort 2 has completed with 7 enrolled participants. No
DLTs or related SAEs have been observed. All participants in this Cohort progressed after either
the first cycle (3 participants) or the second cycle (4 participants).Based on these preliminary
results showing anti-tumor effect at the lower dose, additional cohorts for both monotherapy
and in combination with nivolumab were introduced at a de-escalated dose of 55.5 MBq (1.5
mCi). Both cohorts are now open for enrollment. Updated safety and efficacy data will be
analyzed and presented at ASCO. Conclusions: At 111 MBq and 185 MBq activity levels, [***Pb]
VMTo1 was safe and well-tolerated. An objective response and prolonged stabilization of
disease were observed at the 111 MBq activity level while no effect was seen at 185 MBq. The
study will continue to explore potentially immunostimulating lower doses of administered
activity of [**PbJVMTo1 either as a monotherapy or in combination with nivolumab. Clinical
trial information: NCT05655312. Research Sponsor: Perspective Therapeutics.


http://www.clinicaltrials.gov/ct2/show/NCT05655312
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SPYKO04, a novel RAF-MEK molecular glue: Dose escalation (DE) in first-in-human
study for MAPK pathway-altered solid tumors.

Sarina A. Piha-Paul, Noboru Yamamoto, Yasutoshi Kuboki, Howard Safran, Ifode Ajari, Saki Takahashi, Mayuko Sekiya, Ryo Sawamoto, Hiroko Ueki, Satoe Kawakami;
Department of Investigational Cancer Therapeutics, The University of Texas MD Anderson Cancer Center, Houston, TX; National Cancer Center Hospital, Tokyo, Japan;
Department of Experimental Therapeutics, National Cancer Center Hospital East, Kashiwa, Japan; Lifespan Cancer Institute, Rhode Island Hospital, Providence, RI; Chugai
Pharmaceutical Co., Ltd., Berkeley Heights, NJ; Chugai Pharmaceutical Co., Ltd., Chuo-Ku, Japan; Chugai Pharmaceutical Co., Ltd. (Roche Group), Tokyo, Japan

Background: SPYK04 is a novel MEK1/2 inhibitor designed to enhance RAF-MEK binding and
potentially inhibit feedback activation of MEK1/2. This approach was developed to address the
limited efficacy of conventional MEK inhibitors in RAS-mutated cancers, which is thought to be
due to feedback activation of the MAPK pathway. Methods: This first-in human study of
SPYKo4 is conducted in the US and Japan (NCT04511845). Patients with locally advanced or
metastatic solid tumors harboring MAPK pathway alterations were eligible in its DE part. The
primary endpoints included assessment of pharmacokinetics, adverse events (AEs) and dose-
limiting toxicities (DLTs); the secondary endpoint was objective response rate (ORR). SPYK04
was administered orally once daily in continuous 28-day cycles. Results: A total of 23 patients
were enrolled in DE. SPYK04 was evaluated at doses ranging from 0.1 to 1.3 mg/day. An
accelerated titration design was employed for doses of 0.1, 0.2, and 0.4 mg/day, followed
by a transition to a 3+3 design starting from 0.8 mg/day. Over the dose range of 0.1to 1.3 mg/day,
systemic exposure demonstrated a dose-dependent increase. Grade 3 or higher treatment-
related adverse events (TRAEs) were observed in 30.4% of patients. TRAEs observed in >= 20%
of patients were: dermatitis acneiform and blood creatinine phosphokinase increased (60.9%
each); AST increased (30.4%); nausea and stomatitis (26.1%, each). DLTs were observed in one
patient each at dose levels of 0.8, 1.0 and 1.3 mg/day. All DLTs were due to receiving <75% of the
planned dose. A decision was made to not escalate beyond 1.3 mg/day. The ORR was 8.7% (n = 2
of 23), with both partial responses (PRs) occurring amongst the 5 enrolled ovarian cancer
patients. The disease control rate (DCR; PR+SD) was 52.2% (n = 12 of 23). Conclusions: SPYK04
was tolerated at doses up to 1.3 mg/day in patients with advanced solid tumors. PRs were
observed in two patients with ovarian cancer. Further evaluation of safety and efficacy will occur
in the expansion part of this study. Clinical trial information: NCT04511845. Research Sponsor:
Chugai Pharmaceutical Co., Ltd. (Contact Person: Satoe Kawakami, email: kawakamiste@
chugai-pharm.co.jp).

SPYK04 dose, mg/day 0.1 0.2 0.4 0.8 1 1.3
Patients, n 1 1 1 8 6 6
Safety, n (%)

TRAE 0 1(100.0) 1(100.0) 8(100.0) 6(100.0) 6 (100.0)
Grade 3 or higher TRAE 0 0 0 1(25) 4(66.7) 2 (33.3)
TRAE leading to discontinuation of 0 0 0 0 1(6.7) 0

study treatment
Confirmed best response, n (%)
Responders
Partial Response
Stable Disease

0 10125  1(16.7) 0
0 10125  1(6.7) 0
1(100.0) 2(25.0) 3(50.0) 4 (66.7)

ooo
ooo



http://www.clinicaltrials.gov/ct2/show/NCT04511845
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Zanzalintinib (zanza) + nivolumab (nivo) * relatlimab (rela) in patients (pts) with
advanced solid tumors: Results from two dose-escalation cohorts of the phase 1b
STELLAR 002 study.

Benjamin Garmezy, Bert O'Neil, Neil J. Shah, Aung Bajaj, Bradley Alexander McGregor, Joel Michalski, Neal D. Shore, Luke Nordquist, Mohan Liu, Xinyu Wang, Sarah Chau,
Anees Dauki, Lana Andrianova, Jad Chahoud; Sarah Cannon Research Institute, Nashville, TN; Community Health Network, Indianapolis, IN; Memorial Sloan Kettering
Cancer Center, New York, NY; University of Arizona Medical Center, Tucson, AZ; Dana-Farber Cancer Institute, Boston, MA; Nebraska Cancer Specialists, Omaha, NE;
Carolina Urologic Research Center, Myrtle Beach, SC; XCancer/GU Research Network-Urology Cancer Center, Omaha, NE; Bristol Myers Squibb, Lawrence, NJ; Exelixis, Inc.,
Alameda, CA; Moffitt Cancer Center, Tampa Bay, FL

Background: Zanza (XL092) is a novel, multi-targeted tyrosine kinase inhibitor (TKI) that
inhibits VEGFR, MET, and TAM kinases. In tumor models, zanza showed antitumor activity
alone and in combination with an anti-PD-1 immune checkpoint inhibitor (ICI). The addition
of a VEGFR-TKI to ICI combinations of anti-PD-1 + anti-LAG-3 may enhance clinical activity.
STELLAR-002 (NCT05176483) is a phase 1b, open-label, dose escalation and expansion study
evaluating the safety and efficacy of zanza as monotherapy and in combination with ICIs in pts
with advanced solid tumors. Data from dose escalation cohorts treated with zanza + nivo and
zanza + nivo/rela are presented. Methods: Adults with advanced/metastatic solid tumors were
enrolled. Starting doses were zanza 100 mg po qd + nivo 360 mg IV q3w (zanza + nivo cohort),
and zanza 60 mg po qd + nivo/rela 480/480 mg IV q4w (zanza + nivo/rela cohort). Pts were
enrolled in a rolling six design. Sparse pharmacokinetic (PK) samples were collected. The
primary endpoint was safety. Exploratory endpoints included investigator-assessed ORR per
RECIST 1.1 and PK. Results: Among 19 pts in the zanza 100 mg + nivo cohort, the most common
tumor types were prostate cancer (26%) and colorectal cancer (26%). Median number of prior
therapies was 6 (range: 2—16). No dose-limiting toxicities (DLTs) were observed in the first 11
DLT-evaluable pts; zanza 100 mg is the recommended dose (RD). The most common
treatment-emergent adverse events (TEAEs) were fatigue (68%) and diarrhea (58%). The
most common grade (G) 3/4 TEAEs were fatigue (26%) and hypertension (16%). Palmar-
plantar erythrodysesthesia (PPE) occurred in 11% of pts (all G1/2). No responses were observed;
the disease control rate (DCR: CR+PR+SD) was 42%. In the zanza + nivo/rela cohort, 24 pts
received zanza 60 mg + nivo/rela and 25 pts received zanza 100 mg + nivo/rela. One DLT was
observed in the first 6 DLT-evaluable pts at zanza 60 mg (G3 ALT increase) and none in the first
5 DLT-evaluable pts at zanza 100 mg. Zanza 100 mg is the RD with nivo/rela. In zanza 100 mg-
treated pts, the most common tumor type was renal cell carcinoma (RCC; 56%). Median number
of prior therapies was 4 (range: 0—15). The most common TEAEs were diarrhea (68%) and
fatigue (56%). The most common G3/4 TEAE was fatigue (20%). PPE occurred in 28% (4% G3/
4). ORR was 28% and DCR was 80%; these rates were 36% and 86% in pts with RCC (n = 14).
Plasma zanza concentrations 2 hrs after the first dose (Cpax, mean + SD) were 595 + 353 and
838 = 689 ng/mL for the 60-mg and 100-mg dose levels, respectively. Conclusions: The
tolerability of zanza + nivo and zanza + nivo/rela was manageable and consistent with each
monotherapy agent. Preliminary safety, PK, and response data support selection of the 100-mg
zanza dose in combination with nivo or nivo/rela for further investigation. Expansion cohorts
are ongoing in various tumor types. Clinical trial information: NCT05176483. Research Sponsor:
Exelixis, Inc.


http://www.clinicaltrials.gov/ct2/show/NCT05176483
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Phase Il dose optimization update with EZH2/EZH1 inhibitor tulmimetostat in
patients with ARID1A-mutated ovarian clear cell carcinoma or endometrial
carcinoma.

Linda R. Duska, Kalyan Banda, Ana Oaknin, Vincent Ribrag, Antonio Gonzalez Martin, Nehal J. Lakhani, Jung-Yun Lee, Alok Tewari, Susana N. Banerjee,

Maria-Pilar Barretina-Ginesta, Valentina Boni, Mehdi Brahmi, Lauriane Eberst, Jae Hoon Kim, Nicoletta Colombo, Domenica Lorusso, Nicola Faulhaber, Lennart Kann,
Anjali Thakur, Charles Drescher; University of Virginia Health System, Charlottesville, VA; Fred Hutchinson Cancer Center, Seattle, WA; Medical Oncology Service, Vall
d'Hebron Institute of Oncology, Vall d'Hebron Barcelona Hospital Campus, Barcelona, Spain; Gustave Roussy, DITEP (Institut de Cancerologie Gustave-Roussy), Villejuif,
France; Cancer Center Clinica Universidad de Navarra, Madrid, Spain; START Midwest, Grand Rapids, MI; Yonsei Cancer Center and Severance Hospital, Yonsei University
College of Medicine, Seoul, South Korea; Dana-Farber Cancer Institute, Boston, MA; Royal Marsden NHS Foundation Trust and Institute of Cancer Research, London, United
Kingdom; Medical Oncology Dpt Insititut Catala d’Oncologia, IDIBGI-CERCA, Girona, Spain; NEXT Oncology Madrid, University Hospital Quironsalud, Madrid, Spain; Centre
Léon Bérard, Lyon, France; Strasbourg Europe Institut of Cancerology, Strasbourg, France; Gangnam Severance Hospital, Yonsei University, Seoul, South Korea; European
Institute of Oncology, IRCCS, Milan, Italy; Humanitas University, Pieve Emanuele, Humanitas San Pio X, Milan, Italy; MorphoSys GmbH, Planegg, Germany; Swedish Cancer
Institute, Seattle, WA

Background: EZH2 inhibition antitumor activity occurs through various mechanistic pathways
in multiple tumor types, including via synthetic lethality in advanced ARID1A-mutated ovarian
clear cell carcinoma (OCCC) and endometrial carcinoma (EC). Oral, next-generation, dual
EZH2/EZH1 inhibitor tulmimetostat is in Phase II evaluation in multiple disease cohorts
(NCT04104776; Oaknin et al. ASCO 2024, ESMO 2024). We report updated efficacy and safety
data from the ARID1A-mutated OCCC/EC cohorts, including dose optimization and expansion
arms. Methods: Phase II Stage 1 evaluated tulmimetostat 350 mg once daily (QD). Stage 2 dose-
optimization design randomizes further patients with OCCC (M2) or EC (M3) to 200 mg or
300 mg tulmimetostat QD in Stage 2a, with an efficacy gateway for each arm to open Stage 2b.
Primary endpoint is objective response rate (complete response [CR] + partial response [PR]),
and secondary objectives include safety. Results: As of October 15, 2024, enrollment into the
M2/M3 200 mg, 300 mg, and 350 mg arms included 20/10, 21/21 and 14/11 patients, respectively.
A total of 56.4% M2 and 61.9% M3 patients received =3 prior lines of therapy. Most responses
were seen in the M2 200 mg arm and in the M3 350 mg arm (n=4 each; Table). The safety profile
across arms was consistent with the EZH1/2 drug class. In M2/M3 cohorts, treatment-emergent
adverse events (TEAEs) leading to dose modifications were reported in 55.0%/60.0%, 71.4%/
85.7%, and 92.9%/90.9% of patients at 200 mg, 300 mg, and 350 mg, respectively. TEAEs
leading to treatment discontinuation were reported in 5.0%/20.0%, 4.8%/4.8%, and 14.3%)/
9.1%, respectively. Serious TEAESs considered at least possibly related (TRAESs) to tulmimetostat
treatment were reported in 5.0%/0%, 9.5%/14.3%, and 21.4%/27.3%, respectively. Grade =3
TRAEs were mainly hematologic (Table); no TRAEs leading to death were reported.
Conclusions: Tulmimetostat showed an improved and acceptable safety profile in OCCC and
EC at 200 mg and 300 mg doses (versus 350 mg) with promising antitumor activity, supporting
further clinical investigation. Clinical trial information: NCT04104776. Research Sponsor:
MorphoSys GmbH.

Best confirmed responses and most common grade >3 related TEAEs.

Cohort M2: OCCC M3: EC
Dose, mg 200 300 350 200 300 350
Efficacy evaluable*, N 20 20 14 10 15 11
Best confirmed CR 0 0 0 0 1 0
response’, n PR 4 2 1 0 1 4
Stable disease 10 10 7 8 5 2
Progressive disease 5 7 6 1 7 4
No post-baseline response assessment 1 1 0 1 1 1
Safety evaluable, N 20 21 14 10 21 11
Grade >3 related Thrombocytopenia 1(5) 34 4(29) 0 4(19) 2(8)
TEAEsY, n (%)
Anemia 3(15 0 7(0) 0 5(24) 1(9)
Neutropenia 0 0 204 o0 0 4(36)
Diarrhea 0 409 o0 0 0 2(8)

Data cut off: October 15, 2024.

*Patients who received =1 dose, had =1 post-baseline response assessment, or discontinued treatment
prior to first post-baseline assessment for any reason.

TRECIST 1.1.

#>10% in any M2/M3 arm.


http://www.clinicaltrials.gov/ct2/show/NCT04104776
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OMX-0407: A novel spectrum-selective small molecule kinase inhibitor in
advanced/metastatic solid tumors.

Valentina Boni, Victor Moreno, Emiliano Calvo, Omar Saavedra, Jean-Pascal H. Machiels, Juan Martin-Liberal, Nadia Hindi, Irene Carrasco-Garcia, Javier Martinez-Trufero,
llona-Petra Maser, Marisa Stebegg-Wagner, Hannes Loferer, Tiantom Jarutat, Jean-Yves Blay, Claudia Valverde; NEXT Madrid Universitary Hospital Quironsalud Madrid,
Pozuelo De Alarcon, Spain; START-Madrid-FJD, Hospital Fundacion Jiménez Diaz, Madrid, Spain; START Madrid-CIOCC, Centro Integral Oncoldgico Clara Campal, Madrid,
Spain; New Experimental Therapeutics (NEXT), Hospital Universitario Quirénsalud, Barcelona, Spain; Cliniques Universitaires Saint-Luc, Brussels, Belgium; Catalan
Institute of Oncology (ICO), L'hospitalet De Llobregat, Spain; Fundacion Jimenez Diaz University Hospital, Madrid, Spain; University Hospital General de Villalba, Madrid,
Spain; Instituto de Investigacion Sanitaria Fundacion Jimenez Diaz (1IS/FJD; UAM), Madrid, Spain; Hospital Universitario Virgen del Rocio, Seville, Spain; Hospital
Universitario Miguel Servet, Zaragoza, Spain; iOmx Therapeutics AG, Planegg, Germany; Centre Léon Bérard, Lyon, France; Medical Oncology Department, Vall d'Hebron
University Hospital, Vall d’Hebron Institute of Oncology (VHIO), Barcelona, Spain

Background: OMX-0407 is an orally available spectrum-selective kinase inhibitor that targets
key oncology-relevant tyrosine kinases and salt-inducible kinases and is being developed as a
first-in-class treatment for solid tumor indications. Preclinical investigations indicate a dual
mode of action by sensitizing tumor cells to immune cell induced apoptotic cell death as well as
direct inhibition of tumor growth promoting kinases. Methods: This is a phase Ia/Ib dose
escalation and expansion study of OMX-0407 (NCT05826600). Eligible patients for the phase Ia
dose escalation part had advanced solid tumors and exhausted available therapies. Results: As
of the 30™ of October 2024, 24 patients have been treated at dose levels 10 through 140 mg p. o.
BID and the phase Ia part has been completed. Solid tumor histologies included melanoma,
non-small cell lung cancer, sarcoma and colorectal cancer. OMX-0407 was generally well
tolerated, adverse reactions were mainly gastrointestinal. Two dose limiting toxicities were
observed: One case of facial swelling secondary to drug allergy at the 90 mg BID dose, and one
case of fatigue at the 140 mg BID dose. One durable complete response in a patient with
cutaneous angiosarcoma secondary to radiotherapy, resistant to two prior lines of chemo-
therapy treatment, was observed at 30 mg BID which is ongoing at 16 months (at the time of
data cutoff). Pharmacodynamic analyses demonstrated phosphorylation inhibition of target
kinases. A recommended phase II dose of 100 mg BID was identified. Conclusions: OMX-0407
has been well tolerated at pharmacologically and therapeutically active dose levels. One very
durable response has been observed in an angiosarcoma patient at alow dose level. The phase Ib
expansion part at the recommended phase II dose is currently recruiting patients with angio-
sarcoma and clear cell renal cell carcinoma. Clinical trial information: NCT05826600. Research
Sponsor: i0mx Therapeutics AG.


http://www.clinicaltrials.gov/ct2/show/NCT05826600
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Al molecular search engine paired with RNA sequencing analysis to develop potent
and selective VEGFR-3 inhibitors.

Maxim Sorokin, Simon Steshin, Vladislav Vinogradov, Kong Nguyen, Ivan Izmailov, Andrew Garazha, Andrey Doronichev; OmicsWay Corp., San Mateo, CA; Optic, Inc., San
Francisco, CA; ORIC, South San Francisco, CA; OmicsWay Corp., Covina, CA

Background: Tumor angiogenesis (TA) is driven by several VEGF factors and corresponding
receptors (VEGFERs). Targeting TA inhibits tumor growth, however there are no selective small
molecule TA inhibitors on the market yet. Here we report development of a selective VEGFR-3
inhibitor with potential anti-tumor activity in multiple cancers. Methods: The Bioptic virtual
screening pipeline employs two models. The first is a SMILES-based LLM fine-tuned on
binding affinity data of contrastive molecular pairs. The screening was performed on the
ultra-large 40-billion-compound virtual library Enamine REAL. For selectivity, the top-
ranked molecules were re-scored using a secondary model, a GNN specifically designed for
this task and trained to differentiate activity across similar kinases. The Oncobox algorithm was
used to select cancer types with the highest sensitivity to VEGFR1-3 inhibitors based on
VEGF(R)s expression and TA pathways activation. It was applied to RNA-seq profiles from
TCGA (11428 profiles from 33 primary sites) and the internal relevant RWD cohort (1056 profiles
from 89 cancer types). Results: Compounds with IC50 < 10 pM in Eurofins VEGFRs Kinase-
Profiler were considered active. Among 110 tested compounds, 1 was active against VEGFR-1,1 -
against VEGFR-2, and 4 - against VEGFR-3. One compound was active against all VEGFRs, and 3
- against a single VEGFR. One VEGFR-3 active showed > 45-fold selectivity against both
VEGFR1 & 2, while no compound was specific to VEGFR-1 or VEGFR-2. All 3 selective VEGFR-3
inhibitors showed minimal activities ( < 50% at 10 pM) against the 12 off-target kinases
including B-Raf, c-Raf, c-Kit, FGFR1, FGFR2, FGFR3, FGFR4, Flt3, Met, PDGFR-a, PDGFR-b,
Ret. In order to select cancer types for further pre-clinical validation, Oncobox algorithm was
used to simulate predicted efficiency of a VEGFR-3 inhibitor in multiple cancer types from TCGA
and internal RWD cohort. The highest response rate is expected for papillary thyroid cancer,
followed by clear-cell renal, pancreatic, ovarian cancers, and sarcomas. A selective VEGFR-3
inhibitor may be beneficial when compared to already developed pan-VEGFR inhibitors due to
lower toxicity. Finally, identification of potential responders to selective anti-VEGFR-3 therapy
via RNA-seq analysis may enable patient enrichment in further clinical trials and development
of a companion diagnostic for the drug. Conclusions: Our results suggest that Bioptic’s
molecular search engine significantly enhances identification of potent and selective inhibitors
for a specific target, and, paired with the Oncobox algorithm, may facilitate development of
novel anti-cancer drugs. Research Sponsor: None.
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Efficacy and safety of alectinib in pediatric and adult patients with ALK altered
advanced solid tumors: Results from the TACKLE phase Il trial, a MASTER KEY
substudy (NCCH1712/MKO003).

Hitomi Sumiyoshi Okuma, Ayumu Arakawa, Akihiro Hirakawa, Shinji Kohsaka, Tomozo Yamada, Kenta Anjo, Kazumi Kurishita, Kenichi Nakamura, Shigemi Matsumoto,
Kenji Tsuchihashi, Ichiro Kinoshita, Kan Yonemori, Yasushi Goto; Department of International Clinical Development, National Cancer Center Hospital, Tokyo, Japan;
Department of Pediatric Oncology, National Cancer Center Hospital, Tokyo, Japan; Department of Clinical Biostatistics, Graduate School of Medical and Dental Sciences,
Tokyo Medical and Dental University, Tokyo, Japan; Division of Cellular Signaling, National Cancer Center Research Institute, Tokyo, Japan; National Cancer Center
Hospital, Tokyo, Japan; Clinical Research Support Office, National Cancer Center Hospital, Tokyo, Japan; Kyoto University Hospital, Kyoto-Shi, Japan; Department of
Hematology, Oncology, and Cardiovascular Medicine, Kyushu University Hospital, Fukuoka, Japan; Department of Medical Oncology, Hokkaido University Hospital,
Sapporo, Japan; Department of Medical Oncology, National Cancer Center Hospital, Tokyo, Japan; Thoracic Oncology Department, National Cancer Center Hospital, Tokyo,
Japan

Background: Alectinib is an orally administered tyrosine kinase inhibitor that targets ana-
plastic lymphoma kinase (ALK) and is approved in ALK-positive non-small cell lung cancers
and anaplastic large cell lyphomas in Japan. Beyond these, there is a rare population carrying
the same ALK alteration regardless of cancer type, often referred to as “ALKomas”. Treatment
options are limited for these ALK altered solid tumors. Methods: This open-label phase II study
evaluated alectinib for ALK altered locally advanced or metastatic cancer. Patients received
alectinib as either a capsule or a suspension. Primary endpoint was central-assessed confirmed
objective response rate (ORR) according to RECIST v1.1. A Bayesian approach was used to
evaluate eligible patients in the main cohort, which were patients able to ingest capsules.
Expected ORR was set at 40% and a threshold at 10%. Secondary endpoints included safety,
disease control rate (DCR), progression-free survival (PFS), and overall survival (0S). Results:
26 patients, aged from 8 months to 78 years, across 11 tumor types received treatment. The
most common tumor type was soft tissue sarcoma (STS) (n = 11) followed by embryonal
neoplasm (n = 5). Alterations included fusion/rearrangements (n = 19), mutations (n = 5),
and amplifications (n = 2). The median follow-up was 15.0 months. In the evaluable patients of
the main cohort (n = 16), the central-assessed ORR was 43.8% (95% CI, 19.8 to 70.1), meeting
the decision criteria of the Bayesian design for the primary endpoint. For the entire evaluable
patients (n = 24), the central-assessed ORR was 54.2% (32.8 to 74.4), the DCR was 70.8% (48.9
to 87.4); the median PFS was 24.9 months (3.9 to not estimable); and the median OS was
38.8 months (13.9 to not estimable). In patients with ALK fusions/rearrangements (n = 17), the
ORR was 76.5 % (50.1t0 93.2), DCR 82.4% (56.6 to 96.2) and the median PFS and OS were both
not reached. All patients with inflammatory myofibroblastic tumor showed a response (ORR
100%, n = 8/8). In pediatric patients aged 15 and under (n = 11), the ORR was 63.6% (30.8 t0 89.1)
with a DCR of 100.0% (71.5 to 100.0). Although no responses were observed in the patients with
ALK mutations or amplifications, a clinically meaningful stable disease was observed in 3 of 5
ALK mutated patients. Grade =3 drug-related adverse events were observed in 15.4% (n = 4)
among all treated patients (n = 26), with no drug related deaths. Conclusions: Our study showed
that patients with ALK alterations treated with alectinib achieved sustained clinical benefit,
meaningful survival outcomes, and safety consistent with previous data. Greatest benefit was
observed for the ALK fusion population including pediatric patients. These data support the
potential role of alectinib as a tumor-agnostic therapy for both pediatric and adult patients with
ALK altered solid tumors. Clinical trial information: jRCT2091220364. Research Sponsor: None.
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Phase 1 study of TT-00973-MS, a highly selective and potent AXL inhibitor, in
patients with advanced solid tumors.

Bo Yang, Huan Zhou, Haiyan Yang, Zhengzheng Chen, Caixia Sun, Shumao Ni, Peng Peng, Zejuan Sheng, Xu Du, Jia Wang, Ping Wang, Hongchan Zhang, Min Liao,
Zhenjiu Gou, Fulan Wei, Jean Fan, Jing Wang; The First Affiliated Hospital of Bengbu Medical University, Bengbu, China; Hunan Cancer Hospital, The Affiliated Cancer
Hospital of Xiangya School of Medicine, Central South University, Changsha, China; The First Affiliated Hospital of USTC, University of Science and Technology of China,
Hefei, China; TransThera Sciences (Nanjing), Inc., Nanjing, China; TransThera Sciences (US), Inc., Gaithersburg, MD

Background: AXL is amember of the TAM family activated by the high-affinity ligand Gas6. The
Gas6/AXL signaling pathway plays a critical role in drug resistance, tumor proliferation,
metastasis, invasion, epithelial-mesenchymal transition and immune regulation, implicating
AXL as an important target in cancer treatment. TT-00973-MS is a highly selective and potent
AXL inhibitor which exhibited significant anti-tumor activities in both SK-OV-3 and H1299
derived CDX model with AXL over-expression. Here is first time to present the first-in-human
study of TT-00973-MS. Methods: Dose escalation is performed using“3+3”design. Adverse
events (AE) are evaluated per CTCAE v5.0 criteria. Tumor responses are evaluated per RECIST
1.1. Pts receive TT-00973-MS once daily continuously for 28-day cycles. The primary endpoint
isto evaluate dose limiting toxicity (DLT) and identify the maximum tolerated dose (MTD) and/
or recommended phase II dose (RP2D). Results: As of the data cut-off date on December 24,
2024, 18 pts have received TT-00973-MS treatment in 2 mg (n = 1), 5 mg (n = 3), 10 mg (n = 3),
17 mg (n = 7), 25 mg (n = 4) at QD dose levels. Median age was 56.5 (37-69), 8 (44.4%) were
males, all had ECOG PS =1. 66.6% of pts had Stage III/IV disease. 50% had =3 prior lines of
systemic therapies. 66.7% had prior immunotherapies. One DLT was observed in a subject at
17 mg QD dose level (Grade 3 peripheral motor nerve disorder). The MTD was not reached.
Treatment-related AEs (TRAEs) were reported in all pts, grade 3 in 6 (33.3%), and no grade 4 or
5. The most common TRAE (=30%) included increased blood lactate dehydrogenase (83.3%),
increased aspartate aminotransferase (72.2%), increased alanine aminotransferase (66.7%),
hypercholesterolaemia (55.6%), hypoalbuminaemia (38.9%), hypertriglyceridemia (33.3%)
and proteinuria (33.3%). Fourteen pts were efficacy evaluable. Two confirmed partial remission
(PR) were achieved in pts with renal pelvis cancer (n = 1) and ovarian cancer (n = 1). TT-00973-
MS is slowly eliminated from body, with a half-life of about 55 h. After multiple dosing (QD),
steady state was reached within 15 days, and the mean accumulation factor of AUC,_,,, was
approximately 6. Preliminary PK analysis showed a linear increase on exposure. Plasma levels of
soluble AXL (sAXL) increased to approximately 1.7 times (range: 0.9~2.8) the baseline levels at
C1D28. Conclusions: The preliminary findings from this phase I study demonstratedthat the
AXL inhibitor TT-00973-MS monotherapy exhibits a well-tolerable safety profile, promising
pharmacodynamic activity, with early signs of efficacy in pts with heavily pre-treated advanced
solid tumors. Further studies are warranted to comprehensively evaluate the efficacy and safety
of TT-00973-MS in large patient populations and specific tumor types. Clinical trial infor-
mation: NCT05673538. Research Sponsor: None.


http://www.clinicaltrials.gov/ct2/show/NCT05673538
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A phase 1 dose escalation study of LNP7457 (PRMT5 inhibitor) in patients with
advanced or metastatic solid tumors.

Shashank Deoghare, Rajender Kamboj, Chirag Shah, Ruchika Irene Dillu, Neelam Kardekar, Shraddha Ekhatpurkar, Prashant Bajpai; Lupin Limited, Pune, India; Lupin, Inc.,
Naples, FL

Background: Protein arginine transferase 5 (PRMT5) overexpression plays an important role in
pathogenesis of several cancers. LNP7457 is an investigational, orally active, highly potent, S-
adenosylmethionine (SAM) competitive PRMT5 inhibitor with wider therapeutic window
compared to other investigational PRMT5 inhibitors. Here, we report results of dose escalation
(DE) and food-effect (FE) sub-studies of LNP7457 from a Phase 1 study in patients with
advanced or metastatic solid tumors. Methods: This is first-in-human, multicenter, open-
label study in patients with advanced or metastatic solid tumors with failed prior standard
therapies or for whom no standard therapy exists. DE followed initial modified acceleration
followed by 3+3 design. LNP7457 was administered orally in 21-day cycles [first 16 days (on-
period) and last 5 days (off-period)] at escalating doses (1 to 4mg QD). Primary objective was to
determine maximum tolerated dose (MTD) assessed by dose-limiting toxicities (DLT) in cycle
1; secondary objectives included safety, pharmacokinetics, pharmacodynamics and preliminary
antitumor activity measured by RECIST v1.1. FE study was conducted as a single-dose cross over
study at MTD to assess impact of food on PK of LNP7457. Results: 17 patients (9 male & 8
females) in DE received LNP745 at doses of img (n = 1), 2mg (n = 8), 4mg (n = 2), 1.5mg (n = 6);
median age 51.0 (range 23 - 76) years;Diagnosis included head and neck cancer (n = 9), cervix
cancer (n = 2), breast cancer (n = 1), ovarian cancer (n = 1), pancreatic cancer (n = 1), gall bladder
cancer (n = 1), prostate cancer (n = 1) and uterine cancer (n = 1). Sixteen patients discontinued
treatment; progressive disease (n = 8); consent withdrawal (n = 4); AE (N = 2); death (n = 1) and
lost to follow up (n = 1). One patient is ongoing at data cut-off of 31-Oct-2024. A total of 16
(94.1%) patients had at least 1 treatment emergent adverse event (TEAE). The majority of TEAEs
were unrelated to LNP7457 (76.4%). Anemia (47.1%) and thrombocytopenia (23.5%) were the
most common TEAEs. A total of 6 (35.3%) patients had serious TEAEs, thrombocytopenia
(11.8%) being the most common serious TEAE. One patient in 4mg cohort had DLT of
thrombocytopenia during cycle 1. None of the patients in 2mg cohort had DLT in cycle 1, hence
2 mg was determined as MTD. After single and multiple dosing in DE study, peak plasma
concentrations of LNP7457 were observed between 2-4 hrs. A single-dose cross over FE study
(n = 6) at 2mg dose showed no impact of food on PK of LNP7457. Target engagement based on
reduction in plasma SDMA levels was observed at all dose levels in DE study. Preliminary
efficacy in the form of stable disease was observed in 8 (66.7%) patients across 8 different
tumor types. Conclusions: LNP7457 was well tolerated with desirable safety, PK/PD and
preliminary efficacy profile. Clinical trial information: CTRI/2023/07/054753. Research Spon-
sor: Lupin Limited, India.
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An open-label phase 1 dose-escalation and dose-expansion trial to evaluate the
safety, tolerability, and efficacy of TQ-B3234 in adults with neurofibromatosis type
1 (NF1).

Jun Liu, Qingfeng Li, Zhichao Wang, Jingxuan Huang, Weigin Tang, Wei Wang, Yihui Gu, Chengjiang Wei, Jian Jin, Jianxia Meng, Shijie Zhong, Xungiang Wang, Wenwen Hu,
Bin Hu, Xiaojing Wan; Neurofibromatosis Type 1 Center and Laboratory for Neurofibromatosis Type 1 Research, Shanghai Ninth People’s Hospital, Shanghai Jiao Tong
University School of Medicine, Shanghai, China; Department of Imaging, Shanghai Ninth People’s Hospital affiliated to Shanghai JiaoTong University School of Medicine,
Shanghai, China; Department of Plastic and Reconstructive Surgery, Shanghai Ninth People’s Hospital Affiliated to Shanghai Jiaotong University School of Medicine,
Shanghai, China; Shanghai Ninth People’s Hospital Affiliated to Shanghai Jiaotong University School of Medicine, Shanghai, China; Chia Tai Tianging Pharmaceutical
Group Co., Ltd., Nanjing, China

Background: NF1 is an autosomal-dominant genetic disease that can manifest as neurofi-
bromas, including cutaneous neurofibromas (cNFs) affecting almost all NF1 patients (pts), and
plexiform neurofibromas (PNs, up to 50%), which are benign nerve sheath tumors. However,
PNs can cause substantial pain, disfigurement and impairment in pts and are at risk of trans-
forming into malignant peripheral nerve sheath tumors (MPNSTSs). Currently, there is no
medical cure for adult pts with NF1-related PN (NF1-PN), and fewer options for adult pts with
cNFs. TQ-B3234 is a highly selective MEK1/2 inhibitor. A phase 1 dose-escalation and dose-
expansion trial (NCT05107037) evaluated the safety and efficacy of TQ-B3234 in adult pts with
inoperable NF1-PN, MPNSTs or cNFs. Methods: Eligible adult pts with inoperable NF1-PN,
MPNSTSs or cNFs were included in the dose-escalation phase using a 3+3 design, while only
NF1-PN pts proceeded to the dose-expansion phase. TQ-B3234 was administered as a capsule,
with doses ranging from 5 mg to 100 mg, once daily in 28-day cycles during the dose-escalation
phase. A dose of 50mg was chosen for the dose-expansion phase. The primary endpoints were
safety and objective response rate (ORR). ORR was assessed by investigators using REiNS for
NF1- PN pts, RECIST 1.1 for MPNSTSs pts, and paper frames for the cNF population. Results: As of
September 30, 2024, 40 adult pts (31 pts of PNs, 7 pts of cNFs, and 2 MPNSTs) were enrolled. The
distribution of doses was as follows: 4 pts at 5 mg, 1at 10 mg, 3 at 15 mg, 24 at 50 mg, 5 at 70 mg,
and 3 at 100 mg. One patient, a cNF case, experienced dose-limiting toxicity (DLT), in the form
of G3 diarrhea (16.7%) at the 100 mg dose during the dose-escalation phase. After a median
follow-up of 12 months, treatment-emergent adverse events (TEAEs) were observed in 39 pts
(97.5%), with the majority were grade 1 or 2. Grade 3 TEAEs were reported in 17.5% of pts; the
principal reasons for dose reductions (15.0%) TEAEs included rash acneiform (5.0%), diarrhea
(2.5%), and edema (2.5%). No death occurred during the study. Among the 30 pts with NF1-PN
who had at least one tumor assessment, 29 pts (96.7%) experienced tumor size reduction, and
11 (36.7%) achieved partial response (PR) based on REiNS criteria. The largest reduction in
tumor size was 37.7%. For the 6 cNF pts who had at least one tumor assessment using paper
frames, all 6 pts (100%) experienced reduced tumor size, with the largest reduction being
85.2%. Conclusions: TQ-B3234 demonstrated manageable safety and a significant ORR in adult
NF1- PN pts. These results support the potential of TQ-B3234 to become a new treatment option
for NF1- PN pts. Additionally, TQ-B3234 showed deep and durable volume reduction in adult
cNF pts, as assessed by paper frames. This method could serve as a valuable tool in clinical
research for achieving accurate quantitative phenotype for NF1. Clinical trial information:
NCT05107037. Research Sponsor: None.


http://www.clinicaltrials.gov/ct2/show/NCT05107037
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A phase 1, multicenter, open-label study of HSK42360, a brain-penetrant BRAF
inhibitor, in patients with BRAF V600-mutated solid tumors.

Jian Li, Ting Xu, Weizhen Zhang, Wenbin Li, Zhuang Kang, Zhenchao Yuan, Wei Jiang, Xianan Li, Yongchang Zhang, De-zhi Kang, Ying Wang, Bing Xia, Jian Zhang, Yu Xu,
Shikai Wu, Lin Shen; Beijing Cancer Hospital, Beijing, China; Beijing Cancer Hospital, Beijing, Beijing, China; The Third People’s Hospital of Zhengzhou, Zhengzhou, Henan,
China; Department of Neuro-Oncology, Cancer Center, Beijing Tiantan Hospital, Capital Medical University, Beijing, China; Guangxi Medical University Cancer Hospital,
Nanning, Guangxi, China; Hunan Cancer Hospital, Changsha, China; The First Affiliated Hospital of Fujian Medical University, Fuzhou, Fujian, China; Hangzhou First People’s
Hospital, Hangzhou, Zhejiang, China; Fudan University Shanghai Cancer Center, Shanghai, China; Fudan University Shanghai Cancer Center; Shanghai Medical College,
Fudan University, Shanghai, China; Department of Medical Oncology, Peking University First Hospital, Beijing, China

Background: Limitations of approved BRAF V600E inhibitors include toxicity from paradoxical
activation of RAF dimerization as well as limited brain penetration. In contrast to approved
agents, investigational pan-RAF inhibitors both inhibit mutant RAF proteins and wild-type
(wt) RAF proteins, leading to a narrow therapeutic index. HSK42360 is a next-generation,
small-molecule BRAF paradox breaker with high brain penetration. It displays significantly less
paradoxical activation than approved BRAF inhibitors and spares wtBRAF-containing RAF
dimers. Treatment with HSK42360 results in excellent and durable anti-tumor effect in BRAF
ClassIand IT mutant CDX or PDX models. Here we report the interim results from a Phase 1 study
of HSK42360 in patients (pts) with BRAF V600 mutations (NCT06536400). Methods: This
multicenter, open-label, two-part study enrolled adult pts with advanced BRAF V600-mutated
solid tumors, including those with recurrent or metastatic solid tumors or primary CNS tumors.
Previous BRAF=MEK inhibitor treatment is permitted. In the dose-escalation (Part 1),
HSK42360 (200-3600 mg/day) monotherapy was given orally. Escalation followed a “3+3
design” with dose-limiting toxicities assessed during Cycle 1. Part 2 was cohort expansion.
Primary objectives were maximum tolerated dose and recommended phase 2 dose of
HSK42360. Secondary objectives included safety, tolerability, pharmacokinetics, pharmaco-
dynamics and preliminary efficacy. Results: As of January 15, 2025, 17 pts (47.1% male; median
age 57.0 years) have been treated with HSK42360 monotherapy across five dose levels (200-
3600 mg/day). Of these, 64.7% pts experienced adverse events (TEAEs), most frequently
increased ALT (23.5%) and increased AST (23.5%). Most (89.7%) of TEAEs were grade 1.
Two pts had drug-related grade 3 AEs (increased creatinine and increased ALT) and one had
drug-related serious AEs (SAEs) (increased creatinine). There were no DLT, grade 4 TEAEs,
treatment-related discontinuations, or treatment-related deaths. Among 11 efficacy evaluable
pts, the ORR was 18.2%. Two (1 CRC and 1 ganglioglioma) had a partial response (PR) and three
had stable disease (SD) with shrinkage (per RECIST or RANO). This trial is ongoing.
Conclusions: HSK42360 monotherapy was well tolerated without unexpected safety issues.
Preliminary efficacy data demonstrate favorable activity of HSK42360 in pts with BRAF V600-
mutated solid tumors, including primary CNS tumors. Clinical trial information: NCT06536400.
Research Sponsor: Haisco Pharmaceutical Group Co., Ltd.


http://www.clinicaltrials.gov/ct2/show/NCT06536400
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Anti-tumor activity of BH-30643, a novel macrocyclic kinase inhibitor, in EGFR-
mutant lung cancer models.

Wei Deng, Dayong Zhai, Ping Jiang, Nancy Ling, Yue Hu, Zhenping Wang, Danan Li, Joshua Choi, Eugene Rui, Geoff Oxnard, Xiuning Le, Sai-Hong Ignatius Ou, J. Jean Cui;
BlossomHill Therapeutics, Inc., San Diego, CA; The University of Texas MD Anderson Cancer Center, Houston, TX; Chao Family Comprehensive Cancer Center, Orange, CA

Background: Outcomes on tyrosine kinase inhibitor (TKI) treatment in EGFR-mutant non-
small cell lung cancer (NSCLC) fall short of the durable benefit observed with next-generation
targeted therapies in ALK and ROS1-driven NSCLC. Novel targeted therapies are needed to
address treatment resistance and offer prolonged patient benefit with reduced toxicity. We
recently described (AACR 2025) the design and discovery of BH-30643, a first-in-class
macrocyclic reversible TKI targeting the active conformation of mutant EGFR and offering
potent, mutant-selective EGFR inhibition across classical and non-classical EGFR mutations.
Here we study diverse preclinical models to assess the breadth of activity from this novel
approach. Methods: Anti-tumor activity of BH-30643 was evaluated in cell-derived xenograft
(CDX) or patient-derived xenograft (PDX) tumor models carrying classical or atypical EGFR
mutations. CNS activity of BH-30643 was investigated in an intracranial xenograft model. BH-
30643 was administered twice daily via oral gavage; osimertinib when used as a comparator was
dosed daily. Studies were done with n = 5. The activity of BH-30643 against diverse EGFR exon
20 insertions (ex20ins) was evaluated in 34 engineered Ba/F3 cell lines in cell proliferation
assays in vitro. Results: In the PC-9 (exon 19 del) CDX model, BH-30643 led to deep tumor
regressions, similar to what was observed with osimertinib at the 25 mg/kg dose level. Similarly
deep responses with BH-30643 were observed in double mutant CDX models including those
derived from H1975 cells (cis L858R / T790M) and Ba/F3 cells engineered with exon 19 del /
T790M. In a triple-mutant PDX model (cis exon 19 del / T790M / C797S) and a Ba/F3 triple-
mutant CDX model (cis L858R / T790M / C797S), deep responses were observed with BH-30643
while osimertinib demonstrated no anti-tumor effect. BH-30643 activity was also evident in
the HCC827-1uc (exon 19 del) intracranial xenograft model with 90% tumor reduction. In two
Ba/F3 CDX models carrying atypical mutations (cis G719A / S768I and cis G719A /L861Q), BH-
30643 maintained strong anti-tumor activity. Finally, we explored the activities of BH-30643
against 34 different EGFR ex20ins in engineered Ba/F3 cell lines and BH-30643 showed anti-cell
proliferation activity with a median ICs, value of 6.06 nM. Conclusions: These preclinical
studies demonstrate broad activity of BH-30643 against classical and atypical EGFR activating
mutations, EGFR ex20ins, as well as acquired resistance EGFR mutations. Such an "OMNI-
EGFR" inhibitor may be able to overcome some of the limitations of earlier agents. Supported by
favorable ADME and preclinical safety profiles, BH-30643 is now being assessed in a first-in-
human study in locally advanced or metastatic NSCLC harboring EGFR and/or HER2 mutations
(NCT06706076, SOLARA). Research Sponsor: BlossomHill Therapeutics, Inc.
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Phase Il trial of trametinib in patients with advanced solid tumors harboring ge-
nomic alterations in the MAPK pathway: Results from the BELIEVE trial
(NCCH1901).

Hideyuki Hayashi, Junichi Matsubara, Hiroshi Nishihara, Eishi Baba, Ichiro Kinoshita, Hirokazu Takami, Naohiro Nishida, Masahiro Tabata, Toru Mukohara,
Masanobu Takahashi, Hirotsugu Kenmotsu, Satoshi Nishiwaki, Yayoi Ando, Kuniko Sunami, Tatsunori Shimoi, Noboru Yamamoto; Center for Cancer Genomics, Keio
University Hospital, Shinjuku-Ku, Japan; Department of Medical Oncology, Graduate School of Medicine, Kyoto University, Kyoto, Japan; Department of Hematology,
Oncology and Cardiovascular Medicine, Kyushu University Hospital, Fukuoka, Japan; Department of Medical Oncology, Hokkaido University Hospital, Sapporo, Japan;
Department of Neurosurgery, The University of Tokyo Hospital, Tokyo, Japan; Department of Cancer Genome Center, Osaka University Hospital, Suita-Shi, Japan; Clinical
Cancer Center, Okayama University Hospital, Okayama-Shi Kita-Ku, Okayama, Japan; National Cancer Center Hospital East, Kashiwa, Japan; Department of Medical
Oncology, Tohoku University Hospital, Sendai, Japan; Division of Thoracic Oncology, Shizuoka Cancer Center, Shizuoka, Japan; Department of Advanced Medicine, Nagoya
University Hospital, Nagoya-Shi Showa-Ku, Aichi, Japan; Research Management Division, Clinical Research Support Office, National Cancer Center Hospital, Ulaanbaatar,
Japan; Department of Laboratory Medicine, National Cancer Center Hospital, Tokyo, Japan; Department of Medical Oncology, National Cancer Center Hospital, Tokyo,
Japan; National Cancer Center Hospital, Tokyo, Japan

Background: The MAPK pathway is one of the most mutated oncogenic pathways in solid
tumors. However, effective treatments targeting this pathway have not been well-established.
The BELIEVE trial aimed to evaluate the efficacy of trametinib, a selective MEK inhibitor, in
patients with solid tumors harboring genomic alterations in the MAPK pathway. Methods: The
BELIEVE trial is a multi-cohort, tumor agnostic phase II trial. Eligibility criteria included
patients with solid tumors for which no standard treatment was available or those who had
shown resistance or intolerance to standard therapies. In the trametinib arm, participants
received 2 mg/day of trametinib continuously until disease progression or intolerable toxicity
occurred. The primary endpoint was the objective response rate (ORR) within 16 weeks, and
secondary endpoints were overall survival (OS), progression-free survival (PES), disease
control rate (DCR), and safety. The clinical hypothesis was that patients would respond to
the genotype-matched drugs. Bayesian analysis was performed using a prior distribution with
an expected response rate of 30% [Beta (0.6, 1.4)]. Results: Between October 2019 and October
2023, 60 patients with measurable disease and 9 without measurable disease were enrolled. The
top three primary tumor sites were the central nervous system (n=20), pancreas (n=7), and
ovary (n=6). The targeted genes for trametinib included non-BRAF V600 (n=26), NF1 (n=18),
MAP2K1 (n=10), NRAS (n=6), KRAS (n=5), and RAF1 (n=4). Among the full analysis set of 49
patients with measurable disease, the confirmed ORR was 12.2% (95% CI, 4.6% to 24.8%), and
the expected value of posterior distribution [Beta (6.6, 44.4)] was 12.9%. Partial responses were
observed in patients with genomic alterations in non BRAF V600 (n=3), KRAS (n=2), and NF1
(n=1). However, the confirmed ORR of 12.2% fell below the prespecified threshold of 20%,
therefore the primary endpoint was not achieved. The median OS was 11.9 months (95% CI, 8.5
to 22.9 months), and median PFS was 3.9 months (95% CI, 2.4 to 44 months). The DCR was
46.9% (95% CI, 32.5% to 61.7%). Among 59 patients in the safety analysis, severe adverse
events (Grade =3) were observed in 55.9% of patients. The most frequent adverse effects were
acneiform dermatitis (22%), blood creatine phosphokinase increased (20%), and stomatitis
(15%). Conclusions: The BELIEVE trial demonstrated limited efficacy of trametinib in patients
with advanced solid tumors harboring genomic alterations in the MAPK pathway. While the
confirmed ORR did not meet the primary endpoint, the outcomes for OS, PFS, and DCR were
consistent with the clinical hypothesis, suggesting potential benefit in a subset of patients.
Clinical trial information: jRCTs031190104. Research Sponsor: Japan Agency for Medical Re-
search and Development; Health and Labour Sciences Research Grant.
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Updated efficacy and safety of zurlectrectinib in adult patients (pts) with locally
advanced or metastatic NTRK fusion—positive (NTRK+) solid tumors.

Dan-yun Ruan, Rui-Hua Xu, XingYa Li, Xiaorong Dong, Kunyu Yang, Lin Wu, Xianan Li, Qiming Wang, Nong Xu, Jianya Zhou, Zhe-Hai Wang, Dongyuan Zhu, Shundong Cang,
Baogang Liu, Zhiguo Luo, Jie Gao, Xuan Pu, Sizhe Chen, Bin Zhang, Renbin Zhao; Department of Clinical Research, Sun Yat-Sen University Cancer Center, State Key
Laboratory of Oncology in South China, Guangzhou, China; Department of Medical Oncology, Sun Yat-Sen University Cancer Center, State Key Laboratory of Oncology in
South China, Guangzhou, China; Department of Oncology, The First Affiliated Hospital of Zhengzhou University, Zhengzhou, China; Cancer Center, Union Hospital, Tongji
Medical College, Huazhong University of Science and Technology, Wuhan, China; Oncology Department, Union Hospital TongJi Medical College Huazhong University of
Science and Technology, Wuhan, China; Hunan Cancer Hospital/The Affiliated Cancer Hospital of Xiangya School of Medicine, Central South University, Changsha, China;
Hunan Cancer Hospital, Changsha, China; The Affiliated Cancer Hospital of Zhengzhou University & Henan Cancer Hospital, Zhengzhou, Henan, China; Department of
Medical Oncology, The First Affiliated Hospital, Zhejiang University School of Medicine, Hangzhou, China; The First Affiliated Hospital Zhejiang University School of
Medicine, Hangzhou, China; Shandong Cancer Hospital and Institute, Jinan, China; Cancer Hospital of Shandong First Medical University, Jinan, China; Henan Provincial
People’s Hospital, Zhengzhou, China; Cancer Hospital, Harbin Medical University, Haerbin, China; Fudan University Shanghai Cancer Center, Shanghai, China; Beijing
InnoCare Pharma Tech Co., Ltd, Beijing, China; Beijing InnoCare Pharma Tech Co., Ltd., Beijing, China

Background: NTRK gene fusion is one of the most defined driving factors of carcinogenesis,
which occurs in various adult tumor types. Zurlectrectinib, a highly selective next-generation
TRK tyrosine kinase inhibitor, previously demonstrated encouraging efficacy and manageable
toxicity in pts with NTRK+ tumors in a phase I/II clinical trial (NCT04685226). The pivotal
phase II clinical trial (NCT05745623) is currently ongoing. Here we present the integrated
results of adult pts from both trials. Methods: Pts with locally advanced or metastatic solid
tumors, who failed from clinical standard of care or for whom there was currently no effective
therapy, were enrolled in this study. The primary endpoint was confirmed objective response
rate (ORR) per independent review committee (IRC). Tumor responses were assessed by IRC and
investigators per RECSIT1.1 and RANO (BM) criteria. Treatment-emergent adverse events were
evaluated and graded according to CTCAE v5.0. Results: As of 23 Nov 2024, a total of 229 adult
pts were enrolled in the two trials. Forty-nine TRK inhibitor naive adult pts were evaluable for
efficacy representing 12 different solid tumor types. Among the efficacy population, the
distribution of NTRK1, NTRK2 and NTRK3 fusions was 53.1%, 2.0% and 44.9% respectively.
The median age was 51.0 years (range: 18-77). Pts had received a median of two prior lines of
systemic therapies, with ECOG performance status between 0-1. Median follow-up was
11.7 months. The confirmed ORR by IRC was 83.7% (95% CI: 70.3, 92.7), 5 pts (10.2%) with
complete response. Median duration of response (DOR) and median progression-free survival
(PFS) by IRC were not reached. The DOR rate and PFS rate by IRC at 12 months was 92.0% and
90.5%, respectively. Two of the three pts (66.7%) who had brain metastasis at the baseline
achieved intracerebral ORR, which is consistent with the good brain penetration and strong
intracranial activity of zurlectrectinib. In the safety population of adults (N = 229), treatment-
related adverse events (TRAEs) were predominantly grade 1 or 2. The most common TRAEs
(=20%) were anemia (28.4%), increased alanine transferase (27.9%) and increased aspartate
transferase (25.8%). Grade =3 TRAEs (=2%) were weight gain (3.5%) and dizziness (2.2%). No
Serious TRAEs occurred in =2% pts. TRAEs led to dose interruption, reduction and discon-
tinuation in 9.2%, 3.9% and 0.4% of safety population, respectively. Conclusions: In line with
previously reported results, zurlectrectinib continued to demonstrate a deep and durable
responses in adult pts with NTRK+ advanced solid tumors with or without brain metastasis.
Zurlectrectinib was also well-tolerated and showed favorable safety profile in adult pts with
various tumor types. Clinical trial information: NCT05745623. Research Sponsor: None.
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Discovery of potent degraders of pan-KRAS based on a novel KRAS binder.

Wei Sun, Meijia Qian, Yiming Cao, Qiangian Tian, Zhimin Zhang, Mengting Zhao, Dongzhou Liu; Global Drug R&D Center, Huadong Medicine Company Limited, Hangzhou,
China

Background: As the most frequently mutated oncogene, KRAS alteration occurring in approx-
imately 25% of all malignancies. Despite extensive efforts, targeting KRAS has proven to be
challenging due to its structure and complex function. Recently, direct KRAS®*2 inhibitors,
such as Sotorasib and Adagrasib have occurred first successes. However, therapeutic ap-
proaches targeting other variants beyond G12C are under significant unmet needs. Recent
developments in protein degradation technologies, such as Proteolysis-Targeting Chimeras
(PROTACs), bring new hope for targeting pan KRAS. Based on our novel warheads, potent pan-
KRAS degraders were designed and synthesized. Methods: The ability of compounds to degrade
KRAS protein was evaluated using western blotting. The anti-tumor efficacy was assessed in
vitro through different mutant cell lines. As a proof of concept study in vivo, an experiment in
subcutaneous xenograft mouse model was performed. Pharmacokinetic studies were conduct-
ed in mice, with serial blood samples analyzed by (LC—MS)/MS. Results: A novel series of
warheads exhibiting exceptional enzymatic and cellular activity against pan-KRAS has been
successfully obtained. Based on these warheads, more than 100 degraders were meticulously
designed and synthesized incorporating a diverse array of linkers and E3 ligands. Through a
comprehensive evaluation, two series of compounds have demonstrated a remarkable KRAS
degradation property and downstream inhibition at concentrations below 10 nM in SW6202V
and GP2D®"2P cells. Cell proliferation assay demonstrated that the IC., values of these degraders
are ranging from 0.01 to 30 nM in the MIA PaCa-2%'2¢, GP2D%**P SW620%"2" and LOVO%:3P cell
lines, without affecting the viability of KRAS-independent cell lines (selectivity > 500-fold).
These compounds also possess favorable PK properties in mice (clearance < 10 mL/min/kg; IV,
2 mpk, AUC > 5000 ng-hr/mL) and good safety profile (hERG IC5, > 30 nM). Moreover, these
compounds showed strong antitumor activity in xenograft mouse model in vivo. Conclusions:
The innovative linker elongation and branching, coupled with modifications of KRAS binder
portion significantly contributed to potent pan-KRAS degraders, which demonstrate excellent
pharmacokinetics and exhibit remarkable efficacy both in vitro and in vivo. The IND-enabling
studies are being conducted and the regulatory IND filing will be completed in 2025. Research
Sponsor: None.
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Development and validation of a biology-based novel therapeutic agent targeting
the LIN28/let-7 pathway in cancer.

Patrick Sipila, Yusheng Zhao, Susan N. Chi, Ashley Plant, Aru Narendran; University of Calgary, Calgary, AB, Canada; Dana-Farber/Boston Children’s Cancer and Blood
Disorders Center, Boston, MA; Ann & Robert H. Lurie Children's Hospital, Chicago, IL; Alberta Children's Hospital, Calgary, AB, Canada

Background: Currently, brain tumors that are diagnosed in infants and young children carry an
exceptionally high risk for treatment resistance and toxicities. The LIN28 family of RNA-
binding proteins regulate stem cell biology and pluripotency. In addition to embryonic devel-
opment, they have also been implicated in oncogenesis through interaction with the tumor
suppressor micro-RNA (miRNA), let-7. In cancer, LIN28 expression leads to let-7 loss-of-
function, oncogenic activation, and tumorigenesis. Importantly, LIN28 expression has been
associated with stemness and subsequent tumor aggressiveness and poor survival in early
childhood brain tumors. Thus, LIN28 may offer an effective therapeutic strategy to prevent
relapse by specifically targeting cancer stem cells. In this study, we describe a novel therapeutic
inhibitor of LIN28 in cancer. Methods: Using an in silico approach, we designed and
synthesized a panel of novel compounds predicted to bind and inhibit the critical molecular
interaction between LIN28 and let-7. Cytotoxicity was evaluated by alamar blue viability assay
in a panel of LIN28-positive cancer cell lines derived from atypical teratoid rhabdoid tumor
(ATRT), embryonal tumor with multilayered rosettes (ETMR), and germ cell tumor. LIN28-
negative cells were used as control. LIN28 protein expression and let-7 miRNA levels were
determined by immunoblot and reverse transcription quantitative polymerase chain reaction
(RT-gPCR), respectively. Self-renewal capacity was analyzed by sphere formation assay. Mice
carrying xenografts were treated to investigate LIN28 inhibition in vivo. Results: Preliminary
screening of small molecule inhibitors identified a lead compound, designated THNB-3, that
induces cell death at micromolar concentrations in LIN28-positive cell lines established from
various tumors, without affecting LIN28-negative controls. Treatment with THNB-3 increased
the level of let-7 tumor suppressor, confirming effective inhibition of LIN28. In addition to
cytotoxicity, THNB-3 significantly inhibited sphere formation in brain tumor cells, reducing
self-renewal and multipotency of cancer stem cells. Lastly, the anticancer activity of THNB-3
was validated in vivo against LIN28-positive xenografts and the drug also demonstrated
systemic tolerability in mice. Conclusions: Our studies provide the first evidence for an
effective, targeted therapeutic agent against the LIN28/let-7 pathway for the treatment of
cancer in the future. THNB-3 selectively induces cytotoxicity in LIN28-positive cancers by
restoring let-7 miRNA, confirming effective target modulation. Further, LIN28 inhibition by
THNB-3 may reduce self-renewal and multipotency of cancer stem cells. Together, our pre-
clinical data supports further development of THNB-3 for the treatment of high-risk LIN28-
positive tumors. Research Sponsor: Kids Cancer Care Foundation of Alberta.
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A first-in-human, phase 1a/b, dose-escalation/expansion study of BG-68501, a
selective CDK2 inhibitor, as monotherapy or in combination with fulvestrant for
patients with HR+/HER2- breast cancer and other advanced solid tumors: First
disclosure of clinical data.

Rohit Joshi, Dimitros Zardavas, Alejandra Ragone, Sandra Chica-Duque, Yang Wang, Yixi Liu, Yang Liu, Ying Cao, Brian Andrew Van Tine; Cancer Research SA, Adelaide,
Australia; BeOne Medicines Ltd, Harrisburg, PA; BeOne Medicines Ltd, Oakville, ON, Canada; BeOne Medicines Ltd, Tampa, FL; BeOne Medicines Ltd, Denver, CO; BeOne
Medicines Ltd, Shanghai, China; BeOne Medicines Ltd, Springfield, IL; Washington University in St. Louis, St. Louis, MO

Background: CDK2 inhibition could represent a novel treatment (tx) option for patients (pts)
with resistance to CDK4/6 inhibitors (CDK4/6i) and/or increased cyclin E1 activity. BG-68501
is a highly potent CDK2 inhibitor with high CDK2 selectivity (~100x) vs other CDK family
members. We present dose-escalation data of BG-68501 as monotherapy or in combination
with fulvestrant in pts with HR+/HER2- metastatic breast cancer (BC) and advanced solid
tumors (NCT06257264). Methods: This is the dose-escalation phase of a first-in-human,
phase 1a/b, open-label, multicenter study to evaluate the safety/tolerability, pharmacokinetic
(PK), and pharmacodynamic (PD) profiles, and preliminary antitumor activity of BG-68501 in
pts with advanced, nonresectable, or metastatic solid tumors, including HR+/HER2— BC.
During dose escalation, sequential cohorts received increasing doses of BG-68501 as mono-
therapy or in combination with fulvestrant. Eligible pts are =18 yrs, with histologically or
cytologically confirmed advanced or metastatic solid tumors associated with CDK2 dependency
who have received =1 line of tx for advanced or metastatic disease and prior endocrine therapy
and a CDK4/6i in either the adjuvant or advanced or metastatic setting for HR+/HER2— BC, or
prior standard of care for all other advanced solid tumors. Results: As of Jan 22, 2025, 41 pts
(median age 63 yrs) have been enrolled. Eleven pts had BC (all received prior CDK4/6i), 12 had
ovarian cancer (0C), 7 had endometrial cancer, and the remaining 11 pts had other tumor types.
To date, 6 dose levels (DLs) of BG-68501 monotherapy and 1 DL in combination with fulvestrant
have been assessed. The median duration of exposure is 1.5 months. Treatment-emergent
adverse events occurred in 39 pts (95.1%; grade =3, 26.8%), with the most common being
nausea (56.1%; grade =3, 0%), vomiting (48.8%; grade =3, 0%), and fatigue (24.4%; grade =3,
0%); no DLTs have been observed. BG-68501 demonstrated a linear PK profile with clinical
characteristics consistent with preclinical predictions; signs of TK1 reductions have been
observed across DLs tested, including in heavily pretreated pts. Of the 24 efficacy-evaluable
pts, 1 extensively pretreated HR+/HER2— BC pt experienced PR and 10 pts showed SD. Dose
escalation is ongoing for both monotherapy as well as in combination with fulvestrant.
Conclusions: BG-68501 demonstrates a favorable safety/tolerability profile, with no DLTs
observed to date during dose escalation. Extensively pretreated patients achieving PR and
SD with monotherapy, coupled with signs of PD responses and a favorable safety profile,
support continued assessment of BG-68501; updated clinical data will be presented at the time
of the conference. Clinical trial information: NCT06257264. Research Sponsor: BeiGene, Ltd.


http://www.clinicaltrials.gov/ct2/show/NCT06257264
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Efficacy and safety of pralsetinib in RET fusion-positive solid tumors: Final data
from the ARROW trial.

Vivek Subbiah, Philippe Alexandre Cassier, Salvatore Siena, Elena Garralda, Luis G. Paz-Ares, Pilar Garrido, Ernest Nadal, Jacqueline Vuky, Gilberto Lopes,

Gregory Peter Kalemkerian, Daniel W. Bowles, Mahesh Seetharam, Martin Schuler, Yun Fan, Amber Thomassen, Sophia Wang, Giuseppe Curigliano; University of Texas MD
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Comprehensive Cancer Center, University of Miami Miller School of Medicine, Miami, FL; University of Michigan, Ann Arbor, MI; University of Colorado Cancer Center,
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Background: Pralsetinib is an oral tyrosine kinase inhibitor that selectively and potently targets
oncogenic RET fusion and mutation proteins. RET fusions or mutations are present in various
tumor types. We report the final results from the phase 2 portion of ARROW, a phase 1/2, open-
label, multi-cohort, dose-expansion study evaluating the efficacy and safety of pralsetinib
(NCT03037385) in patients with RET fusion-positive solid tumors other than non-small-cell
lung cancer (NSCLC) and thyroid cancer. Methods: Eligible pts were =18 years of age with a
pathologically documented, definitively diagnosed advanced solid tumor with an oncogenic
RET fusion or mutation, had previously received standard of care appropriate for their tumor
type, and were not eligible for any other study groups. Overall response rate (ORR) and safety
were primary endpoints of the study. Key secondary endpoints included duration of response
(DOR), progression-free survival (PFS), and overall survival (0S). The final database lock was
May 20, 2024. Results: Twenty-nine patients were enrolled with 11 different solid tumor
histologies. Twenty-six (90%) received prior systemic therapy. Median age was 58 years
(range 25-75); 59% were female. Twenty-eight patients were included in the efficacy analysis.
ORR (by RECIST) was 46.4% (13/28); 10.7% (3/28) achieved complete response (pancreatic
cancer, n=2; cancer of unknown primary, n=1) and 35.7% (10/28) achieved partial response.
Median PFS was 7 months (95% CI: 3.9, 12.8). Median DOR was 11.1 months (95% CI: 5.5, 25.1).
Median OS was 10.3 months (95% CI: 6.8, 25.2). Twenty-five (86%) patients experienced
treatment-related adverse events (TRAES); 19/29 (66%) reported TRAEs =grade 3. The most
common TRAEs included increased aspartate aminotransferase (11/29; 38%), increased alanine
aminotransferase (10/29; 35%), and anemia (9/29; 31%). Four (13.8%) patients experienced
hypertension, and 1 (3.4%) patient had =grade 3 hypertension. No new safety risks were
identified; AEs remained manageable with supportive care and/or dose modifications.
Conclusions: In the phase 2 portion of this trial, responses were observed in many tumor
types (Table). Pralsetinib demonstrated robust and durable anti-tumor activity with an ORR of
46.4%. These data validate RET fusions as a tissue-agnostic target with sensitivity to RET
inhibition and activity beyond NSCLC and thyroid cancer, further supporting the promising
potential of pralsetinib to address the unmet medical need in these patients. Clinical trial
information: NCT03037385. Research Sponsor: Blueprint Medicines; Genentech/Roche; Rigel
Pharmaceuticals, Inc.

Overall response rate by tumor type.

ORR
Cancer Type (patient n) n (%)
Pancreatic (5) 5 (100)
Cancer of unknown primary (1) 1 (100)
Neuroendocrine (3) 2 (67)
Sarcoma (3) 2 (67)
Head and neck (2) 1 (50)
Small cell lung (2) 1 (50)
Hepatobiliary (4) 1 (25)

Colorectal (5), gastric (1), ovarian (1), thymic (1) 0



http://www.clinicaltrials.gov/ct2/show/NCT03037385
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Exploring the efficacy and mechanism of action of combined pan-Raf and MEK
inhibition in halting the growth of non-V600 BRAF mutated tumors.

Islam E. Elkholi, Sara Fraser, Marco Biondini, Emmanuelle Rousselle, Sarah M. Maritan, Jennifer Maxwell, Matthew G. Annis, Peter M. Siegel, Anna Spreafico,

David W. Cescon, April A. N. Rose; Lady Davis Institute, Sir Mortimer B. Davis Jewish General Hospital, Montreal, QC, Canada; Rosalind & Morris Goodman Cancer Institute,
McGill University, Montreal, QC, Canada; McGill University & Lady Davis Institute for Medical Research, Montreal, QC, Canada; Lady Davis Institute for Medical Research and
McGill University, Montreal, QC, Canada; Princess Margaret Cancer Centre, University Health Network, University of Toronto, Toronto, ON, Canada; Princess Margaret
Cancer Centre/UHN, Toronto, ON, Canada; Segal Cancer Centre, Jewish General Hospital, McGill University, Montreal, QC, Canada

Background: Class 2 & 3 non-V600 BRAF mutations mediate RAF dimerization to hyperactivate
the MAPK signaling pathway. Encorafenib (Enco; BRAF monomer inhibitor) + Binimetinib
(Bini; MEK inhibitor) elicit responses in <15% of patients with non-V600E BRAF mutations
(NCT03839342). We hypothesized that Belvarafenib (Belva), a novel pan-RAF dimer inhibitor,
is more potent than Enco in inhibiting the growth of Class 2 & 3 non-V600 BRAF mutated
tumors. Methods: We performed in vitro colonogenic assays to compare the growth inhibitory
effect of 5 independent doses of individual inhibitors (Bini, Belva, or Enco) in parallel to 25
different combinations of either Belva+Bini or Enco+Bini in 6 non-V600 BRAF mutated
melanoma (WM3629, HMV-II), colorectal (CRC) (NCI-H508, HT55), and lung (NCI-H1666,
NCI-H2087) cancer cells. Low nanomolar doses (10-1000 nM) were used to investigate the
synergistic potential of either combination using the SynergyFinder tool. Belva+Bini (15 mg/kg
each) and Enco+Bini (75 mg/kg + 15 mg/kg) combinations were assessed in 4 non-V600 BRAF
(3 Class 3, 1 Class 2) metastatic CRC patient-derived xenograft (PDX) models. The inhibitory
effect of Belva and Enco on MAPK activity in the outlined 6 cell lines was assessed by
immunoblotting. Transcriptomic (RNA-Seq) analysis was performed on PDXs. Results: Bel-
va+Bini was 2-6-fold more effective than Enco+Bini in inhibiting the growth of the 6 cell lines.
Belva+Bini achieved overall higher synergy scores in the 6 cell lines and was synergistic in 5/6
cell lines (synergy score > 10) vs. Enco+Bini that was synergistic in 1/6 cell lines. In the 6 cell
lines, Belva inhibited MAPK activity more robustly than Enco (assessed by pERK levels). In vivo,
Belva+Bini was significantly more effective than vehicle or Enco+Bini in halting the growth of 3
out of 4 PDXs. Both Belva+Bini and Enco+Bini significantly inhibited MAPK activity vs. vehicle
(as assessed by the transcriptional MAPK Pathway Activity Score). However, there was no
statistically significant difference between both combinations. Gene Set Enrichment Analysis
revealed that Belva+Bini significantly downregulated genes mediating the interconnected
mTORC1 pathway activity and cholesterol metabolism dynamics in the 3 PDXs where Belva+Bini
had anti-growth effect. Specifically, among the top downregulated genes by Belva+Bini was
PCSK9, adruggable key regulator of cholesterol metabolism. Conclusions: These results from 10
preclinical models, tested so far, put forward combined Pan-Raf and MEK inhibition as a
potential effective treatment choice for patients with non-V600 BRAF mutated tumors to be
investigated in clinical trials. In parallel, they unravel novel insights into the mechanism of
action of this therapeutic approach and in return the druggable vulnerabilities of the non-V600
BRAF mutated tumors, a notion we are further investigating in the outlined models. Research
Sponsor: Canadian Cancer Society; 707457; Conquer Cancer, the ASCO Foundation; Canadian
Cancer Society; 708442.
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Atropisomeric pyrrolopyrimidine inhibitor as a targeted approach for RET tyrosine
kinase in neuroblastoma.

Ananya Bharathwaj, Erica Steen, Carla Sampaio, Yuchen Huo, Breanna Breeding, Mariam Basilaia, Jeff Gustafson, Peter E. Zage; UCSD, La Jolla, CA; SDSU, San Diego, CA,;
SDSU, La Jolla, CA; University of California, San Diego, La Jolla, CA

Background: Increased RET expression is associated with poor prognosis in children with solid
tumors such as neuroblastoma (NB), prompting an interest in RET inhibition. A number of
kinase inhibitors currently in use for cancer patients have RET inhibitory activity, but these
inhibitors also display activity against other kinases, resulting in unwanted side effects and
limiting their safety and efficacy. However, developing more specific RET inhibitors remains a
drug design challenge due to high levels of conservation between kinase binding pockets. Using
novel chiral chemistry leveraging atropisomerism to convert a promiscuous, rapidly inter-
converting pyrrolopyrimidine compound into an atropisomerically stable analog, we have
developed a new atropisomerically stable, highly selective and specific RET inhibitor, getre-
tinib, with similar potency and improved selectivity to that of other next generation RET
inhibitors but with half the molecular weight and significantly improved ligand efficiencies
towards RET. Methods: Associations of gene expression with patient survival and prognostic
features were performed on available neuroblastoma tumor databases using the R2 Genomics
Analysis and Visualization Platform. The efficacy of RET inhibition was assessed against a panel
of NB cell lines using live cell imaging and cell viability assays, comparing results with the active
and selective RET kinase inhibitor, (R)-getretinib to results with the inactive atropisomer, (S)-
getretinib. Mechanisms of cell death and impacts on RET signaling in cells treated with (R)- and
(S)-getretinib were evaluated by Western blots. Results: (R)-getretinib reduced NB cell con-
fluence in a dose-dependent manner, while (S)-getretinib had no significant effect on cell
confluence over time. R-getretinib treatment of NB cells resulted in reduced phosphorylation of
RET in a dose-dependent manner, while treatment with (S)-getretinib resulted in paradoxical
increase in RET phosphorylation. Conclusions: We present (R)-getretinib as an atropisomeri-
cally stable and potent inhibitor of RET and have shown its efficacy in in vitro models of NB. The
high selectivity of (R)-getretinib towards RET has the potential to minimize unwanted side
effects caused by off-target kinase binding, thereby increasing its potential for clinical utility.
Research Sponsor: None.
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Combined RAF- and MEK-inhibition in solid cancers with kinase-impaired BRAF
mutations (SORATRAM phase | trial).

Anna Lena lllert, Melanie Boerries, Salome Yacob, Johannes Jung, Alexander Keller, Matthias Weiss, Gabriele lhorst, Olga Grishina, Richard F. Schlenk, Justyna Rawluk,
Heiko Becker, Damian Tobias Rieke, Alexander Desuki, Christoph Heining, Michael Bitzer, Anna Lena Saborowski, Justus Duyster, Stefan Froehling,

Nikolas Christian Cornelius von Bubnoff, Tilman Brummer; Center for Personalized Medicine (ZPM) Technical University of Munich (TUM) and Department of Medicine Il
TUM University Hospital, Technical University of Munich (TUM) and German Cancer Consortium (DKTK), Munich Partner Site, Munich, Germany; Institute of Medical
Bioinformatics and Systems Medicine, Medical Center-University of Freiburg and German Cancer Consortium (DKTK), Partner site Freiburg, a partnership between DKFZ
and Medical Center - University of Freiburg, Freiburg, Germany; Center for Personalized Medicine (ZPM) and Department of Hematology and Oncology, TUM University
Hospital, Technical University of Munich (TUM), Munich, Germany; Clinic for Internal Medicine I, Hematology, Oncology and Stem Cell Transplant, Medical Faculty,
University Hospital Freiburg, Freiburg, Germany; Clinic for Internal Medicine I, Hematology, Oncology and Stem Cell Transplant, Clinical Trial Centre and Early Clinical Trial
Unit (ECTU), Medical Faculty, University Hospital Freiburg, Freiburg, Germany; Medical Center, University of Freiburg, Freiburg, Germany; Department of Medical Oncology,
Department of Hematology, Oncology and Rheumatology, Heidelberg University Hospital, Heidelberg, Germany; Comprehensive Cancer Center and Department for
Hematology, Oncology and Cancer Immunology Campus Benjamin Franklin, Charité — Universitatsmedizin Berlin, Berlin, Germany; University Cancer Center Mainz,
Johannes Gutenberg University Mainz, Mainz, Germany; National Center for Tumor Diseases Dresden (NCT/UCC), a partnership between Dkfz, Faculty of Medicine and
University Hospital Carl Gustav Carus, Tud Dresden University of Technology, and Helmholtz-Zentrum Dresden-Rossendorf (HZDR), Dresden, Germany; Department of
Gastroenterology, Gastrointestinal Oncology, Hepatology, Infectiology and Geriatrics, University Hospital Tiibingen, Tuebingen, Germany; Department of Gastroenterology,
Hepatology, Infectious Diseases and Endocrinology, Hannover Medical School, Hannover, Germany; Division of Translational Medical Oncology, German Cancer Research
Center (DKFZ) and National Center for Tumor Diseases (NCT), NCT Heidelberg, a Partnership between Dkfz and Heidelberg University Hospital, Heidelberg, Germany;
Department of Hematology and Oncology, University Hospital of Schleswig-Holstein, Liibeck, Germany; Faculty of Medicine, Institute of Molecular Medicine and Cell
Research and Comprehensive Cancer Center Freiburg, Medical Center, University of Freiburg, Freiburg, Germany

Background: BRAF is a frequently mutated gene in cancer, with most mutations (mut) at the
activating hotspot V600 codon. Recently, kinase-inactive class III BRAF mut emerged as
oncogenic driver and potential therapeutic target, as they lead to paradoxical cross-
activation of RAF1- and RAS-dependent downstream signaling. Here we report the Phase I
toxicity results of combinatory inhibition of RAF kinases by sorafenib (S), a multi-kinase
inhibitor (e.g. RAF1, BRAF, c-KIT, FLT-3) and MEK/ERK signaling by trametinib (T) in patients
(pts) with inactivating BRAF mut. Methods: SORATRAM is a prospective, molecularly stratified,
multicenter phase I trial. Primary objective is to determine the maximal tolerated dose (MTD) of
T combined with S and the recommended phase II dose (RP2D). Adult pts with metastatic
malignancies, confirmed or known impaired kinase BRAF mut (according to in vitro testing),
ECOG = 2 and no available therapy options were eligible. S was given in the approved dose
(800 mg) from day (d)1 cycle (c)1, combined with T on c1d8 for max 12¢ or until progression or
unacceptable toxicity. Dose levels (DL) are defined by T dose (0.5mg DL1, 1.0mg DL2 and 1.5mg
DL3) and escalated in a conventional 3 + 3 design. MTD is defined as highest dose at which 0/3
pts or < 2/6 pts experience a dose limiting toxicity (DLT) during c1. DLT is defined as toxicity
related to S+T combination, unrelated to disease progression, intercurrent illness or concom-
itant medications, that requires dose reduction or drug withdrawal. Results: Since 2020, 236
cases from 9 sites were classified for mutational SORATRAM eligibility with 42% being kinase
impaired (e.g. D594G, N581I, G466E), 21% known intermediate/high activity (excluding
V600E/K) (e.g. L597V, K601E) and 36% with novel/unclear/unknown kinase activity (e.g.
G4691, W531S). Eligible pts with inactivating BRAF mut proceeded to SORATRAM screening.
15 pts received dose finding treatment: 3 in DL1 and DL2 and 9 in DL3. Median age was 57 years
(34-75) with 12f/3m pts. Included entities were colorectal cancer (60%), duodenal carcinoma/
carcinoma of papilla vateri (20%), lung adenoid cystic carcinoma (6.7%), bone sarcoma (6.7%)
and ovarian cancer (6.7%). 3/3 pts in DL1 and DL2 and 6/9 pts at DL3 fulfilled the minimum
safety evaluation requirements (= 80% of S+T doses in c1; 28ds observation). No DLT was
observed in DL1 and DL2. 1/6 pts in DL3 developed a DLT (reduction of left ventricular ejection
fraction (LVEF)). 5/15 pts (33.3%) experienced grade 3 adverse events (AEs) during c1: Hyper-
tension (13.3%), gastrointestinal bleeding (6.7%; rated as SAE), anemia (6.7%), LVEF reduction
(6.7%), diarrhea (6.7%) and fatigue (6.7%). 79 AEs grade 1/2 were reported in c1. Conclusions:
Combination of sorafenib/ trametinib is feasible and can be safely administered to pts. MTD was
determined as DL3 (800mg S + 1.5mg T), RP2D as DL2 (800mg S + 1mg T). Dose expansion part
of SORATRAM is open for enrollment. Clinical trial information: EU — CT No. 2024-512887-77-
00. Research Sponsor: German Cancer Consortium (DKTK); German Cancer Consortium
(DKTK) Freiburg site; Sorafenib was kindly supplied by Bayer.
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Safety and efficacy of a small-molecule c-Myc degrader WBC100 in solid tumors: A
first-in-human, phase | trial.

Qi Zhang, Qihan Fu, Hongkan Wang, Jianzhen Shan, Zhen Liu, Shuigao Wu, Biao Zhang, Rongzhen Xu, Tingbo Liang; Department of Hepatobiliary and Pancreatic Surgery,
The First Affiliated Hospital, Zhejiang University School of Medicine, Hangzhou, China; Department of Medical Oncology, The First Affiliated Hospital, Zhejiang University
School of Medicine, Hangzhou, China; The First Affiliated Hospital, College of Medicine, Zhejiang University, Hangzhou, China; The First Affiliated Hospital of Zhejiang
University, Hangzhou, China; Hangzhou Weben Pharma Co. Ltd., Hangzhou, China; The First Affiliated Hospital, Zhejiang University School of Medicine, Hangzhou, China

Background: c-Myc amplification or overexpression is involved in the development and pro-
gression of many human cancers, and is often associated with poor outcomes. It is an
extraordinarily desirable target, but is also considered undruggable. WBC100 is an oral active
molecule glue that selectively degrades c-Myc protein. Methods: This is a first-in-human,
dose-escalation study conducted in China. Patients with solid tumors that have progressed or
relapsed after standard systemic therapy were enrolled. WBC100 was orally administered every
other day (QOD) according to 3+3 design. The primary endpoints were safety, dose-limiting
toxicity (DLT) and maximal tolerated dose (MTD). Results: As of Dec 9, 2024, 28 patients were
enrolled in seven dose levels (DLs) from 0.5 to 3.5 mg. The median age was 59 (range, 45-71)
years, comprising 15 males and 13 females. Three (11%) patients had an ECOG PS score of 0,
while the remaining 25 (89%) had a score of 1. The median number of prior systemic therapy
lines was 3 (range, 1to 6). One DLT of prolonged QT interval was observed in DL7, and MTD has
not been reached. Six patients (21%) experienced grade 3 or higher treatment-related adverse
events, including five (17.9%) neutropenia and two (7.1%) leukopenia and one (3.6%) pro-
longed QT interval. Increased aspartate aminotransferase, thrombocytopenia, proteinuria,
increased alanine aminotransferase, fatigue, nausea, anemia, and hypoalbuminemia were
the most commonly reported grade 1 or 2 adverse events. Nineteen patients were evaluable
for efficacy, one (5.3%) showed partial regression (PR), and six (31.6%) showed stable disease
(SD), including two patients with hepatocellular carcinoma, one with duodenal adenocarci-
noma, and three with pancreatic cancer. Notably, we enrolled eight patients with pancreatic
cancer at DL6 and DL7, and six of them were evaluable for efficacy, with one (16.7%) PR and two
(33.3%) SD. Conclusions: WBC100 showed a tolerable safety profile and preliminary anti-tumor
activity in advanced solid tumors especially in PDAC. Dose escalation is ongoing and expected to
proceed to dose expansion soon. To our knowledge, this is the first study of a small-molecule c-
Myc degrader for further clinical development in cancer. Clinical trial information:
NCT05100251. Research Sponsor: Weben Pharma.


http://www.clinicaltrials.gov/ct2/show/NCT05100251
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In vitro efficacy of CDK9 inhibitor tambiciclib (SLS009) in ASXL1 mutated colorectal

cancer cell lines.

Dragan Cicic, Angelos M. Stergiou; Sellas Life Sciences Group, New York, NY

Background: ASXL1 (Additional sex combs-like 1) gene encodes ASXL1 protein thought to
disrupt chromatin, enhancing transcription of certain genes while repressing the transcription
of others. ASXL1 mutations occur in ~20% of acute myeloid leukemia (AML) patients and ~50%
of ASXL1 AML mutations are frameshift or nonsense mutations generating a truncated ASXL1
form with oncogenic gain of function in AML. Recently ASXL1 mutated AML patients were
treated with a CDK9 inhibitor tambiciclib (SLS009) with promising results. ASXL1 mutations
were also reported in 55% of Colorectal Carcinoma with High Microsatelite Instability (CRC
MSI-H) cell lines, but it is not known whether those mutations are similar to ASXL1 mutations
observed in AML and whether CDK9 inhibitors have enhanced cytotoxic effect in CRC MSI-H
cells with those mutations. Methods: Twelve CRC MSI-H cell lines were treated with SLS009 at
various concentrations. Staurosporin was used as positive control. Cytotoxicity analysis was
performed by CellTiter-Glo 2.0 assay. Data analyses were performed using GraphPad Prism 9.
NGS was used to determine mutations in studied cell lines. The experiment was designed to
compare ASXL1 mutations in CRC MSI-H cell lines to those observed in AML and determine
efficacy of SLS009 cytotoxicity in CRC MSI-H cells with and without ASXL1 mutations. Highly
effective concentrations in this experiment were considered those with IC50 values below 100
nM. Results: Among the 12 tested cell lines, 8 (67%) had non-synonymous ASXL1 mutations of
any kind, similar to the literature reported 55% ASXL1 mutations rate in CRC MSI-H. Among cell
lines with ASXL1 mutations, 4 (50%) had high impact frameshift mutations, similar to
estimated rate of high impact frameshift mutations in AML (~50%). Among cell lines with
high impact frameshift mutations, all had mutations in protein position regions 581-582 and
642-643. Three out four had in addition high impact frameshift mutations in the region of
protein position 637-638. Protein positions of these frameshift ASXL1 mutations were similar
to those observed in AML (591 — 592 and 635 — 646). Among the cell lines with any ASXL1
mutation, 4/8 (50%) had IC50 values for SLS009 below 100 nM (highly efficacious) vs 0/4 (0%)
among cell lines without ASXL1 mutations. Among cell lines with ASXL1 frameshift mutations,
SLS009 was highly efficacious in 3/4 (75%) cell lines vs 1/8 (12.5%) in cell lines without ASXL1
frameshift mutations. High efficacy was observed in all cell lines (3/3, 100%) with frameshift
mutations in the protein position region 637-638. Presence of high impact TP53 mutations did
not appear to significantly affect SLS009 efficacy. Conclusions: Results indicate that ASXL1
mutations may be oncogenic drivers in some solid tumors, like CRC MSI-H, similar to those in
AML and that efficacy of CDK9 inhibition with SLS009 may be similar in some solid tumors to
the efficacy observed in AML. Research Sponsor: None.
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Safety and efficacy of EIK1003, a selective PARP1 inhibitor, as monotherapy in
participants with advanced solid tumors.

Guru P. Sonpavde, Drew W. Rasco, Jian Zhang, Yongsheng Li, Jianging Zhu, Joohyuk Sohn, Christina Teng, Bernard Doger, Chih-Yi Hsieh, Yayan Zhang, Yawei Zhang,
Viola Chen, Gerald Steven Falchook; AdventHealth Cancer Institute, Orlando, FL; START San Antonio, San Antonio, TX; Fudan University Shanghai Cancer Center, Shanghai,
China; Chonggqing Cancer Hospital, Chongging, China; Department of Gynecologic Oncology, Zhejiang Cancer Hospital, Hangzhou, China; Yonsei University, Seoul, South
Korea; Scientia Clinical Research, Sydney, Australia; Hospital Universitario Fundacion Jimenez Diaz - START Madrid, Madrid, Spain; IMPACT Therapeutics, Shanghai, China;
Eikon Therapeutics, Inc., New York, NY; Sarah Cannon Research Institute at HealthONE, Denver, CO

Background: PARP inhibitors (PARPi) selectively kill tumor cells with genetic mutations in
critical DNA repair genes (eg, BRCA1/2). While approved nonselective PARPi may provide
antitumor activity, they are associated with hematologic toxicities. Drugs inhibiting PARP1
but not PARP2 may improve the risk-benefit profile by retaining antitumor activity while
avoiding PARP2-related toxicities. EIK1003 (IMP1734) is a potent PARP1-selective inhibitor
that may widen the therapeutic index in susceptible tumors. Methods: EIK1003-001 (IMP1734-
101) is an ongoing global, multi-center, Phase 1/2 study evaluating the safety and efficacy of
EIK1003 (once daily oral) as monotherapy or in combination with anticancer agents in par-
ticipants (pts) with advanced solid tumors (NCT#06253130). Pts must be = 18 yrs with
deleterious or suspected deleterious mutations in select homologous recombination repair
genes. This abstract reports the interim safety and efficacy from Part 1 monotherapy (dose
escalation). Results: At the data cut (10 Jan 2025), 32 pts were treated in the first 4 completed
dose levels (DLs; n = 3 to 15 per DL, including backfill) of monotherapy dose escalation. There
were no dose-limiting toxicities and a maximum tolerated dose has not been reached. The
majority (29/32) of pts were female. Pts had a median age of 60 years (31 to 76), and cancers
represented included ovarian (n = 15), HER2-negative breast (n = 10), pancreatic (n = 3),
fallopian tube (n = 2), and prostate cancer (n = 1). Pts received a median of 3 (range 1to 11) prior
lines of therapy for metastatic disease with 50% receiving prior PARPi. To date, EIK1003
demonstrated a tolerable safety profile. All pts experienced at least one treatment-emergent
adverse event (TEAE), and 13/32 experienced at least one = Grade 3 TEAE. 27/32 pts
experienced a treatment-related AE (TRAE), 6 of which experienced a = Grade 3 TRAE.
Hematologic toxicities (Grade 3) included neutropenia (3/32) and anemia (1/32). 7/32
experienced a serious adverse event (including one related case of Grade 3 vomiting). There
were no Grade 4 AEs or deaths due to AE, and no trends in AEs by DL were observed. EIK1003 PK
was linear, with a half-life > 24 hours. Of the 13 ovarian cancer patients with post-treatment
scan assessments, 3 experienced partial response (PR; one each at DL2, DL3, and DL4) and 3
experienced stable disease (SD; one at DL1 and two at DL3) by RECIST v1.1. For these 3 PRs, all
had a CA125 response. Of the 6 breast cancer patients with post-treatment scan assessments,
there was 1 PR (DL3) and 1 SD (DL1) via RECIST vi1.1. Conclusions: To date, EIK1001 has
demonstrated tolerable safety and encouraging preliminary efficacy. Dose escalation is ongo-
ing. Updated safety and efficacy data will be reported at the time of presentation. Clinical trial
information: 06253130. Research Sponsor: None.


http://www.clinicaltrials.gov/ct2/show/06253130
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A first-in-human phase I/Ib study of ATG-037 monotherapy and combination
therapy with pembrolizumab in patients with advanced solid tumors: STAMINA-O1.

Janine Margaret Lombard, Joanne Lundy, Adnan Khattak, Andrea Tazhirkova, Faisal Hayat, Qing Zhou, Yongsheng Li, Anupa Kudva, Hao Cui, Jun Zhao, Zhi Guo,
Michael Jon Chisamore, Yi-Long Lung Cancer Wu; Calvary Mater Hospital Newcastle, Newcastle, NSW, Australia; Peninsula & South Eastern Haematology and Oncology
Group, Frankston, VIC, Australia; Hollywood Private Hospital, Perth, Western Australia, Australia; Pindara Private Hospital /Ramsay Health, Gold Coast, QLD, Australia;
Calvary Mater Hospital, Newcastle, Edith, NSW, Australia; Guangdong Lung Cancer Institute, Guangdong Provincial People’s Hospital (Guangdong Academy of Medical
Sciences), Southern Medical University, Guangzhou, Guangdong, China; Phase | Clinical Trial Center, Chongging University Cancer Hospital, Chongging, China; Antengene
Therapeutics Limited, Melbourne, SA, Australia; Antengene, Shanghai, China; Antengene Corporation, Shanghai, China; Antengene Therapeutics Ltd., Shanghai, China;
Department of Clinical Development, Merck & Co., Inc., Rahway, NJ; Guangdong Lung Cancer Institute, Guangdong Provincial People’s Hospital (Guangdong Academy of
Medical Sciences), Southern Medical University, Guangzhou, China

Background: ATG-037 is a highly potent oral small molecule inhibitor of CD73. STAMINA-01 is
an open-label, first-in-human, phase 1/1b study (NCT05205109) designed to evaluate the
safety, pharmacokinetics, and optimal dosing of ATG-037 as monotherapy and in combination
with pembrolizumab in patients with refractory/relapsed solid tumors. Methods: The study
successfully completed enrollment of dose escalation of ATG-037 with optional addition of
pembrolizumab following two cycles of monotherapy in May 2024. The primary objectives were
to evaluate the safety and define the optimal biological dose of ATG-037 as monotherapy and
combination treatment. As of 20 January 2025, 43 patients were enrolled across the following
doses - 20mg BID (n=3), 60mg BID (n=6), 120mg BID (n=10), 240mg BID (n=6), 400mg BID
(n=12) and 600omg BID (n=6). The trial is currently recruiting the second part of the study for
dose optimization of upfront combination therapy at two dose levels (120mg BID and 400mg
BID). Results: Efficacy: As of the data cut-off (20 Jan 2025), 43 patients were enrolled on study
and received monotherapy. While on ATG-037 monotherapy, 21 patients had a best response of
stable disease (SD) with a disease control rate (DCR) of 49%. Twenty-eight patients with a
history of acquired checkpoint inhibitor resistance received combination therapy; 7 of which (5
melanoma and 2 NSCLC patients) achieved a confirmed partial response (PR) with an overall
response rate (ORR) of 25% (95% CI: [51.33, 86.78]). Additionally, 15 patients had a best
response of SD with a DCR of 79% (95% CI: [8.30, 40.95]). Of the 11 enrolled melanoma patients
who received combination, 5 achieved a PR for an ORR of 45% and 6 achieved SD for an DCR of
100%. Of the 9 enrolled NSCLC patients who received combination, 2 achieved a PR for an ORR of
22% and 4 achieved SD for an DCR of 67%. Safety: While on monotherapy, 24/43 (56%) patients
reported treatment-related adverse events (TRAEs). While on combination therapy, 17/28
(61%) patients reported TRAEs. The majority of TRAEs were grades 1-2. The only dose limiting
toxicity was a grade 3 rash which occurred at the monotherapy 400mg BID dose. Only one
serious TRAE (grade 3 immune mediated hepatitis) was reported at the data cut-off.
Conclusions: In relapsed/refractory solid tumor patients, ATG-037 appears to be well tolerated
as monotherapy and in combination with pembrolizumab. The preliminary efficacy data is
encouraging and suggests that the combination regimen may provide a new therapeutic option
for CPI resistant NSCLC and melanoma patients. Clinical trial information: NCT05205109.
Research Sponsor: None.


http://www.clinicaltrials.gov/ct2/show/NCT05205109
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Phase 1 study of zavondemstat (TACH101), a first-in-class KDM4 inhibitor, in
patients with advanced solid tumors: Results on safety, pharmacokinetics, and anti-
tumor activity.

Apostolia Maria Tsimberidou, Farshid Dayyani, David Sommerhalder, Andrae L. Vandross, Meredith Pelster, Cesar Augusto Perez, Chandtip Chandhasin, Yiyun Dai,
Shirley Tu, Ivan King, Frank Perabo; University of Texas MD Anderson Cancer Center, Houston, TX; University of California, Irvine Chao Family Comprehensive Cancer
Center, Orange, CA; NEXT Oncology, San Antonio, TX; NEXT Oncology, Austin, TX; Sarah Cannon Research Institute, Nashville, TN; Sarah Cannon Research Institute at
Florida Cancer Specialists, Orlando, FL; Tachyon Therapeutics, Inc., San Francisco, CA

Background: Zavondemstat is an epigenetic targeting inhibitor of KDM4 histone demethylase.
Dysregulation of KDM4 enzymes (isoforms A-D) has been implicated in various cancers where
they drive oncogenesis and resistance pathways by regulating gene transcription. Preclinical
studies of zavondemstat demonstrated robust anti-proliferative effects and significant in-
hibition of tumor growth across numerous xenograft and PDX models. Targeting KDM4 offers
the potential to reprogram the epigenetic dysfunction of cancer cells and inhibit drivers of
tumor dedifferentiation and proliferation leading to apoptotic cell death. This is the first clinical
evaluation of a pan-isoform KDM4 inhibitor. Methods: TACH101-CS-0001 (NCT05076552) was
an open-label Phase 1 study assessing zavondemstat’s safety, tolerability, pharmacokinetics
(PK), and recommended Phase 2 dose (RP2D) in patients (pts) with advanced solid tumors. Pts
received zavondemstat orally on a weekly schedule in 28-day cycles. Dose escalation followed a
Bayesian optimal interval (BOIN) design and explored both intermittent and continuous dosing.
Inclusion criteria included heavily pre-treated advanced/metastatic solid tumors that pro-
gressed or were non-responsive to available therapies and for which no standard therapy exists.
Pts must have measurable disease according to RECIST (v1.1) and ECOG score of 0 to 1. Exclusion
criteria included severe hematologic, hepatic, or renal insufficiency. Primary endpoints in-
cluded safety/tolerability, MTD and RP2D. Secondary endpoints included PK and radiographic
response per RECIST v1.1. Results: Thirty patients were enrolled across 6 dose cohorts. MTD was
not reached; RP2D was not determined. The most common treatment-related adverse events
(TRAEs) were diarrhea (12%), fatigue (7%), decreased appetite (7%), nausea (7%), and
hyponatremia (7%). All TRAEs were Grade 1 or 2 (no TRAEs = Grade 3 were reported). No
treatment-related serious adverse events (SAEs) or dose limiting toxicities (DLTs) were
reported. In 23 response-evaluable patients, 10 patients (44%) achieved stable disease (SD)
across dosing cohorts. Two patients (9%) had SD = 6 months, including a patient with
castration-resistant prostate cancer (CRPC) and a patient with leiomyosarcoma. Another
patient with leiomyosarcoma is continuing to receive zavondemstat under compassionate
use, demonstrating SD for a total of 6 months at time of abstract submission. Zavondemstat
demonstrated a dose-proportional exposure profile with a short half-life of about 1.5 hours.
There was no to minimal drug accumulation observed. Conclusions: Zavondemstat was very
well tolerated and showed encouraging preliminary signals of clinical benefit in very heavily
pre-treated metastatic cancer patients. Continued evaluation of zavondemstat is warranted.
Clinical trial information: NCT05076552. Research Sponsor: Tachyon Therapeutics; California
Institute for Regenerative Medicine (CIRM).


http://www.clinicaltrials.gov/ct2/show/NCT05076552
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Phase | dose-escalation study of the safety and pharmacokinetics of PAS-004, a
macrocyclic MEK inhibitor, for the treatment of patients with MAPK pathway—driven
advanced solid tumors.

Tiago Reis Marques, Mathew Lazarus, Joy Cannon, lldefonso Ismael Rodriguez Rivera; Pasithea Therapeutics Corp, Miami, FL; Pasithea Therapeutics Corp, South San
Francisco, CA; Pasithea Therapeutics, Miami, FL; NEXT Oncology, San Antonio, TX

Background: PAS-004 is a small molecule allosteric inhibitor of MEK 1/2 and the first mac-
rocyclic structure MEK inhibitor in clinical development. Macrocycles are large cyclic molecules
that can bring increased potency, metabolic stability, and oral bioavailability. PAS-004 was
developed to reduce metabolic liabilities and overcome the limited exposure and stability of
known MEK inhibitors. We report initial results of an ongoing Phase I dose escalation,
multicenter study of PAS-004 in monotherapy in patients with advanced refractory solid
tumors. Methods: The Phase 1 clinical trial is a multi-center, open-label, dose escalation
3+3 study design to evaluate the safety, tolerability, pharmacokinetic (PK), pharmacodynamic
(PD), and preliminary efficacy of PAS-004 in patients with MAPK pathway driven advanced
solid tumors with a documented RAS, NF1 or RAF mutation, or patients who have failed BRAF/
MEK inhibition (NCT06299839).Eligible pts, =18 years with MAPK-driven advanced solid
tumors, are being enrolled in dose escalation at 8 different dose cohorts in monotherapy.
Results: As of 3 Jan 2025, a total of 9 patients have been enrolled in dose escalation in 3 dose
cohorts (2mg, 4mg, and 8mg). 55.6% of the patients were female with a median age of 60 years.
Most common tumor types included colorectal (n = 5, 55.56%), pancreatic (n = 2, 22.22%),
gastroesophageal (n = 1, 11.11%), and of unknown type (n = 1, 11.11%). Treatment Related
Adverse Events (TRAE) were reported in 44.44% of patients. TRAEs were all low grade (n = 7,
100% were Grade 1-2). No Grade 3, 4 or 5 TRAEs were reported. The most common TRAEs were
gastrointestinal disorders (n = 4, 57.14%), dehydration (14.29%), arthralgia (14.29%) and
urinary incontinence (14.29%). No rash was observed in any dose cohort. No dose limiting
toxicities were detected, and the MTD has not been reached. Preliminary PAS-004 PK analysis
suggests linear PK with estimated t1/2 of 70h, Cmax/Cmin ratio of 1.4 at steady state, achieving
potentially sufficient exposures for target engagement at the highest dose tested. In the efficacy
evaluable population (n = 6), early response evaluation reveals stable disease (SD) by RECIST 1.1
was observed in 2 patients, with progression free survival of up to 159 days and overall survival
of up to 253 days. Conclusions: To date, PAS-004 is shown to be a safe and well-tolerated novel
MEK inhibitor, with dose-dependent PK profile and preliminary clinical activity in mono-
therapy in patients with heavily pre-treated refractory solid tumors. PAS-004 has the potential
to achieve prolonged target inhibition and once-daily dosing (QD) due to its long half-life and
low Cmax to Cmin ratio. These findings provide a compelling rationale to continue to test PAS-
004 into clinical trials for the treatment of MAPK-driven opportunities. Clinical trial infor-
mation: NCT06299839. Research Sponsor: Pasithea Therapeutics.


http://www.clinicaltrials.gov/ct2/show/NCT06299839
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Pertuzumab plus trastuzumab (P+T) in patients (pts) with bladder (BC) and ovarian
cancer (OC) with ERBB2/3 alterations (alt): Results from the Targeted Agent and
Profiling Utilization Registry (TAPUR) study.

John K. Chan, Michael Rothe, Pam K. Mangat, Elizabeth Garrett-Mayer, Evan P. Pisick, Pooja Ghatalia, Andrew Gregory, Mollie deShazo, Kathryn Finch Mileham,
Martina Cathryn Murphy, Olatunji B. Alese, Elie G. Dib, Peter C. Kohler, Justin Tyler Moyers, Abby Gregory, Dominique C. Hinshaw, Gina N. Grantham, Susan Halabi,
Richard L. Schilsky; Sutter Cancer Research Consortium, San Francisco, CA; ASCO, Alexandria, VA; City of Hope - Chicago, Zion, IL; Fox Chase Cancer Center, Philadelphia,
PA; Aurora Health Care, Milwaukee, WI; 0'Neal Comprehensive Cancer Center at The University of Alabama at Birmingham, Birmingham, AL; Levine Cancer Institute, Atrium
Health, Charlotte, NC; University of Florida, Gainesville, FL; Winship Cancer Institute of Emory University, Atlanta, GA; Michigan Cancer Research Consortium, Ypsilanti, MI;
Cowell Family Cancer Center, Traverse City, MI; The Angeles Clinic and Research Institute, A Cedars-Sinai Affiliate, Los Angeles, CA; Duke University Medical Center,
Durham, NC

Background: TAPUR is a phase II basket study evaluating antitumor activity of commercially
available targeted agents in pts with advanced cancers with genomic alt. Results of two cohorts
of pts with BC or OC with ERBB2/3 alt treated with P+T are reported. Methods: Eligible pts had
measurable disease, ECOG performance status (PS) 0-2, adequate organ function, and no
standard treatment (tx) options. Genomic testing was performed in CLIA-certified, CAP-
accredited site selected labs. Recommended dosing was P at an initial dose of 840 mg in-
travenously (IV), then 420 mg IV every 3 weeks (wks) and T at an initial dose of 8 mg/kg IV, then
6 mg/kg IV every 3 wks until disease progression. Primary endpoint was disease control (DC) per
investigator defined as complete (CR) or partial (PR) response per RECIST v.1.1, or stable disease
(SD) of at least 16 wks duration (SD16+). CR was based on radiographic assessment. For both
cohorts, Simon 2-stage design was based on a null DC rate of 15% vs. 35% (power = 0.85; a =
0.10). If =2 of 10 pts in stage I had DC, 18 more pts were enrolled; otherwise, the cohort was
closed. If =7 of 28 pts had DC, the null DC rate was rejected. Secondary endpoints were objective
response (OR), progression-free survival (PFS), overall survival (OS), duration of response and
SD, and safety. Results: 28 pts with ERBB2/3 alt were enrolled in each cohort. The table shows
demographics and outcomes. For the BC cohort, 2 CRs (ERBB2 amplification [amp, n=1] and
ERBB2 amp and ERBB3 mutation [mut, n=1]), 5 PRs (ERBB2 amp [n=3], ERBB2 amp and mut
[n=1], and ERBB2 mut [n=1]) and 3 SD16+ (ERBB2 mut [n=3]) were observed for DC rate of 37%
(90% CI, 24 to 100) and OR rate of 25% (95% CI, 11 to 45). The null DC rate was rejected
(p=0.005). For the OC cohort, 2 PRs (ERBB2 amp [n=1] and ERBB2 mut [n=1]) and 3 SD16+
(ERBB2 amp [n=2] and ERBB2 amp and mut [n=1]) were observed for DC rate of 25% (90% CI, 10
to 100) and OR rate of 7% (95% CI, 1 to 24). The null DC rate was not rejected (p=0.29). Across
both cohorts, 4 pts had 6 tx-related serious adverse events (SAE) including: infusion-related
reaction, confusion, diarrhea, and fever, and 2 pts had 1 grade 3 tx-related adverse event (AE)
each including: GGT increase and lymphopenia. No pts had grade 5 SAEs. Conclusions: P+T met
prespecified criteria to declare clinical activity in pts with BC with ERBB2 alt, but not in pts with
OC. Additional study is warranted to confirm the efficacy of P+T in pts with BC with ERBB2 alt.
Clinical trial information: NCT02693535. Research Sponsor: Genentech; Astrazeneca, Bayer,
Boehringer Ingelheim, Bristol Myers Squibb, Eli Lilly and Company, Merck, Pfizer, Seagen
(now a wholly owned subsidiary of Pfizer Inc.), Taiho Oncology.

Demographics and efficacy outcomes.

BC (N=28) 0C (N=28)
ECOG PS, N (%) 0 6 (1) 11 (39)
17 (61) 16 (57)
2 5 (18) 1 (4)
Prior systemic regimens, N (%) 12 6 (21) 13 (46)
=3 22 (79) 15 (54)
DC (OR plus SD16+) rate, % (90% CI), p-value 37 (24,100), p=0.005 25 (10, 100), p=0.29
OR rate, % (95% CI) 25 (11, 45) 7 (1,24)
Median PFS, wks (95% CI) 13 (7, 22) 8 (8, 16)

Median 0S, wks (95% CI) 32 (17, 54) 44 (26, 89)



http://www.clinicaltrials.gov/ct2/show/NCT02693535

DEVELOPMENTAL THERAPEUTICS—MOLECULARLY TARGETED AGENTS AND TUMOR BIOLOGY

3127 Poster Session

Digital spatial profiling of advanced solid tumors and lymphomas from a phase 1
trial of copanlisib and nivolumab.

Sayak Ghatak, Lindsay Dutko, Kaci Paulus, Mary Jane Ong, Peter Wu, Christina Rosenberger, Li Chen, Parimal Kumar, Biswajit Das, Geraldine 0'Sullivan-Coyne,
Barry C. Johnson, Jibran Ahmed, Alice P. Chen, Chris Alan Karlovich; Frederick National Laboratory for Cancer Research, Frederick, MD; Leidos Biomedical Research,
Frederick, MD; National Cancer Institute, Bethesda, MD; Division of Cancer Treatment and Diagnosis, National Cancer Institute, National Institutes of Health, Bethesda, MD;
Developmental Therapeutics Clinic, Division of Cancer Treatment and Diagnosis, National Cancer Institute, National Institutes of Health, Bethesda, MD

Background: Digital spatial profiling (DSP) is an innovative technique that facilitates spatially
resolved proteotranscriptomic analysis within tissue sections, providing essential insights into
the tumor microenvironment (TME). As part of the exploratory objectives in the Phase 1B trial
(NCT03502733) evaluating adult patients(pts) with solid tumors and lymphomas copanisib (C),
nivolumab (N) + ipilumumab (I), we employed the NanoString-Bruker GeoMx DSP platform to
evaluate spatial heterogeneity in differentially regulated biomarkers. Methods: The study
analyzed samples from pts in the trial’s doublet treatment arm, which included C + N. Pts
receive C on days 1and 15 or days 1, 8, and 15 of each cycle and nivolumab on day 1 or days 1and 15
of each cycle. Core biopsies collected from 8 pts at cycle 1 day 1 pre-dose (C1D1, baseline), cycle
1 day 8 post-dose (C1D8, C only) and cycle 2 day 15 post-dose (C2D15, C+N) were selected for
GeoMx analysis. Tissue sections (5-pm) from archival FFPE blocks were prepared on glass
slides and hybridized with photocleavable tag-conjugated antibodies (targeting 85 proteins)
and oligonucleotide probes (whole transcriptome- WTA) for protein and WTA analyses re-
spectively. Tissue imaging was performed via high-resolution fluorescent microscopy using
morphology markers (cytokeratin AE1/AE3, CD45,CD3, CD20, Syto-13 nuclear marker). At least
three rectangular (660 x 784 pm) regions of interest (ROI) per timepoint were analyzed using
NanoString nCounter for proteomics and NGS for WTA. Data quality control and analysis were
conducted using the GeoMx DSP Control Center (V-3.0) with a significance threshold of « = 0.05.
Results: In two lymphoma pts with stable disease (SD) or partial response (PR), PI3K down-
stream signaling showed downregulation at C1D8 due to C-mediated PI3K-AKT signaling
inhibition, possibly through PIK3IP1 overexpression. This signaling returned to baseline by
C2D15, likely due to C’s elimination half-life. In a follicular lymphoma case (#18, PR), FOXP3
expression decreased at both C1D8 and C2D15, while CD4 and CD8 levels remained constant.
Immune marker expression (PD-L1, PD-1, CTLA-4, CD80) progressively declined. However, in
diffuse large B-cell lymphoma (#14, SD), no changes in T-cell markers were observed. Solid
tumor cases (#12, #24, SD) showed PI3K-AKT signaling downregulation at C2D15, along with
CD3+/CD8+ T-cell infiltration into the tumor. FOXP3 levels slightly decreased in tumor and
immune compartments. Progressive disease cases showed no change in T-cell markers.
Conclusions: GeoMx DSP demonstrated its capability to investigate phospho-signaling and
immune profiles in tumor and stromal compartments of small biopsies, highlighting its
potential to enhance the understanding of TMEs in clinical studies. Further applications
may provide critical insights for clinical cancer trials. Clinical trial information:
NCT03502733. Research Sponsor: None.


http://www.clinicaltrials.gov/ct2/show/NCT03502733
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Long non-coding RNA (IncRNA) SNHG11 as a prognostic and predictive biomarker
in metastatic colorectal cancer (mCRC): Insights from CALGB (Alliance)/SWOG
80405.

Michela Bartolini, Francesca Battaglin, Joshua Millstein, Fang-Shu Ou, Shivani Soni, Pooja Mittal, Sandra Algaze, Karam Ashouri, Lesly Torres-Gonzalez,

Unnati Hermant Shah, Priya Jayachandran, Wu Zhang, Alan P. Venook, Federico Innocenti, Alberto Puccini, Heinz-Josef Lenz; Division of Medical Oncology, Norris
Comprehensive Cancer Center, Keck School of Medicine, University of Southern California, Los Angeles, CA; Department of Population and Public Health Sciences, Keck
School of Medicine, University of Southern California, Los Angeles, CA; Alliance Statistics and Data Management Center, Mayo Clinic, Rochester, MN; University of
California, San Francisco, San Francisco, CA; The University of North Carolina at Chapel Hill, Chapel Hill, NC; Humanitas University, Pieve Emanuele, IRCCS Humanitas
Research Hospital, Humanitas Cancer Center, Pieve Emanuele, Milano, Italy

Background: LncRNAs have emerged as key regulators of cancer progression and therapeutic
responses. In CRC, several IncRNAs have been implicated in modulating tumor growth,
metastasis and treatment resistance by interacting with critical tumorigenic pathways. Here,
we investigate the potential prognostic and predictive value of IncRNA expression in patients
(pts) with mCRC enrolled in CALGB/SWOG 80405 (NCT00265850) trial. Methods: We analyzed
433 mCRC pts treated with either bevacizumab (bev, n = 226) or cetuximab (cet, n = 207) plus
first-line chemotherapy. Tumor RNA expression (Illumina HiSeq 2500) of 13 candidate IncRNAs
(SNHG11, HOTAIR, FGF14-AS2, H19, YWHAE, NEAT1, MIR100HG, UCA1, LINC00973, SLCO4A1-
AS1, POU5F1P4, MALAT1, HCG18) was explored. Median overall survival (mOS) and
progression-free survival (mPFS) in months (mo) were compared between pts grouped by
tertiles (low [L] vs medium [M] vs high [H]) of gene expression. Likelihood ratio tests, hazard
ratios and 95% confidence intervals were computed from multivariable Cox proportional
hazards models, adjusting for age, sex, ECOG PS, tumor location, number of metastatic sites,
KRAS, Consensus Molecular Subtypes (CMS), and treatment. Results: Overall, SNHG11 was
strongly associated with OS and PFS after adjusting for multiple tests (Benjamini-Hochberg
False Discovery Rate < 0.05). High SNHG11 expression (H group, n = 144) was associated with
improved mPFS (H: 14.3 vs M: 11.2 vs L: 8.3 mo; p = 0.038) and mOS (H: 39.6 vs M: 31.1vs L: 20.5
mo; p = 0.033) in the combined treatment analysis. Among cet-treated pts, SNHG11-H showed a
numerically longer mPFS (H: 14.2 vs M: 11.1vs L: 7.6 mo; p = 0.19) and significantly longer mOS
(H: 411 vs M: 32.4 vs L: 14.3 mo; p = 0.012). In contrast, no statistically significant OS or PFS
differences were observed in bev-treated pts. SNHG11-H tumors had a significant OS benefit
from cet compared to bev (mOS 41.1 vs 36.5 mo, respectively; p = 0.016), with a nominally
significant treatment interaction observed for OS (p = 0.030). No significant differences were
observed in the L or M expression groups. Additional analyses showed that SNHG11 expression
was high in the CMS2 (canonical) subtype and substantially lower in CMS1 (immune).
Conclusions: LncRNA SNHG11 plays a significant role in CRC progression and metastasis via
tumorigenic pathways, including c-Myc and HIF-1«. Moreover, elevated circulating SNHG11
levels show promise as a non-invasive biomarker for early CRC detection. In CALGB/SWOG
80405, high SNHG11 expression correlated with improved PFS and OS, particularly in cet-
treated pts, supporting its role as a prognostic and predictive biomarker. Its strong association
with CMS2 aligns with its reported involvement in c-Myc-driven pathways. Further validation
is needed to confirm the clinical utility of this biomarker and elucidate underlying mechanisms.
Research Sponsor: National Cancer Institute; P30CA014089, U10CA180821, U10CA180882,
U10CA180888; Genentech; https://acknowledgments.alliancefound.org.
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Using single-cell sequencing to identify endothelial expression of immune
checkpoint ligands in advanced hepatocellular carcinoma, pre- and post- atezoli-
zumab plus bevacizumab in the phase Il INTEGRATE study.

Florence T.H. Wu, Jehan Vakharia, Stephanie W.Y. Wong, Adriana Vukosich, Selina Melillo, Leo M. Chan, Giselle M Boukhaled, Simone C. Stone, Azin Sayad, Ben X. Wang,
Harry Harvey, Cathy Yan, Marco A. Marra, Pamela Ohashi, Rachel Garonce-Hediger, Raymond Woo-Jun Jang, Robert C. Grant, Eric Xueyu Chen, Jennifer J. Knox,
Adrian G. Sacher; Clinician Investigator Program, University of British Columbia, Vancouver, BC & Princess Margaret-UHN, Toronto, ON, Canada; Princess Margaret Cancer
Centre, University Health Network, Toronto, ON, Canada; University of Toronto, Toronto, ON, Canada; Princess Margaret Cancer Centre, University Health Network,
University of Toronto, Toronto, ON, Canada; Canada’s Michael Smith Genome Sciences Centre, BC Cancer & Dept of Medical Genetics, University of British Columbia,
Vancouver, BC, Canada; Canada’s Michael Smith Genome Sciences Centre, BC Cancer Research Institute and Department of Medical Genetics and The Michael Smith
Laboratories, University of British Columbia, Vancouver, BC, Canada; Princess Margaret Cancer Centre, University Health Network & University of Toronto, Toronto, ON,
Canada; F. Hoffmann-La Roche Ltd., Global Product Development Medical Affairs, a member of the imnCORE network, Basel, Switzerland; Division of Medical Oncology and
Hematology, Princess Margaret Cancer Centre, University Health Network, University of Toronto, Toronto, ON, Canada; Cancer Clinical Research Unit, Princess Margaret
Cancer Centre, Toronto, ON, Canada

Background: Atezolizumab (atezo; anti-PD-L1) plus bevacizumab (bev; anti-VEGF-A)
became a standard treatment for advanced hepatocellular carcinoma (HCC) after demonstrat-
ing an overall survival advantage over sorafenib (inhibitor of VEGFR2 & other kinases) in the
phase III clinical trial, IMbrave150. However, the mechanisms of primary and acquired re-
sistance to atezo-bev are poorly understood. VEGFR2" endothelial cells (ECs) are potential
cellular targets of bev and may play a key immunomodulatory role in response to atezo-bev. In
this study, we utilized single-cell sequencing to identify potential mediators of resistance
within EC subsets. Methods: Eight patients with unresectable HCC were enrolled on the IN-
TEGRATE study, treated with atezo-bev, and underwent intensive biospecimen collection
(NCT04563338). Serial tumor biopsies were collected and viably cryopreserved including
pre-treatment (n=6), 21-28 days after first dose (n=6), and at disease progression (n=2).
Single-cell analysis via cellular indexing of transcriptomes and epitopes (CITEseq) has been
performed and data from four patients have been analysed to date. Aggregating their nine
biopsies, 8,569 hepatocytes (ALB* FABP1* FGB"), 29,072 immune cells (CD45"), and 8,028 ECs
(CD31" vWF* KDR*) were annotated. The differential expression of VEGFR2, PD-L1, and other
immune checkpoint ligands by tumor vs. immune vs. endothelial cellswere interrogated
(Table). Results: VEGFR2 (receptor for VEGF-A) is predominantly expressed by ECs, at high
prevalence & intensity. PD-L1 and PD-L2 (ligands of PD-1) are expressed by ECs at low
prevalence & intensity. Galectin3 (LAG3 ligand) is widely expressed by hepatocytes, immune
cells and ECs; while L-SECtin (LAG3 ligand) is predominantly expressed by ECs but at low
prevalence & intensity. ECs had the highest prevalence of galecting (TIM3 ligand) expression.
Nectin2 (TIGIT ligand) is expressed by both hepatocytes and ECs at high prevalence & intensity.
Conclusions: Liver ECs express a broad array of immune checkpoint ligands, which are more
frequent than previously anticipated. These EC subsets may potentially drive resistance by
contributing to exhaustion of T cell subsets entering the tumor microenvironment. Complete
CITEseq, TCR sequencing, and correlative studies from the full cohort are underway. Clinical
trial information: NCT04563338. Research Sponsor: This research was a collaborative effort
made possible through support from F. Hoffmann-La Rohce for the imCORE Network.

Hepatocytes Immune cells ECs
VEGFR2 (KDR) 0.06% (<0.01) 0.05% (<0.01) 66% (0.8)
PD-L1 (CD274) 0.2% (<0.01) 4% (0.03) 2% (0.01)
PD-L2 (PDCD1LG2) 0.02% (<0.01) 2% (0.02) 3% (0.02)
L-SECtin (CLEC4G) 0% 0.1% (<0.01) 3% (0.05)
Galectin-3 (LGALS3) 68% (0.8) 39% (0.5) 43% (0.5)
Galectin-9 (LGALS9) 5% (0.04) 28% (0.3) 34% (0.3)
PVR (CD155) 14% (0.1) 1% (<0.01) 18% (0.1)
Nectin2 (CD112) 60% (0.5) 5% (0.04) 44% (0.4)

% = proportion of cells with positive expression. () = normalized mean expression.


http://www.clinicaltrials.gov/ct2/show/NCT04563338
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Assessment of homologous recombination deficiency and BRCA status in ovarian
cancer: Analytical performance and relevance of a decentralized NGS assay for
comprehensive genomic profiling.

Mohit Gupta, Michael Rozas, Vinay Kumar Mittal, Xiaoping Duan, Michael Allen, Cheng-Zong Bai, Jim Veitch, José Luis Costa, Philip Jermann, Seth Sadis, Elaine Wong-Ho,
Luca Quagliata, Julia Welz, Domenica Lorusso, Maria Jesis Rubio-Pérez, Regina Berger, Sakari Hietanen, Guillaume Bataillon, Eric Pujade-Lauraine, Isabelle Laure Ray-
Coquard; Thermo Fisher Scientific, South San Francisco, CA; Thermo Fisher Scientific, Carlsbad, CA; Thermo Fisher Scientific, Ann Arbor, MI; Thermo Fisher Scientific,
Pleasanton, CA; Thermo Fisher Scientific, Porto, Portugal; Thermo Fisher Scientific, Reinach, Switzerland; Thermo Fisher Scientific, Waltham, MA; Department of
Gynecology & Gynecologic Oncology, Kliniken Essen-Mitte and AGO Studiengroup, Essen, Germany; Humanitas San Pio X and Humanitas University, Milan, and MITO,
Milan, Italy; Hospital Universitario Reina Sofia and GEICO, Cordoba, Spain; Medical University Innsbruck, Department for Gynecology and Obstetrics, and AGO Austria Study
Center, Innsbruck, Austria; Turku University Hospital and NSGO-CTU, Turku, Finland; Institut Universitaire du Cancer Oncopole Toulouse, Toulouse, France; ARCAGY
Research, Paris, France; Centre Léon Bérard and GINECO, Lyon, France

Background: Homologous recombination deficiency (HRD) is a complex biomarker with pre-
dictive value in ovarian cancer. Understanding both the causes of HRD, such as pathogenic
alterations in homologous recombination repair (HRR) genes, and its consequences, like
genomic instability (GI), is crucial for exploring various therapeutic strategies, including the
potential use of poly (ADP-ribose) polymerase inhibitors (PARPi). This study evaluates the
analytical performance and clinical research relevance of the Oncomine™ Comprehensive
Assay Plus (OCA Plus), a distributable next-generation sequencing (NGS) research use assay
that offers in a single workflow comprehensive genomic profiling, including HRD evaluation.
Methods: The OCA Plus panel was used for comprehensive genomic profiling of a series of 299
ovarian cancer research samples from the PAOLA-1 trial, part of the ARCAGY biorepository.
Research samples were analyzed to assess agreement with orthogonal method, specifically for
BRCA1 and BRCA2 mutational status, GI status and overall HRD status which combined BRCA1/2
mutational status and GI status. GI status was determined using Genomic Instability Metric
(GIM), a quantitative method that characterizes unbalanced copy number changes.
Progression-free survival (PFS) was retrospectively studied to determine future clinical rel-
evance. Results: The success rate for DNA sequencing was 100%, starting from a minimal
sample input of 20ng of genomic DNA isolated from FFPE tissue blocks. The OCA Plus panel
provided a detailed genomic profile in a single workflow, achieving high success rates across all
biomarkers tested, including single nucleotide variants/indels and HRD (100%). Overall percent
agreement (OPA) for HRD status with orthogonal method was 87%. OPA for BRCA1/2 variants
was 98%, while OPA for GI status was 80%. PFS analysis demonstrated a significantly better
hazard ratio (HR: 0.51, p <.005) for the cases positive for OCA Plus HRD solution compared to
the cases negative for the OCA Plus HRD solution (HR: 0.84, p = 0.43). Conclusions: The OCA
Plus solution enables robust and reliable comprehensive genomic profiling with high OPA for
BRCA1/2 and HRD status compared to commonly used orthogonal method. Albeit additional
studies are due, overall, the reported data suggests its future clinical utility in predicting
treatment outcomes in ovarian cancer. Research Sponsor: None.
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Cost-effectiveness of NTRK testing strategies for detecting NTRK fusions in solid
tumors in China.

Jian Wang, Lifeng Wang, Shenglei Li, Wen Chen; Fudan University Shanghai Cancer Center; Shanghai Medical College, Fudan University, Shanghai, China; Xinhua Hospital
Affiliated to Shanghai Jiao Tong University School of Medicine, Shanghai, China; Department of Pathology, The First Affiliated Hospital of Zhengzhou University,
Zhengzhou, China; School of Public Health, Fudan University, Shanghai, China

Background: Neurotrophic tyrosine receptor kinase (NTRK) gene fusions are oncogenic drivers
in many solid tumors. With the inclusion of the targeted drug Entrectinib in China’s national
reimbursement drug list, the demand for NTRK testing has also increased. This study evaluates
the cost-effectiveness of a two-step testing strategy (initial pan-TRK IHC testing followed by
next-generation sequencing (NGS) confirmation for positive results) compared to directly
conducting NGS testing, with treatment of positive cases using Entrectinib. Methods: A de-
cision tree model was established from a health system perspective, based on clinical practices
in China. The study included 17 cancer types as reported in the latest clinical trial of Entrectinib
(n = 194). Diagnostic performance data were sourced from literature and validated by pathol-
ogists and clinicians. Clinical efficacy, treatment phase costs, and utility for progression-free
survival (PFS) were obtained from open databases and literature. Turnaround time and costs for
testing was gathered from expert interviews. The time horizon was set to include the duration of
NTRK testing and the period of PFS associated with the medication. A one-way sensitivity
analysis was conducted to assess the model’s robustness. Results: In China, the NGS testing
alone produced 0.55507 life years (LY) and 0.42646 quality-adjusted life years (QALY) at a total
cost of $5932.57 , whereas the pan-TRK IHC + NGS testing strategy yielded 0.55530 LY and
0.42665 QALY at a total cost of $4176.67. The pan-TRK IHC+NGS testing strategy was
dominant, offering higher QALY at lower costs than NGS testing alone. Additionally, the average
wait time for pan-TRK IHC + NGS testing was reduced by 10 days. The robustness of the base
case results was confirmed through sensitivity analysis. Conclusions: Initial pan-TRK IHC
testing, followed by NGS confirmation for positive results, is the optimal strategy for NTRK
fusion detection in patients with locally advanced or metastatic solid tumors in China, pro-
viding superior cost-effectiveness compared to NGS testing alone. Research Sponsor: None.

Cost-effectiveness analysis results.
Total Effectiveness Effectiveness Incremental Incremental

Testing Cost(USDS) (LYs) (QALY) cost (S) QALYs ICER (Cost/QALY)

NGS $5932.57 0.55507 0.42646 pan-TRK I[HC +NGS

pan-TRK $4176.67 0.55530 0.42665 -$1755.90  0.000187 was dominant
IHC+NGS

ICER: Incremental cost-effectiveness ratio.
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Impact of sample characteristics on RNA-based next-generation sequencing (NGS)
for fusion gene detection in non-small cell lung cancer (NSCLC).

Jun Liu Jr., Ning Gao; First People’s Hospital, the Second Affiliated Hospital of South China University of Technology, Guangzhou, China; 3DMed, Shanghai, China

Background: RNA-based next-generation sequencing (NGS) has been widely employed for
detecting fusion genes in NSCLC, due to its superior sensitivity and simplified design compared
to DNA-based NGS. However, the impact of sample quality on fusion variant detection using
RNA-based NGS remains unclear. Methods: The study analyzed 5,386 and 5,538 NSCLC samples
using DNA- or RNA-based NGS to detect common fusion genes (ALK, RET, ROS1, NTRK, NRG1,
MET exon 14 skipping, and FGFR). NGS libraries were constructed using capture-based or
amplicon-based methods for DNA and RNA samples, respectively, focusing on pathogenic
mutations. Results: RNA-based NGS detected 2.44% more fusions than DNA-based NGS
[9.50% (526/5538) vs. 7.06% (380/5386)], with notable advantages for NTRK (0.13% vs.
0.02%), NRG1 (0.25% vs. 0.06%), MET exon 14 skipping (2.15% vs. 1.36%), and FGFR fusions
(0.40% vs. 0.02%). Tumor cell content analysis showed no significant impact on fusion de-
tection rates within the 20%-90% range for either method. However, higher tumor cell content
(=80%) significantly increased RNA-based NGS detection rates compared to DNA-based NGS,
nearly doubling the total detection rate (17.3% vs. 8.88%), primarily due to increased ALK
fusion detection (8.97% vs. 5.02%). The type of sampling (surgical, biopsy, or others) did not
significantly affect overall fusion detection rates for either method (p > 0.05). However, gene-
specific analyses showed significantly higher detection rates for ROS1, MET, and RET using
RNA-based NGS in biopsy samples compared to DNA-based methods (ROS1: 11.83% vs. 1.18%,
MET exon 14 skipping: 2.87% vs. 1.62%, RET: 1.24% vs. 0.79%). Conversely, RNA-based
detection of ALK and NRG1 fusions was higher in surgical samples (ALK: 4.00% vs. 3.25%,
NRG1: 0.34% vs. 0.08%) compared to DNA-based methods. Regarding sample types, pleural/
peritoneal effusions showed higher detection rates than FFPE samples, though not statistically
significant. RNA-based NGS consistently showed superior detection rates for ALK and MET
exon 14 skipping in all sample types compared to DNA-based methods, with the most sub-
stantial increase for MET exon 14 skipping in pleural/peritoneal effusions (2.14% vs. 0.98%).
Conversely, RNA-based NGS for NRG1 and ROS1 fusions showed a greater relative increase in
detection rate in 10% neutral formalin-fixed tissue/FFPE sections/unstained slides compared
to pleural/peritoneal effusions. Conclusions: Sample characteristics did not significantly im-
pact the overall detection rate of RNA-based fusion assays. However, detection rates for specific
fusions like ALK, NRG1, and MET exon 14 skipping varied with sample type, sampling method,
and tumor cell content. Optimizing testing strategies and sample handling is crucial to
improving diagnostic accuracy in NSCLC. Research Sponsor: Medical Scientific Research Foun-
dation of Guangdong Province, China; A2022519.
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Effect of irradiation on the killing effect of NK cells in colon cancer through MYB/
TIM3 axis.

Xiuli Guo, Gan Tao, Hui Qiu, Conghua Xie, Qiuji WU; Zhongnan Hospital of Wuhan University, Wuhan, HuBei, China; Zhongnan Hospital of Wuhan University, Wuhan, China;
Zhongnan Hospital of Wuhan University, Wuhan, Hubei, China

Background: Natural killer (NK) cells play a crucial role in tumor progression and anti-tumor
immunity. However, they often exhibit an exhausted phenotype within the tumor microen-
vironment (TME), limiting their full cytotoxic potential. T-cell immunoglobulin and mucin-
domain containing-3 (TIM-3) has emerged as a novel immune checkpoint that is highly
expressed on NK cells and suppresses their cytotoxic function. TIM-3 is closely associated
with immune evasion and anti-tumor immune tolerance. This study aims to investigate the
effects and mechanisms by which radiation modulates NK cell function, providing a foundation
for developing strategies that specifically target TIM-3 on NK cells. Methods: First, mRNA
high-throughput sequencing, RT-qPCR, and Western blot experiments were used to analyze
changes in the expression of related genes in NK92 cells after radiotherapy. The LDH release
assay was employed to evaluate the effect of radiation on the viability of NK92 cells. ELISA was
conducted to detect changes in the release levels of tumor necrosis factor TNF-a and other
factors after radiotherapy. Dual-luciferase reporter assays and chromatin immunoprecipita-
tion (ChIP) experiments confirmed that the transcription factor MYB mediates radiation-
induced regulation of NK cell activation by targeting and binding to the TIM-3 promoter region.
A non-contact co-culture system was established, and flow cytometry demonstrated that
radiation combined with MYB overexpression enhanced the cytotoxicity of NK cells against
tumor cells. A colon cancer mouse model was constructed to evaluate the anti-tumor effect of
combining anti-TIM-3 antibodies with radiotherapy. Results: We found that radiation can
activate NK92 cells in vitro and enhance TIM-3 expression,promoting the secretion of gran-
zyme B, perforin, TNF-«, IFN-v, and other cytokines and chemokines that modulate the TME
and enhance anti-tumor immune responses. Moreover, the transcription factor MYB inhibits
TIM-3 expression by directly binding to the TIM-3 promoter region, mediating the effects of
radiation on the TME through NK cell activation. In vivo, the combination of radiotherapy and
anti-TIM-3 antibodies effectively controlled the growth of subcutaneously transplanted colon
cancer tumors in C57BL/6 mice. However, this combined treatment effect was significantly
diminished after NK cells were depleted by the anti-NK1.1 antibody. Conclusions: This study
elucidates a novel mechanism by which radiation activates NK cells in the tumor microenvi-
ronment through the MYB/TIM-3 pathway. It provides new insights for enhancing the efficacy
of radiotherapy and offers a theoretical basis for the potential clinical application of these cells
in future research. Research Sponsor: None.
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Combined prognostic value of post-surgery circulating tumor DNA and tumor-
stroma ratio in patients with stage Ill colon cancer treated with adjuvant
chemotherapy.

Ingrid Franken, Floor Heilijgers, Marie-Christine Bakker, Carmen Rubio-Alarcon, Nerma Crnovrsanin, Margriet Lemmens, Pien Delis-van Diemen, Mark Sausen,
Gerrit A. Meijer, Miriam Koopman, Geraldine R. Vink, Remond Fijneman, Jeanine Roodhart, Wilma E. Mesker; University Medical Center Utrecht, Department of Medical
Oncology, Utrecht, Netherlands; Leiden University Medical Center, Leiden, Netherlands; Netherlands Cancer Institute, Department of Pathology, Amsterdam, Netherlands;
Labcorp Oncology, Baltimore, MD; Netherlands Comprehensive Cancer Organisation (IKNL), Department of Research and Development, Utrecht, Netherlands

Background: Patients with stage III colon cancer (CC) are routinely treated with resection
followed by adjuvant chemotherapy (ACT). About half of patients are cured by surgery and
hence overtreated with ACT, yet another ~30% experience recurrence and are currently under-
treated. Only ~20% of patients are cured by ACT and we are unable to identify these patients.
Prognostic value of circulating tumor DNA (ctDNA) and the tumor-stroma ratio (TSR) has been
shown in separate studies. This study aimed to integrate these biomarkers with pTNM substage
to better predict outcome in stage III CC patients treated with ACT. Methods: Patients with stage
I1I CC who received radical resection followed by ACT were selected from the Prospective Dutch
ColoRectal Cancer cohort (PLCRC) substudy PROVENC3 (Rubio-Alarcon AACR 2024). Blood was
collected between surgery and ACT, to determine ctDNA status using Labcorp Plasma Detect.
Based on a diagnostic H&E slide from the CC resection, the TSR was determined by a trained
observer according to the United study (Polack ESMO open 2024). A stroma content of =50%
was considered low and >50% high. The primary outcome was recurrence risk (RR), calculated
from date of resection. Results: In the overall cohort (N = 207), the 3-year RR was 23.4% [17.3-
29.1]. In total, 88 patients (43%) were stroma-high and had a higher recurrence risk (3-year RR
33.1% [22.5-42.3]) than the 119 stroma-low patients (3-year RR 16.0% [8.9-22.5]; HR 2.7 [1.6-
£4.61). CtDNA was detectable after surgery in 28 patients (13.5%; HR 5.8 [3.3-10]), of whom 11
(39%) were stroma-high. T4/N2 stage was observed in 82 patients (HR 2.9 [1.7-5.0]), of whom
46 (56%) were stroma-high. TSR (HR 2.6 [1.5-4.6]) had added prognostic value to ctDNA (HR
7.6 [4.3-13]) and pTNM substage (HR 2.9 [1.7-5.0]) in a multivariable cox model (LRT p<0.001).
Patients with no detectable ctDNA and stroma-low T1-3N1 CC were at low recurrence risk (N =
71; 3-year RR 2.9% [0-6.8]). In comparison, patients with no detectable ctDNA and a tumor that
was either stroma-high or T4/N2 were considered intermediate risk (N = 68; 3-year RR 17.2%
[7.4-26.0]; HR 5.4 [1.5-19]). Patients with detectable ctDNA and/or stroma-high T4/N2 CC
had a high risk (N = 68; 3-year RR 50.2% [36.7-60.8]; HR 19 [5.9-62]). Conclusions: The
tumor-stroma ratio has added value to post-surgery ctDNA and pTNM substage in predicting
outcome in stage III CC patients treated with ACT. The recurrence risk in the third of patients
with no detectable ctDNA and stroma-low T1-3N1 CC was only 3%. It is of interest to investigate
whether this low risk would persist in a cohort treated with surgery only, to suggest whether
these patients could be spared ACT in the future. The third of patients with detectable ctDNA,
and/or stroma-high T4/N2 CC, had a 50% recurrence risk despite ACT, highlighting the need
for alternative adjuvant treatment options for these patients. Research Sponsor: None.
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Regorafenib response prediction in metastatic colorectal cancer by a novel genomic
and transcriptomic model.

Andreas Seeber, Marwa Abdel-Hamid, Arno Amann, Lorenz M. Pammer, Andrew Elliott, Kieran Sweeney, George W. Sledge Jr., Piotr Tymoszuk, Martin Pichler,
Heinz-Josef Lenz, Wafik S. EI-Deiry, Emil Lou, Benjamin Adam Weinberg, David Hsieh, Elisa Fontana, Josep Tabernero, Anwaar Saeed, Moh'd M. Khushman, Dominik Wolf,
Jakob Riedl; Department of Hematology and Oncology, Comprehensive Cancer Center Innsbruck, Medical University of Innshruck, Innsbruck, Austria; Department of
Internal Medicine V (Hematology and Oncology), Medical University of Innsbruck, Comprehensive Cancer Center Innsbruck, Innsbruck, Austria; Department of
Gastroenterology and Hepatology, Medical University of Innsbruck, Innsbruck, Austria; Caris Life Sciences, Phoenix, AZ; Caris Life Sciences, Irving, TX; Data Analytics As
a Service Tirol (DAAS) Tirol, Innsbruck, Austria; Department of Oncology, Hematology & Palliative Care, Oberwart, Austria; Department of Medical Oncology, USC Norris
Comprehensive Cancer Center, Los Angeles, CA; Brown University, Providence, Rl; Division of Hematology, Oncology and Transplantation, University of Minnesota,
Minneapolis, MN; Lombardi Comprehensive Cancer Center, Georgetown University Medical Center, Washington, DC; UT Southwestern Medical School, Dallas, TX; Sarah
Cannon Research Institute UK, London, United Kingdom; Vall d'Hebron Barcelona Hospital Campus and Institute of Oncology (VHIO), Barcelona, Spain; University of
Pittsburgh Medical Center (UPMC) and UPMC Hillman Cancer Center, Pittsburgh, PA; Washington University School of Medicine, St. Louis, MO; Massachusetts General
Hospital Cancer Center, Boston, MA

Background: The multi-kinase inhibitor regorafenib (Rego) is approved for the treatment of
refractory metastatic colorectal cancer (CRC). However, its efficacy is limited, and its use is
frequently associated with substantial toxicities. Identifying biomarkers predicting Rego-
response could improve therapeutic outcomes and reduce unnecessary treatment-related
adverse effects in non-responders. Methods: A predictive model for Rego-response was de-
veloped based on transcriptomic and genetic data from 41 CRC cell lines. Cell lines were
classified into Rego-sensitive versus -resistant groups based on drug sensitivity data from
the CTRP2 database. Several machine-learning algorithms were evaluated, with the General-
ized Linear Model via Elastic Net (GLMNET) achieving the highest predictive performance.
Model accuracy was assessed using leave-one-out cross-validation. Further validation was
performed using transcriptomic (WTS) data from 24,384 real-world CRC patients assessed by
Caris Life Sciences, which included 720 patients treated with Rego. Results: The predictive
model identified key cell line features associated with Rego-response, including gene expres-
sion signatures (e.g., ZNF441, CCDC82, ZFP69) and specific mutations (e.g., RALGAPA1, MORC1).
Transcriptome profiling showed that Rego responders exhibited enrichment in cell-cycle
regulation and DNA-repair mechanisms, while non-responders showed a stroma-rich micro-
environment with significant endothelial and fibroblast infiltration. External validation using
WTS data from real-world Rego-treated CRC patients revealed that predicted responders had a
prolonged time-on-treatment (p = 0.02, HR = 0.79) and median overall survival (p = 0.01, HR =
0.76) compared to predicted non-responders. This association was specific to Rego-response,
as there was no survival difference between predicted responders and non-responders among
patients not treated with Rego (p = 0.72, HR = 1.0). Conclusions: This novel predictive model
successfully identified and validated molecular features associated with Rego-response in CRC.
The transcriptomic and genetic signature holds significant potential for improving personal-
ized treatment strategies by identifying patients most likely to benefit from Rego and prevents
unnecessary Rego-associated toxicities in non-responders. Research Sponsor: None.
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Relationship between FOLR1 expression and pan-cancer subgroup of tumors with
specific transcriptomic profile.

Andrew Ip, Ahmad Charifa, Sally Agershorg, Deena Mary Atieh Graham, Donna M. McNamara, Merieme Klobocista, Andrew L. Pecora, Andre Goy, Maher Albitar,
Martin Gutierrez; John Theurer Cancer Center, Hackensack University Medical Center, Hackensack, NJ; Genomic Testing Cooperative, Lake Forest, CA; John Theurer
Cancer Center, Breast and GYN Divisions, Hackensack, NJ; John Theurer Cancer Center, Hackensack, NJ; Hackensack University Medical Center, Hackensack, NJ;
Hackensack Meridian Health, Hackensack, NJ

Background: Mirvetuximab soravtansine is an antibody—drug conjugate currently approved for
the treatment of advanced platinum-resistant ovarian cancer. The efficacy of this therapy is
correlated with high expression of folate receptor alpha (FRa), encoded by the FOLR1 gene.
Treatment requires = 75% of tumor cells to be stained positively for FRa by immunohisto-
chemistry (IHC). Here we defined the FOLR1 RNA level that distinguishes ovarian cancers with
very high FRa (= 75% by IHC), then compared the transcriptomic profile of these cases (FOLR1-
H) with the transcriptomic profile of cases with very low FR« expression (FOLR1-L). We further
explored the presence similar FOLR1-H signature in various types of cancers. Methods: RNA
was extracted from 1450 solid tumor FFPE samples and sequenced using a targeted RNA panel of
1600 genes. The RNA expression levels of various genes were quantified and expressed as
transcript per million (TPM). IHC for FRa protein was performed on ovarian cancers (N = 49)
using VENTANA FOLR1 RxDx assay. Results: Based on comparing IHC with RNA expression of
FOLR1, FOLR1-H samples were defined with RNA = 300 TPM while FOLR1 mRNA < 100 was
correlated with very low FRa by IHC and classified as FOLR1-L. Of the 312 ovarian cancers, 21%
were classified as FOLR1-H and showed significantly (Log10FDR < -2) higher expression in 39
genes as compared with FOLR1-L. The LogloFDR was < -10 in 19 genes. The top highly
expressed genes in FOLR1-H cases were TROP2, NECTINZ, ROR1, ROR2, ACVRL1, and NTHL1.
Inbreast cases (N =199) FOLR1-H was detected in 14.6% of cases and the most highly expressed
genes were ACVRL1, NECTIN4, ROR1, and ACVRL1 (Logl0FDR < -5). Of the 932 cases of lung
cancer, 21.5% classified as FOLR1-H and had significantly (Log10FDR < -2) high expression of
137 genes, but similar to ovarian cancer TROP2, NECTIN4, ROR1, ROR2, ACVRL1, and NTHL1
were top expressed genes. Of the 174 pancreatic cancers 9.8% were FOLR1-H and top expressed
genes were NECTIN4, ROR1, and ACVRL1. In sarcoma (N = 166), 8.4% had FOLR1-H and only
three genes (NECTIN4, NTHL1 and SLC47A1) were significantly high. Of the 327 colorectal
cancers, 8% met the criteria for FOLR1-H and 16 genes were significantly higher in FOLR1-H
including NECTIN4, NTHL1, ACVRL1, ROR1/2. In 64 esophageal cancers 10.9% were FOLR1-H,
but only 3 genes (GALNT12, ACVRL1 and NECTIN4) were significantly higher. Conclusions: This
data suggests that cancers with significantly high expression of FOLR1 mRNA are a special
subtype of tumors characterized by the expression of embryonic cell surface markers (FOLR1,
TROP2, NECTIN4, ROR1/2). The pan-cancer marked overexpression of these genes suggests
that cancers with FOLR1-H represent a subtype of cancers with similar biology. This subtype
may benefit from combination therapy targeting more than one of these markers (e.g. anti-
FOLR1 with anti-TROP2, or anti-NECTIN4) and clinical trial with such combination may be
justified. Research Sponsor: None.
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Multi-omics cohort-based prediction model for early relapse of hepatocellular
carcinoma post-surgery.

Penghong Song; The First Affiliated Hospital, School of Medicine, Zhejiang University, Hangzhou, China

Background: Postoperative early relapse (PER) of hepatocellular carcinoma (HCC) presents
significant challenges in clinical management. Identifying reliable predictive markers and
therapeutic strategies for PER is crucial for improving patient outcomes. Methods: We
constructed a predictive model for PER using multi-omics data from 177 HCC patients with
follow-up information. Transcriptomic and proteomic profiling of HCC tissues was performed,
followed by differential expression analysis and Weighted Gene Co-expression Network Anal-
ysis (WGCNA) to identify molecular markers associated with PER. Univariate, LASSO, and
multivariate Cox regression analyses were employed to refine the marker set, resulting in a
three-gene signature. The model’s accuracy was validated using a proteomic cohort and The
Cancer Genome Atlas (TCGA) database. Functional enrichment, drug sensitivity, and immune
infiltration analyses were conducted to explore the biological characteristics and therapeutic
implications of high-PER risk patients. Patient-derived organoid (PDO) models were used for
further validation. Results: We identified 31 molecular markers associated with PER, which were
narrowed down to a robust three-gene signature (MIK67, GPD1, and MBL2) with an area under
the curve (AUC) of 0.868 for predicting early relapse. Functional enrichment analysis revealed
that high-PER risk patients exhibited enhanced DNA damage repair and cell cycle pathways.
Drug sensitivity analysis suggested potential benefits from gemcitabine and paclitaxel, which
were validated using PDO models. Immune infiltration analysis showed reduced NK cell and M2
macrophage infiltration in high-PER risk patients, confirmed by single-cell sequencing and
immunohistochemical validation. Conclusions: This study provides a novel multi-omics-
based predictive model for early recurrence in HCC, highlighting potential therapeutic options
for high-risk patients. The findings underscore the importance of DNA damage repair and cell
cycle pathways in PER and suggest targeted therapies that could improve clinical outcomes for
high-PER risk patients. Research Sponsor: None.
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Comprehensive clinicogenomic profiling of signet ring cell carcinoma across

multiple organ sites.

Lawrence Wen Wu, Sara Wallam, Alexander Z. Wei, Ryan H. Moy; Columbia University Irving Medical Center, New York, NY

Background: Signet ring cell carcinoma (SRCC) is a rare, aggressive histological subtype of
adenocarcinoma that is associated with earlier age of onset and poor prognosis. It most
commonly arises from the stomach but can originate elsewhere. Few studies have compared
molecular alterations in SRCC across various primary sites. Utilizing the American Association
for Cancer Research (AACR) Project Genomics Evidence Neoplasia Information Exchange
(GENIE) v17.0, we performed a comprehensive analysis of clinicogenomic variables in SRCC
across different primary sites. Methods: The AACR GENIE v17.0 database was used to select
tumor samples classified as SRCC by the Oncotree Code. We excluded primary SRCC sites with <
10 tumor samples. Samples were analyzed for clinicogenomic characteristics including gender,
race, ethnicity, age at sequencing, and oncogenic molecular alterations by OncoKB classifica-
tion (somatic mutations, structural variants, copy number alterations). We classified “early
onset” SRCC as age of sequencing < 50. Chi-square testing was used to compare categorical
variables, and Benjamini-Hochberg procedure was used to control the false discovery rate
(statistical significance for q < 0.05). Results: From 355 patients with SRCC, 358 tumor samples
were analyzed, with the following distribution among primary sites: stomach (n = 168), colon/
rectum (n = 125), appendix (n = 38), and bladder (n = 27). There were high rates of early onset
SRCC in the stomach (29.2%), colon/rectum (47.2%), and appendix (36.8%). Female gender
was numerically higher in stomach (56.9%) and appendix (55.3%) SRCC cases compared to
colon/rectum (47.2%) and bladder (33.3%) SRCC cases. The most prevalent altered genes
included TP53 (45.0%), CDH1 (19.4%), ARID1A (14.8%), KRAS (12.9%), and SMAD/ (12.3%).
There was differential enrichment of molecular alterations across various sites in TP53, CDH1,
KRAS, SMAD/, TERT, APC, and BRAF (q < 0.05). Conclusions: To our knowledge, this study
represents the largest molecular analysis of SRCC across multiple organ sites, revealing high
rates of early onset SRCC and distinctive molecular alteration patterns. These findings un-
derscore the further need to investigate functional implications and potential therapeutic
targets for site-specific molecular alterations in SRCC. Research Sponsor: U.S. National In-
stitutes of Health; 5T32CA203703-09.

Highlighted clinicogenomic features.

Colon/

Clinical Variable/ Alteration Total Stomach Rectum Appendix Bladder g-value
Age of Sequencing <50 (%) 34.4% 29.2% 47.2% 36.8% 3.7% <0.001
Female Gender (%) 51.5% 56.9% 47.2% 55.3% 33.3% 0.24

TP53 45.0% 40.5% 48% 31.6% 77.8% 0.011

CDHT1* 19.4% 26.2% 3.4% 7.9% 63% <0.001
KRAS 12.9% 8.3% 17.6% 26.3% 0% 0.0055
SMAD4* 12.3% 3.6% 20.3% 21.0% 11.1% <0.001
TERT* 8.7% 1.5% 71% 0% 66.7% <0.001
APC 5.7% 1.2% 15.3% 0% 0% <0.001
BRAF 3.9% 1.2% 8.8% 2.6% 0% 0.017

*Not all samples profiled for specific alteration; % reflects percentage of samples with alterations of
those profiled.
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Comparative analysis of T-cell subsets and vessel features in matched primary
colorectal tumors and corresponding resected liver metastases.

Pia J. Osterlund, Tove Bekkhus, Elisabet Rodriguez-Tomas, Reetta Peltonen, Pauliina Reijonen, Emerik Osterlund, Caj Haglund, Jaana Hagstrom, Helena Isoniemi,
Arne Ostman, Ari Ristimaki, Teijo S. Pellinen, Alfonso Martin-Bernabé; Tampere University Hospital and Tampere Univeristy, Tampere, Finland; Karolinska Institutet, Solna,
Stockholm, Sweden; Helsinki University Hospital and University of Helsinki, Helsinki, Finland; Helsinki University Hospital and University of Helsinki, Espoo, Finland; Turku
University Hospital and University of Turku, Turku, Finland; Helsinki University Central Hospital and University of Helsinki and Genome-Scale Biology, Research Programs
Unit, University of Helsinki, Helsinki, Finland; Institute for Molecular Medicine Finland Precision Systems Medicine, Helsinki, Finland

Background: Outcome after liver resection for colorectal cancer metastases (CRLM) is partly
determined by factors such as the number, size, and vitality of the metastases, as well as the T-
and N-stage of the primary tumor. The tumor microenvironment—particularly immune cell
infiltration and vascular features—also influences outcome. Data on how these factors compare
between paired primary colorectal tumors and matched CRLM are limited. Methods: We used
TMAs from matched primary tumors and CRLM samples of 50 patients, of which 15 were
untreated and 35 had received neoadjuvant therapy (cytotoxic = VEGF-/EGFR-targeted agents)
before liver resection. Each tumor consisted of 1—3 tissue cores (1 mm) from both the tumor
center and the invasive margin. Multiplex immunofluorescence was performed to assess T-cell
(e.g.,CD3,CD4, CD8, PD1, FOXP3, TIM3, Ki67), and vessel (claudin-5, «SMA, PDGFRB) markers.
Nonparametric Wilcoxon signed rank and Spearman correlations were used for cell density
comparisons. Cox regression for continuous variables was used for disease-free survival (DFS)
associations. Results: We observed significantly lower densities of CD3+CD8+Ki67+,
CD3+CD4+Ki67+, and CD3+CD4+FOXP3+ cells in CRLM than in paired primary (all p < .006)
in both untreated and pretreated cohorts. The «SMA+PDGFRB— vessel subset was more
prevalent in CRLM compared with the primary tumor in the untreated cohort (p < .001). In
the untreated cohort, larger vessel size in CRLM (but not in the primary tumor) showed a
positive correlation with CD3+CD8+PD1+, CD3+CD/+PD1+, and CD3+CD4+FOXP3+ densities
(Spearman r = .54—.60, p = .02—.04). In the pretreated cohort, higher tumor vitality and/or
CDX2+ expression in CRLM (indicative of poor treatment response) were each negatively
correlated with cytotoxic (CD3+CD8+) and helper T-cell (CD3+CD4+) subsets (r = -.42 to
-.63, p < .01). DFS after metastasectomy was associated with vessel and T-cell features.
Regarding vessel metrics in the small untreated cohort, «SMA—-PDGFRB— vessel subset in
primary showed a negative trend (p = .06) as did smaller vessel size in CRLM (p = .06). CD3—
CD4+TIM3+ in CRLM was negatively associated with DFS in pretreated (p = .04), with a trend
also in untreated (p = .10). Conclusions: Densities of certain T-cell subsets are significantly
lower in matched CRLM than in primary tumors indicating immune desert phenotype. Vessel
subset profiling suggests differences between primary tumors and CRLM, possibly relevant for
treatment response. Poor pretreatment effect, i.e., high vitality and CDX2+ density in CRLM,
was negatively correlated with several T-cell subsets, a correlation not seen in untreated. The
poor prognosis association of CD3—CD4+TIM3+ cells in CRLM merits further investigation.
Research Sponsor: Finska Ldkaresdllskapet; Sigrid Juselius Stiftelse; Medicinska under-
stodsforeningen Liv & Hdlsa; The Finnish Cancer Foundation; The Competitive State Research
Financing of the Expert Responsibility Area of Tampere and Helsinki; Tampere University
Hospital Fund; Mary and Georg C. Ehrnrooth Foundation; Radiumhemmets fonder; Cancer-
fonden; Suomen onkologiayhdistys.
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Characterisation of ductal carcinoma in situ (DCIS) using mass spectrometry im-
aging towards near realtime margin assessment.

Hemali Chauhan, Virag Sagi-Kiss, Yuchen Xiang, Natasha Jiwa, Daniel Simon, Faiza Rashid, Zoltan Takats, Daniel Leff; Imperial College, London, London, United Kingdom;
Imperial College London, London, United Kingdom

Background: Imprecision in breast-conserving surgery leads to high national average high
rates of reoperative intervention. In line with updated margin guidelines, accurate differen-
tiation between non-invasive and invasive breast cancer is essential. This study aimed to assess
whether mass spectrometry can distinguish between normal breast tissue, benign, non-
invasive and invasive disease towards the development of an intraoperative margin assessment
tool. Methods: Breast tissue samples were collected from patients undergoing mastectomy.
Samples were flash-frozen, sectioned, and analysed using a Xevo G2-XS QTof mass spec-
trometer (Waters Corp.). Selected sections were ionised using a pulsed optical parametric
oscillator laser (OpoletteTM 2731/3034, OPOTEK) which operated at 2940 nm wavelength
and 20 Hz repetition rate. The laser focused on the tissue through a 20 mm focal distance
convex lens generating aerosol which was aspirated into the spectrometer. The data was
combined using spatial distribution and chemical information from characteristic ions to
generate 2D chemical images and labelled using consecutive H&E-stained sections annotated
by a Consultant Histopathologist for ground truth cross-validation. Results: Over 1 million
mass spectra were collected from imaging 52 breast tissue sections. This includes 720 mass
spectra from 31 DCIS breast tissue sections, compared to 6 spectra from 2 DCIS breast tissue
samples in previous work. A pixel size of 50 pm and scan rate was 250 pwm/s was utilised. An ex-
vivo classification model was built using n=6,796 and achieved >99% sensitivity for tumour
detection (DCIS and IBC) and 100% specificity for identifying normal tissue. Principal Com-
ponent Analysis demonstrated accurate separation of IBC, DCIS, benign breast disease, and
normal breast tissue. Six possible metabolites were identified following Recursive Feature
Elimination (RFE) was used to identify the most significant features which differentiate the
tissue types, these were annotated using the Lipid Maps database (http://www.lipidmaps.org/)
(Table 1). Cancerous tissue showed higher levels of structural lipids (600-900 Da), while
normal/benign breast tissue had higher levels of small metabolites (50-300 Da) and fatty
acids (200-400 Da). Conclusions: Mass spectrometry imaging enables accurate differentiation
of IBC, DCIS, benign breast disease, and normal breast tissue. Research Sponsor: NIHR Imperial
Biomedical Research Centre.

Biological features identified from the most significant RFE selected features.

m/z value Annotation Delta Theoretical m/z lon Class
255.2324 Palmitic acid 0.0006 255.2330 M-H Fatty acid
297.2751 FA 19:0 0.0037 297.2799 M-H Fatty acid
307.2019 FA 16:0 0.0026 307.2046 M+ClI Fatty acid
766.5392 PE 38:4 0 766.5392 M-H PE
843.5053 Pl 35:4 0.0025 843.5029 M-H PI

891.7444 TG 52:3 0.0003 891.7447 M+Cl TG
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A minimal comprehensive somatic panel to aid clinical decision making in a low cost
setting.

Urvashi Bahadur, Aarthi Ravichandran, Swetha Nayanala, Richa Malhotra, Pooja C., Bhanumathy G., Sreelaksh Raju, Disha Awasthy, Jayalakshmi Nair, Gayatri Krishnan,
Vijayashree G.R., Sameer Phalke, Shanmukh Katragadda, Ramesh Hariharan, Vamsi Veeramachaneni; Strand Life Sciences, Bengaluru, India; Strand Life Sciences,
Bangalore, India; Strand Life Sciences, Bangalore, India

Background: Large next-generation sequencing (NGS) panels (> 300 genes) offer multiple
potential therapeutic options for patients with metastatic cancer. However a large portion of the
population in developing countries is unable to avail the benefits of such testing due to limited
availability of many drugs or suitable clinical trials, coupled with the high cost of these tests.
There is an urgent need to offer a compact, affordable and robust testing solution which can
offer expanded but feasible therapeutic options. Hence we decided to develop a custom mid-
sized panel to fulfil these unmet requirements. Methods: A targeted solid tumor (DNA + RNA)
panel comprising 74 genes (SA74) was designed to cover all genes with a Tier 1 drug recom-
mendation for therapy, evaluating single nucleotide variants (SNV), indels, copy number
variants (CNV) and gene fusions (GF). We also included certain Tier2 genes for prognosis or
added clinical impact. GFs were evaluated by RNA. Inferior sample quality often results in poor
quality data, so we added a DNA component for tiling select intronic regions to identify GF
which to be used when RNA could not be analyzed. The analytical sensitivity was > 99% for
SNV/Indels with a 5% limit of detection, > 99% for CNV and GF. The clinical sensitivity was
100% for SNV, 95% for indels, 84.2% for CNV, 100% for RNA GF and 70% for DNA GF. Results:
239 formalin-fixed paraffin embedded tumor samples were evaluated using SA74 and the data
was scored for actionability across tumor types. This was compared with data from 706 samples
across multiple cancers analyzed using the Illumina TSO500 panel. The average number of
actionable alterations was 1.1 in SA74 and 1.6 in TSO500. The overall actionability (cases with at
least one Tier1 or Tier2 actionable variant) of SA7/ was 63.4%; while that of TSO500 was 78.3%.
Of this, the overlap with SA74 was 73.7%. The actionability in the remainder was due to Tier2
genes with lesser evidence altering the same pathway as an approved drug target or targeting
investigational drugs. The actionability for each cancer type was calculated and found to be:
colon (34.1%; n = 44), non-small cell lung (NSCLC) (78.4%; n = 37), breast (91.7%; n = 24),
carcinoma of unknown primary (CUP) (45%; n = 20), uterine (53.3%; n = 15), gallbladder (75%;
n = 12) and sarcoma (40%; n = 10), among others. Smaller panels often do not include CNV and
GF. Addition of these variant types increased actionability across cancers. The lack of CNV and
GF would have decreased total actionability from 62.9% to 54.5%. NSCLC and CUP were most
impacted with a difference in actionability of 16.2% and 15% respectively. GF increased
actionability mainly in NSCLC, while CNV contributed to increases across all cancers.
Conclusions: SA7/4 demonstrated high actionability across cancers. It therefore presents a
practical alternative to large panel testing by optimizing actionability and affordability, useful
in a cost-sensitive setting. Research Sponsor: None.
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Clinical performance of Signatera Genome assay in a cohort of patients (pts) with
solid tumors.

Mridula Annette George, Gary Schwartz, Wassim Mchayleh, Vitaly Margulis, Alan Tan, Sumedha Sudhaman, Carly Bess Scalise, Bharat Sridhar, Jordan Feeney, Wilson Tan,
Alexander Hsieh, Anastasia Butskova, Jose Ortega, Matthew Rabinowitz, Himanshu Sethi, Adam EINaggar, Michael Krainock, Angel A Rodriguez, Minetta C. Liu,
Matthew D. Galsky; Rutgers Cancer Institute of New Jersey, New Brunswick, NJ; Baylor University Medical Center, Dallas, TX; AdventHealth Cancer Institute, Orlando, FL;
Department of Urology, UT Southwestern Medical Center, Dallas, TX; Vanderbilt University Medical Center, Nashville, TN; Natera, Inc., Austin, TX; Tisch Cancer Institute,
Icahn School of Medicine at Mount Sinai, Department of Medical Oncology, New York, NY

Background: Circulating tumor DNA (ctDNA) has emerged as a powerful, minimally invasive
biomarker of treatment response and pt prognosis. Signatera, a tumor-informed, mPCR-NGS
ctDNA assay, offers high sensitivity and specificity for detecting molecular residual disease
(MRD). Signatera (exome) uses its proprietary approach to select a highly curated set of tumor
variants, followed by deep sequencing of plasma libraries at >100,000x per variant. Signatera
Genome uses the same proven technology and may provide an advantage over exome in certain
cases. However, beyond analytical improvements, it remains unclear if Signatera Genome
provides superior performance and utility compared to the clinically validated exome-based
version in the clinical setting. In this study, we assessed the clinical performance of the
Signatera Genome assay in a cohort of pts with solid tumors. Methods: We performed a
retrospective analysis of clinically annotated residual pt samples from commercial ctDNA
testing (Signatera, exome-based, 16-plex mPCR-NGS assay). Adjuvant treatment decisions
and ctDNA-cadence of testing were at the provider’s discretion. Signatera Genome assays were
designed, consisting of 64 high-quality variants, from the respective pts’ matched tumor and
normal whole genome sequencing data. These assays were used to detect ctDNA in the
associated pts’ plasma utilizing a sample calling strategy that combined the target confidences
and sample-level noise into a final confidence score. ctDNA concentration was measured in
mean tumor molecules per mL of plasma (MTM/mL). Longitudinal plasma samples represented
postoperative time points until recurrence/end of follow-up. The correlation between any time
postsurgical ctDNA positivity and recurrence-free survival (RFS) was assessed using Cox
regression analysis. Results: The Signatera Genome assay achieved a high analytical
sample-level specificity of 99.8% (healthy subjects). Clinical performance was assessed in a
real-world cohort of >300 pts with several cancer types, including breast cancer, non-small cell
lung cancer (NSCLC), melanoma, and renal cell carcinoma (RCC). Among pts with relapse, the
Signatera Genome assay detected ctDNA ahead of clinical recurrence as confirmed by imaging.
Pts with postsurgical ctDNA-positivity demonstrated significantly inferior RFS compared to
ctDNA-negative pts. This trend was consistent across all cancer types investigated. Multivariate
analysis adjusted for tumor type and stage revealed ctDNA-positivity to be the most significant
prognostic factor associated with RFS. Performance metrics by cancer type will be presented.
Conclusions: Here we report the largest Signatera Genome ctDNA study to date across multiple
solid tumor histologies. The data indicate robust performance and concordance with Signatera
Exome. Prospective clinical trials are underway evaluating clinical utility. Research Sponsor:
None.
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Landscape of genomic alterations in genes implicated in the regulation of hypoxia
inducible factor (HIF) signaling: A pooled analysis of two pan-cancer cohorts.

Wassim Daoud Khatoun, Jad El Masri, Eddy Saad, Marc Eid, Marc Machaalani, Mustafa Jamal Saleh, Rashad Nawfal, Karl Semaan, Razane El Hajj Chehade, Clara Steiner,
Emre Yekeduz, Liliana Ascione, Chris Labaki, Renee Maria Saliby, Talal El Zarif, Sabina Signoretti, David F. McDermott, Eliezer Mendel Van Allen, Toni K. Choueiri; Dana-
Farber Cancer Institute, Boston, MA; Beth Israel Deaconess Medical Center, Boston, MA; Yale New Haven Hospital, New Haven, CT; Brigham and Women'’s Hospital, Boston,
MA

Background: HIF2 alpha inhibitors (HIF2i) have been recently approved for VHL-related
tumors, especially clear cell renal cell carcinoma (ccRCC). Alterations in genes that regulate
HIF signaling may modulate response to HIF2i and may help identify tumor types that could
benefit from new therapeutic approaches targeting HIF activity. Here, we describe the land-
scape of these alterations across different cancer types. Methods: This study included patients
(pts) from the TCGA PanCancer Atlas and GENIE Cohort v17.0, across all cancer types. All pts
underwent Next Generation Sequencing or OncoPanel analysis of their tumors. Alterations in
genes related to the HIF pathway (VHL, EPAS1, EGLN1, and EGLN2) and citric acid cycle (SDHA,
SDHB, SDHC, SDHD, SDHAF1, FH, IDH1, IDH2, and MDH2) were screened, and only driver
mutations, identified by OncoKB, CIViC Variants, My Cancer Genome, and the available
literature, were included. Pts with a mutation in at least one gene were included. Mutation
frequencies across different cancer types were analyzed for each cohort, then pooled together.
Results: We identified a total of 10,953 and 167,073 pts on TCGA and GENIE, respectively.
Mutation frequencies for different cancer types are shown in the Table. Among the mutated
cases, IDH1 was the most altered gene in glioma (90.20% [95% Confidence Interval (CI): 90.19;
90.21]), hepatobiliary cancers (75.48% [75.40; 75.56]) and melanoma (55.75% [55.57; 55.92]),
and the second most common in leukemia (39.86% [39.68; 40.04]), while IDH2 was the most
altered in leukemia (57.52% [57.34; 57.70]), and the second most common in glioma (5.25%
[5.24; 5.25]), and hepatobiliary cancers (19.10% [19.04; 19.17]). SDHA was the second most
altered gene in melanoma (12.95% [12.87; 13.03]). In RCC, VHL was the most mutated gene
(92.79% [92.78; 92.79]), followed by FH (2.41% [2.40; 2.41]). EPAS1 was mutated in 64.19% of
cases with driver mutations in miscellaneous neuroepithelial tumors (MNET) ([57.07; 71.31]),
but not in RCC. Among the altered cases in pheochromocytoma, SDHB was the most commonly
altered gene (39.71% [35.31; 44.11], followed by VHL (18.41% [15.92; 20.91]). SDHB was also the
second most common gene to be mutated in MNET (23.12% [19.37; 26.86]). Conclusions: In this
analysis, mutations in HIF-regulating genes were detected in multiple cancers, and were not
limited to those studied in the context of HIF inhibitors. Further research is required to
elucidate whether these gene alterations sensitize tumors to HIF inhibition. Research Sponsor:
None.

Pooled mutation frequencies for all considered genes in different cancer types.

Cancer Type N % Pooled Mutation Frequency of any gene 95% CI
RCC 3662 39.76 39.74; 39.77
Glioma 12657 23.67 23.67; 23.67
Leukemia 1857 15.49 15.47; 15.50
Hepatobiliary Cancer 4234 11.18 11.18;11.19
MNET 253 8.61 8.54; 8.68
Pheochromocytoma 198 5.63 5.56; 5.69

Melanoma 6589 4.34 4.34; 4.34
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Analytical validation of EPISEEK, an epigenomic blood-based assay for multicancer
detection.

Thi Hanh Pham; Precision Epigenomics Inc, Tucson, AZ

Background: Early cancer detection significantly improves treatment outcomes and survival
rates. However, cancer screening faces key challenges: (1) current tests detect only 14% of new
cases and cover a limited range of cancers, (2) each cancer requires its own costly and complex
screening process, (3) limited patient awareness of suitable screenings, and (4) poor adoption
among marginalized and underinsured groups. EPISEEK was developed for multicancer de-
tection using minimal cell-free DNA from plasma. Here, we present validation study results
assessing its robustness and accuracy across 20+ cancer types and stages. Methods: EPISEEK
is a cfDNA-based methylation assay optimized for 20 ng of cfDNA input from plasma. Plasma
c¢fDNA underwent bisulfite conversion followed by methylation-specific quantitative PCR
targeting 10 cancer biomarkers and 3 internal control markers. 251 plasma samples from four
cancer stages across 25 cancer types, and 57 samples from individuals over 40 with no known
cancer history, were used to establish reference ranges and assess assay specificity and
sensitivity. Additional contrived and clinical samples were used to determine the assay’s
analytical LOD, reproducibility and stability. Results: 57 non-cancer samples were used to
train the classifier, achieving 99% specificity at a 95% confidence level. Accuracy testing
included 251 cancer samples representing > 20 primary cancer sites, including lung, colon,
cervix, esophagus, head and neck, kidney, liver, breast, bladder, skin, testis, thyroid, ovary,
pancreas, prostate, stomach, brain, bone marrow, and others. The cancer samples spanned all
stages: I (29%), II (13%), III (29%), IV (22%), and cases with missing stage data (6.7%).
Sensitivity increased with advancing stage, with observed sensitivity rate of 52%. By stage,
observed sensitivity was stage I: 42%, stage II: 46%, stage III: 57%, and stage IV: 64%. Due to
the limited and non-representative sample distribution for a typical multicancer screening
population, SEER data were utilized to estimate EPISEEK’s real-world performance by adjust-
ing tumor incidence and stage when estimating positive predictive value and negative pre-
dictive value. At 99% specificity and based on adjusted performance, EPISEEK achieved a
positive predictive value (PPV) of 40% and a negative predictive value (NPV) of 99%. Seven
markers were detectable with < 0.1 ng DNA, while the remaining three markers had an LOD95 of
0.1-0.37 ng. Comparing Ct values of each cancer target both intra and inter runs, EPISEEK
demonstrated high reproducibility with standard deviation of 0.383 (high positive), 0.232 (low
positive) and 1.063 (negative samples). Conclusions: EPISEEK is a sensitive, specific, accurate,
and reproducible multicancer detection test. Compared to comprehensive genomic profiling
techniques, it offers an affordable testing option for broader populations with a fast turnaround
time. Research Sponsor: None.
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Small nucleolar RNAs (snoRNAs) expression and effects on patient (pt) outcomes in
metastatic colorectal cancer (mCRC): Data from CALGB (Alliance)/SWOG 80405.

Francesca Battaglin, Joshua Millstein, Michela Bartolini, Karam Ashouri, Shivani Soni, Sandra Algaze, Pooja Mittal, Lesly Torres-Gonzalez, Priya Jayachandran,
Unnati Hermant Shah, Wu Zhang, Federico Innocenti, Fang-Shu Ou, Alan P. Venook, Heinz-Josef Lenz; Division of Medical Oncology, Norris Comprehensive Cancer Center,
Keck School of Medicine, University of Southern California, Los Angeles, CA; Department of Population and Public Health Sciences, Keck School of Medicine, University of
Southern California, Los Angeles, CA; The University of North Carolina at Chapel Hill, Chapel Hill, NC; Alliance Statistics and Data Management Center, Mayo Clinic,
Rochester, MN; University of California, San Francisco, San Francisco, CA

Background: SnoRNAs are non-coding RNAs that primarily guide the chemical modification of
ribosomal RNA. Emerging evidence suggests snoRNAs play critical roles in cancer, including
CRC, by regulating cell proliferation, apoptosis and tumor progression. Aberrant snoRNA
expression has been linked to CRC development and poor prognosis, offering potential as
diagnostic biomarkers and therapeutic targets. We investigated whether the tumor expression
levels of 3 types of snoRNAs (SCARNA, SNORA, SNORD) affect treatment response in pts
enrolled in CALGB/SWOG 80405 (NCT00265850). Methods: 433 mCRC pts treated with bev-
acizumab (bev, n = 226) or cetuximab (cet, n = 207) in combination with first-line chemo-
therapy were analyzed. RNA was isolated from FFPE tumor samples and sequenced on the HiSeq
2500 (Illumina). 422 snoRNAs were evaluated (23 SCARNA, 140 SNORA, 259 SNORD). Overall
survival (OS) and progression-free survival (PFS) were compared across tertiles of gene
expression (high [H], medium [M], low [L]) by multivariable Cox proportional hazards models
adjusted for age, sex, ECOG performance status, tumor side, number of metastatic sites, KRAS,
CMS subtypes, and treatment. Interaction tests for the predictive effect (bev vs cet) were
performed. P-values were corrected for multiple testing using the Benjamini-Hochberg ap-
proach (q < 0.05). Results: Only SCARNA21 achieved statistical significance for OS after false
discovery rate (FDR) adjustment. Tumors with H levels of SCARNA21 had shorter survival
compared to tumors with M or L expression (median OS 24.4 vs 32.4 vs 33.9 months, re-
spectively; P = 0.0015, q = 0.033), independent of treatment. No snoRNAs achieved FDR
significance for PFS. However, several snoRNAs showed significant treatment interactions
with biologic agents. SCARNA6-H and SCARNAS5-H tumors had longer PFS and OS when treated
with cet, but shorter PFS and OS when treated with bev, compared to the M and L expression
groups (PFS interaction q = 0.0067 and 0.045, respectively; OS interaction q = 0.022 and 0.034,
respectively). SCARNA?7 also showed significant treatment interaction for OS, favoring cet in the
H expression group (q = 0.018); the opposite was observed for SNORA63B, SNORA63D,
SNORA35B, and SNORA36C (q = 0.027, 0.027, 0.027 and 0.047, respectively). No significant
results were observed for any of the tested SNORDs. Conclusions: SnoRNAs dysregulation
affects key pathways such as cell cycle control and immune evasion, making them promising
players in CRC biology. Our study highlights the prognostic and predictive potential of specific
snoRNAs in mCRC. Notably, high SCARNA21 expression was linked to shorter OS, while
SCARNAS5 and 6 showed predictive value for treatment response, indicating their potential
for guiding treatment decisions. Further validation is needed to confirm these findings, and
mechanistic studies are warranted. Research Sponsor: National Cancer Institute; Genentech;
https://acknowledgments.alliancefound.org.
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Impact of MGMT methylation on overall survival in solid tumors: A systematic
review and meta-analysis.

Abdulla Alzibdeh, Ala'a Khanfar, Maysa Al-Hussaini, Hikmat Abdel-Razeq, Fawzi Abuhijla; King Hussein Cancer Center, Amman, Jordan

Background: The protein O6-alkylguanine-DNA-alkyltransferase (AGT), encoded by the
MGMT gene, plays a crucial role in DNA repair by singularly removing alkyl lesions from
the 06 position of guanine, maintaining genomic stability. Loss of MGMT expression, often due
to promoter methylation, is linked to enhanced sensitivity to chemotherapy. While MGMT
methylation has been observed in various cancers, its impact on overall survival (OS) in solid
tumors remains uncertain. Methods: According to PRISMA guidelines, we selected studies from
PubMed that examined the impact of MGMT methylation on OS in adult patients with solid
tumors. Data were extracted where MGMT methylation status was clearly defined, and OS was
reported through hazard ratios (HR) from either uni- or multivariable analyses. We employed R
version 4.4.2 and the ‘meta’ package for our meta-analysis, using both fixed-effects (Mantel-
Haenszel method) and random-effects (DerSimonian and Laird’s method) models based on the
I? statistic for heterogeneity. Subgroup analyses were conducted by cancer type, and publication
bias was assessed through funnel plot inspection and Egger’s regression. Statistical signifi-
cance was set at p < 0.05. Results: The meta-analysis included 23 studies, with a total of 3,410
participants across all studies. The studies included an array of cancers, the most common
being colorectal (n = 7), then head and neck (n = 6), and lesser-represented groups like
pancreatic neuroendocrine (n = 2) and others. The pooled analysis using a random-effects
model demonstrated that MGMT methylation status was not significantly related with OS (HR
0f 1.1967; 95% CI: 0.9004 t0 1.5904; p = 0.2040). Subgroup analysis revealed that the impact of
MGMT methylation on survival varied significantly across different types of cancer. No
significant association was yielded between MGMT methylation and OS for colorectal cancer
(HR 0of 0.9496; 95% CI: 0.6252 t0 1.4422), head and neck cancer (HR of 1.1520; 95% CI: 0.8223 to
1.6137), NSCLC (HR of 1.0479; 95% CI: 0.3343 to 3.2841) and pancreatic neuroendocrine cancer
(HR of 1.5541; 95% CI: 0.6493 to 3.7195). Conversely, a significant association was yielded for
less common cancers, including melanoma, biliary and cervical cancers. The funnel plot and
Egger’s test for publication bias (t = -0.3999, p = 0.6933) suggested no significant asymmetry,
indicating minimal publication bias within this meta-analysis. Conclusions: Our findings
indicate that MGMT methylation does not universally predict OS across all solid tumors.
The variability in survival impact across different cancer types suggests that the prognostic
significance of MGMT methylation may be context-dependent, emphasizing the need for
tumor-specific studies. Research Sponsor: None.



DEVELOPMENTAL THERAPEUTICS—MOLECULARLY TARGETED AGENTS AND TUMOR BIOLOGY

3147 Poster Session

A phase Il basket trial evaluating the efficacy of tasurgratinib (E7090) in patients
with advanced solid tumors with fibroblast growth factor receptor (FGFR) gene
alteration: FORTUNE study.

Junichi Matsubara, Kazuki Sudo, Kenji Tsuchihashi, Ichiro Kinoshita, Masanobu Takahashi, Yohei Chiba, Shinji Kohsaka, Ryo Sadachi, Ryunosuke Machida,
Masahiko Ichimura, Hitomi Sumiyoshi Okuma, Kenta Anjo, Kazumi Kurishita, Kenichi Nakamura, Kan Yonemori, Masamichi Takahashi; Department of Clinical Oncology,
Kyoto University Hospital, Kyoto, Japan; Department of Medical Oncology, National Cancer Center Hospital, Tokyo, Japan; Department of Hematology, Oncology, and
Cardiovascular Medicine, Kyushu University Hospital, Fukuoka, Japan; Department of Medical Oncology, Hokkaido University Hospital, Sapporo, Japan; Department of
Medical Oncology, Tohoku University Hospital, Sendai, Japan; National Cancer Center Hospital, Tokyo, Japan; Division of Cellular Signaling, National Cancer Center
Research Institute, Tokyo, Japan; Clinical Research Support Office, National Cancer Center Hospital, Tokyo, Japan; Data Management Section, Data Management Division,
Clinical Research Support Office, National Cancer Center Hospital, Tokyo, Japan; Department of Neurosurgery and Neuro-Oncology, National Cancer Center Hospital,
Tokyo, Japan

Background: Tasurgratinib is an orally available selective inhibitor of FGFR1-3 tyrosine kinase
and is approved in Japan for biliary tract cancer with FGFR2 fusions or rearrangements based
on a global phase 2 study. We previously identified FGFR gene alterations that are highly
sensitive to tasurgratinib using a high-throughput functional evaluation method (MANO
method) (npj Precision Oncology [2021] 5:66). We conducted a single-arm, investigator-
initiated multicenter phase 2 basket trial to evaluate the efficacy and safety of tasurgratinib
in patients (pts) with advanced solid tumors harboring FGFR gene alterations, including
alterations identified by MANO method. Methods: Pts with advanced solid tumors with FGFR
gene alterations detected by next-generation sequencing assays received tasurgratinib 140 mg
QD. Pts were allocated to each Group based on FGFR gene alteration (Group A: FGFR1-3 fusion,
Group B: FGFR1-3 sensitive mutations to tasurgratinib determined by MANO methods, Group C:
FGFR1-3 activating mutation not applicable to group B or FGFR1, 2 gene amplification, Group D:
cholangiocarcinoma with FGFR2 fusion and previous treatment with a FGFR inhibitor except for
tasurgratinib). The primary endpoint for Groups A, B, and C was objective response rate (ORR)
by independent central review (ICR). Group D was an exploratory cohort, and ICR was not
performed. The secondary endpoints included ORR by investigator assessment (IA),
progression-free survival (PFS), overall survival, and safety. The threshold and expected
response rates were 5% and 30%, respectively. With the one-sided significance level of 5%,
the target enrolments were 10 (62% power), 15 (87%), and 15 pts (87%) in Groups A, B, and C,
respectively. Group D’s target number was 1 to 5 pts without a statistical hypothesis. Results:
From June 2021 to December 2022, 46 pts were registered. The full analysis set includes 41 pts
(10, 15, 15, and 1 in Groups A, B, C, and D, respectively). The most common primary sites were
brain in 4 pts (40.0%) in Group A, biliary tract in 4 pts (26.7%) in Group B, and esophagus/
stomach in 4 pts (26.7%) in Group C. ORRs by ICR in Group A, B and C were 20.0% (90% CI: 3.7-
50.7, p = 0.0861), 20.0% (90% CI: 5.7-44.0, p = 0.0362), 6.7% (90% CI: 0.3-27.9, p = 0.5367),
respectively. ORRs by IA in Group A, B, C, and D were 20.0% (95% CI: 2.5-55.6), 40.0% (95% CI:
16.3-67.7), 13.3% (95% CI: 1.7-40.5) and 0.0% (95% CI: 0.0-97.5), respectively. Median PFS by
IAin Groups A, B, C, and Dwere 2.5 (95% CI: 1.4-5.7), 7.2 (95% CI: 1.7-8.2), 2.2 (95% CI: 1.9-3.7)
and 5.7 months (95% CI: not evaluable), respectively. There was no new safety signal compared
to previous reports. Conclusions: In Group B, the primary endpoint was met. Tasurgratinib
demonstrated clinical activity in pts with selected FGFR-mutated tumors. Further study is
needed to validate these findings. Clinical trial information: NCT04962867. Research Sponsor:
Eisai; Japan Agency for Medical Research and Development; 201k1403036h0001.


http://www.clinicaltrials.gov/ct2/show/NCT04962867
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Efficacy and safety of larotrectinib in patients with non-primary central nervous
system TRK fusion cancer: An updated analysis.

Rui-Hua Xu, David S. Hong, Cornelis Martinus van Tilburg, Daniel Orbach, Daniel Shao-Weng Tan, Jessica Jiyeong Lin, Birgit Geoerger, Antoine Italiano, Shivaani Kummar,
Ulrik Niels Lassen, Raymond S. McDermott, Domnita-lleana Burcoveanu, Nicoletta Brega, Natascha Neu, Theodore Willis Laetsch, Changsong Qi, Alexander E. Drilon; Sun
Yat-sen University Cancer Center, Guangzhou, China; The University of Texas MD Anderson Cancer Center, Houston, TX; Hopp Children’s Cancer Center Heidelberg (KiTZ),
Heidelberg University Hospital and German Cancer Research Center (DKFZ), Heidelberg, Germany; Siredo Oncology Center (Care, Innovation and Research for Children and
AYA With Cancer), Institut Curie and University PSL, Paris, France; Division of Medical Oncology, National Cancer Centre Singapore, Duke-NUS Medical School, Singapore,
Singapore; Department of Medicine, Massachusetts General Hospital and Harvard Medical School, Boston, MA; Gustave Roussy Cancer Center, Department of Pediatric
and Adolescent Oncology, Université Paris-Saclay, INSERM U1015, Villejuif, France; University of Bordeaux, Bordeaux, France; Oregon Health and Science University,
Portland, OR; Department of Oncology, Rigshospitalet, Copenhagen, Denmark; St Vincent's University Hospital and Cancer Trials Ireland, Dublin, Ireland; Bayer HealthCare
Pharmaceuticals, Inc., Basel, Switzerland; Bayer S.p.A., Milan, Italy; Chrestos GmbH, Essen, Germany; Children’s Hospital of Philadelphia, University of Pennsylvania,
Philadelphia, PA; State Key Laboratory of Holistic Integrative Management of Gastrointestinal Cancers, Beijing Key Laboratory of Carcinogenesis and Translational
Research, Department of Early Drug Development Centre, Peking University Cancer Hospital & Institute, Beijing, China; Memorial Sloan Kettering Cancer Center and Weill
Cornell Medical College, New York, NY

Background: NTRK gene fusions are oncogenic drivers in various tumor types. Larotrectinib
(laro) is the first-in-class, highly selective, central nervous system (CNS)-active TRK inhibitor
approved for tumor-agnostic use in patients (pts) with TRK fusion cancer based on a robust and
durable objective response rate in pts with various cancers. Here, we report updated long-term
efficacy and safety data in adult and pediatric pts with non-primary CNS TRK fusion cancer
treated with laro. Methods: Pts with TRK fusion cancer enrolled in 3 laro clinical trials
(NCT02637687 [SCOUT], NCT02576431 [NAVIGATE], NCT02122913) were included. Laro was
administered at 100 mg twice daily (BID) and 100 mg/m? BID in most adult and pediatric pts,
respectively. Responses were independent review committee (IRC)-assessed per RECIST vi.1.
Pts enrolled in SCOUT were permitted to stop laro in the absence of on-treatment progression
(“wait-and-see”). The data cutoff was July 20, 2024. Results: At data cutoff,304 pts were
eligible for efficacy assessment by IRC; 25 pts had known CNS metastases at baseline. Median
age was 45 years (range 0—90). There were 28 different tumor types, including soft tissue
sarcoma (24%), infantile fibrosarcoma (16%), lung (11%), and thyroid (10%). A total of 101 pts
(33%) received no prior systemic therapies in the metastatic/unresectable setting; 115 (38%)
received 2 or more. NTRK gene fusions were detected by next-generation sequencing (NGS) in
267 (88%) pts. The overall response rate was 65% (95% confidence interval [CI] 59—-70): 66
(22%) complete responses (CR), 20 (7%) pathological CR, 112 (37%) partial responses, 56 (18%)
stable disease, 32 (11%) progressive disease, and 18 (6%) not evaluable/undefined. Median time
to response was 1.8 months (mo; range 0.9—22.9). Median duration of response (DoR),
progression-free survival (PFS), and overall survival (0OS) were 43 mo (95% CI 34—not
estimable), 28 mo (95% CI 22—38), and not reached, respectively, at median follow-ups of
45, 42, and 57 mo. The 4-year rates for DoR, PES, and OS were 48% (95% CI 40—57), 39% (95%
CI 32—-46), and 63% (95% CI 57—-68), respectively. Median duration of treatment was 19 mo
(range 0—100+). Fifty-five of 99 pediatric pts in SCOUT had participated in “wait-and-see”; the
median duration of the first “wait-and-see” period was 33 mo (range 1—72). At data cutoff, 83
pts (27%) remained on trial (either on treatment or in “wait-and-see”). Treatment-related
adverse events (TRAEs) were mainly Grade 1/2 (n = 189; 62%). Grade 3/4 TRAESs occurred in 71
(23%) pts. Five (2%) pts discontinued due to TRAEs. Conclusions: Laro continues to demon-
strate rapid and durable responses, extended survival, clinical benefit, and a favorable safety
profile in pts with TRK fusion cancer. This data supports the wider adoption of NGS panels that
include NTRK gene fusions to identify pts who may benefit from treatment with TRK inhibitors.
Clinical trial information: NCT02637687, NCT02576431, NCT02122913. Research Sponsor:
Bayer HealthCare Pharmaceuticals, Inc.


http://www.clinicaltrials.gov/ct2/show/NCT02637687
http://www.clinicaltrials.gov/ct2/show/NCT02576431
http://www.clinicaltrials.gov/ct2/show/NCT02122913
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Early prediction of prognosis in advanced solid tumor patients using tumor growth
rates with g score in early phase clinical trials.

Kana Kurokawa, Takahiro Kogawa, Ippei Miyamoto, Mototsugu Shimokawa, Eriko Miyawaki, Haruka Ozaki, Yohei Arihara, Akihiro Ohmoto, Shota Fukuoka, Yukinori Ozaki,
Makiko Ono, Masato Ozaka, Mayu Yunokawa, Shunji Takahashi, Takayuki Ueno, Takehito Shukuya, Kazuhisa Takahashi, Shigehisa Kitano; Department of Advanced
Medical Development, The Cancer Institute Hospital of Japanese Foundation for Cancer Research, Tokyo, Japan; Department of Advanced Medical Development, The
Cancer Institute Hospital of JFCR, Tokyo, Japan; Department of Biostatistics, Yamaguchi University Graduate School of Medicine, Yamaguchi, Japan; Department of
Respiratory Medicine, Juntendo University Graduate School of Medicine, Tokyo, Japan

Background: The primary objective of early phase clinical trials is to evaluate the safety of
investigational drugs, which requires participants to have sufficient expected survival dura-
tions. Tumor growth rate using g scores, calculated using radiographic measurements and
timing after treatment, is gaining attention as a potential tool for treatment efficacy assess-
ment. This study aims to assess the utility of g scores before and after treatment in predicting
prognosis, and explore suitable trial candidates for accelerating drug development in early
phase clinical trials. Methods: We retrospectively reviewed patients who participated in early
phase clinical trials after standard treatment at the Department of Advanced Medical Devel-
opment, The Cancer Institute Hospital of Japanese Foundation for Cancer Research between
January 2020 to December 2023. A mathematical exponential growth model was applied to
estimate tumor growth rates (g) based on radiographic tumor measurements and interval time:
f(t) = exp (g- t), with pre-g scores derived from measurements before the clinical trial and post-
g scores from measurements after trial initiation. Pre-g scores were calculated using trial
baseline computed tomography (CT)s and the most recent CTs before trial enrollment, while
post-g scores were calculated using baseline CT's and the first evaluated CTs after treatment. We
defined dichotomized g score levels (high/low) using the time-dependent ROC curve procedure.
We evaluated independent predictors for survival outcomes according to each g score and
patient characteristics. Results: Of the 173 cases who participated in early phase clinical trials
after standard treatment, 162 cases with evaluable CT scans before and after the clinical trial
were included in this study. Median time to pre-trial CT was 29 days (range, 5—202), and
median time to first post-treatment evaluation was 49.5 days (range, 16—87). Log-rank testing
showed both high pre-. and post-. scores correlated to shorter overall survival (OS) compared
to low-score groups (HR 2.16; 95% CI 1.22-3.81; P = 0.0067, HR 2.68; 95%CI 1.84-3.90; P <
0.001). Multivariate analysis showed both high pre-g and post-g scores were independent
predictors of shorter OS (HR 2.06, 95% CI 1.13-3.75; P = 0.019, HR 3.80, 95% CI 2.44-5.90; P <
0.001). Conclusions: This study is the first to incorporate pre-. scores as an independent
prognostic factor and may serve as a valuable reference for patient enrollment in early phase
clinical trials under late-line settings. Additionally, post-. scores were also identified as an
independent prognostic factor across multiple cancer types in early phase clinical trials. These
results indicate their potential use as surrogate endpoints to, which may help facilitate drug
development. Research Sponsor: None.
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Picking needles in a haystack: Exploring rare variants of a pan-cancer target in the
RET landscape from 229,453 adult cancer patients.

Niamh Coleman, Vivek Subbiah; Trinity St. James's Cancer Institute, Dublin, Ireland; Sarah Cannon Research Institute, Nashville, TN

Background: Advances in precision oncology have led to the approval of tumor-agnostic
therapies, and RET, due to its role as a driver of oncogenesis across multiple tumor types, is
increasingly recognized as a pan-cancer target. RET alterations, including mutations and
fusions, are relatively rare events, however, potent and selective RET inhibitors such as
selpercatinib and pralsetinib have demonstrated remarkable efficacy and changed clinical
practice in RET-driven NSCLC, thyroid cancer and other cancers. Here, we present a compre-
hensive analysis of RET alterations in pan-cancer adult malignancies. Methods: 229,453
samples from 196,244 patients available from AACR Project GENIE v.17 database were analyzed
for the prevalence of RET mutations, fusions and copy number alterations in a range of cancer
types. Results: A total of 7011 separate RET alterations were identified in 6690 separate pts
(3%), including 660 fusions (9.4%), 5553 missense mutations (79.2%), 373 splice site muta-
tions (5.3%), 339 truncating mutations (4.8%), 86 in-frame mutations (1.2%). Most frequent
tumor types included NSCLC, colorectal cancer, melanoma, thyroid cancer, endometrial cancer
and glioma (23%, 12.2%, 9.5%, 6.6%, 6.4%, 5.3% identified RET alterations, respectively). RET
fusions were observed in 0.3% of tumor samples, most identified in NSCLC, thyroid and
colorectal cancer (53%, 24% and 4% of identified RET fusions). Most fusions were considered
driver events using OncoKB database (632, 96%);frequent fusion gene partners included KIF5B,
CCDC6, NCOA4, and intragenic events (34%, 25%, 9.7%, 8% of 660 fusion samples). Of the 5553
missense mutations, most (89 %) were considered variants of uncertain significance; 605 (11%)
were considered oncogenic or likely oncogenic. Oncogenic missense mutations occurred across
codons, most frequently involving codon 918 (n = 215, 36%; M918M/K/T/V), 648 (n = 41, 6.8%;
V648I/A), 886 (n = 28, 4.6%; R886W/Q/L), 630 (n = 21, 3.5%; C630G/R/S/F/Y/W), 891 (n = 31,
5%, S891A/L/W). Documented on-target drivers of multi-kinase RET inhibitor resistance
gatekeeper mutations (V804M/L), and selective RET inhibitor resistance mutations were noted
in 61 samples, including G810C/S substitutions, solvent-front mutations K809R/N, activation
loop mutations Y806C/N (33%, 53%, 3%, 3% of identified samples); most were classified as
oncogenic or likely oncogenic (85%). Conclusions: RET fusions are rare events across cancers;
however, most are characterized as oncogenic. RET missense mutations occur in 2.4% of
malignancies, and while most RET missense variants are described as variants of uncertain
significance, oncogenic RET variants are diverse, occurring across codons. We confirm multiple
documented oncogenic drivers of on-target resistance, and their distinct and diverse mech-
anisms underline the urgent need to develop next generation RET inhibitors. Research Sponsor:
None.
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LODESTAR: A single-arm phase Il study of rucaparib in solid tumors with pathogenic
germline or somatic variants in homologous recombination repair genes.

Sriram Anbil, Nicholas Seewald, E. Gabriela Chiorean, Maen A. Hussein, Pashtoon Murtaza Kasi, Douglas Earl Laux, Gary K. Schwartz, Geoffrey Ira Shapiro, Kevin K. Lin,
Marcia Craib, Lara Maloney, Karen Retta McLachlan, Hanna Tukachinsky, Alexa Betzig Schrock, Shuoguo Wang, Ethan Sokol, Brennan Decker, Katherine L. Nathanson,
Susan M. Domchek, Kim Anna Reiss; University of Pennsylvania Health System, Philadelphia, PA; Department of Biostatistics, Epidemiology, and Informatics, University of
Pennsylvania, Philadelphia, PA; University of Washington, Fred Hutchinson Cancer Center, Seattle, WA; Florida Cancer Specialists & Research Institute, Lady Lake, FL; Weill
Cornell Medicine, Englander Institute of Precision Medicine, NewYork-Presbyterian Hospital, New York, NY; Division of Oncology, University of lowa, lowa City, IA; Case
Comprehensive Cancer Center, Cleveland, OH; Dana-Farber Cancer Institute, Boston, MA; Clovis Oncology.com, San Francisco, CA; pharmag&, New York, NY; Clovis Oncology
Inc, Boulder, CO; Clovis Oncology.com, Encinitas, CA; Foundation Medicine, Inc., Boston, MA; Foundation Medicine, Inc., Cambridge, MA; FMI, Cambridge, MA; Foundation
Medicine Inc., Cambridge, MA; University of Pennsylvania, Philadelphia, PA; Abramson Cancer Center, Penn Medicine, Philadelphia, PA

Background: To explore PARP inhibitor (PARPi) utility across solid tumors and identify bio-
markers that predict sensitivity. Methods: This single-arm phase II study assessed rucaparib
monotherapy in patients with solid tumors and pathogenic variants (PVs) in BRCA1, BRCA2,
PALB2, RAD51C, RAD51D (Cohort A) or BARD1, BRIP1, FANCA, NBN, RAD51B (Cohort B). The
primary endpoint was ORR in Cohort A. Secondary endpoints included DCR, PFS, OS and safety.
A scar-based HRD signature (HRDsig) and platinum sensitivity status were explored post-hoc.
Results: Fifty-one patients in Cohort A and 12 in Cohort B were evaluable for efficacy. ORR of
cohort A was 18% (95% CI 10-30%). A significantly higher ORR was observed with HRDsig+
tumors compared to HRDsig- tumors (32%, 95% CI15-54, vS. 0%, 95% CI 0-14%, p < 0.01). In
the entire study population: DCR of 65% (95% CI 53-76%), mPFS of 5.5 mo (95% CI 3.68-7.82),
and moOS of 12.1 mo (95% CI 10.6 — inf). PFS and OS were significantly longer for platinum
sensitive tumors (mPFS: 7.8 mo vs. 3.5 mo, p = 0.02; mOS: NR vs 5.45mo, p = 0.01). Tumor
histology was not independently predictive of outcome. Tumors with PVs in Cohort A genes
were more likely to be HRDsig+ than tumors with PVs in Cohort B genes. Analysis of a large
commercial database showed that in non-canonical tumors with BRCA PVs, 30.2% were
HRDsig+. Conclusions: Rucaparib has activity in HRDsig+ solid tumors with PVs in HRR genes,
regardless of histology. Platinum sensitivity correlated with improved outcomes. Clinical trial
information: NCT'04171700. Research Sponsor: Clovis Pharmaceuticals.


http://www.clinicaltrials.gov/ct2/show/NCT04171700
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A multicenter, randomized controlled trial of intrapleural drug-loaded vesicle
perfusion combined with systemic therapy for malignant pleural effusion.

Jiani Wang, Cheng Zeng, Zhimin Jiao, Sheng Hu, Sanyuan Tang, Qingming Shi, Tienan Yi, Jiming Chen, Mei Cai, Hu Liu, Xinyan Liu, Jingyan Zhu, Ping Sun, Yan Zhang,
Ting Zhu, Hongyan Jin, Zhiyu Wang, Mengxian Zhang, Guohua Yu, Fei Ma; Department of Medical Oncology, National Cancer Center/National Clinical Research Center for
Cancer/Cancer Hospital, Chinese Academy of Medical Sciences and Peking Union Medical College, Beijing, China; Department of Internal Oncology, Anyang City Cancer
Hospital, Anyang, China; Hubei Cancer Hospital, Wuhan, China; Second People’s Hospital of Hunan Province, Changsha, China; Anhui Chest Hospital, Hefei, China;
Xiangyang Central Hospital, Xiangyang, China; Department of Respiratory Medicine, Huazhong University of Science and Technology Union Medical College Shenzhen
Hospital, Shenzhen, China; Department of Oncology, Affiliated Hospital of Hunan Province Academy of Traditional Chinese Medicine, Changsha, China; Anhui Provincial
Cancer Hospital, Hefei, China; Hebei Province Chest Hospital, Shijiazhuang, China; The Third Department of Oncology, Weifang City Hospital of Traditional Chinese
Medicine, Weifang, China; Department of Medical Oncology, Yantai Yuhuangding Hospital, Yantai, China; The First Hospital of Shijiazhuang, Shijiazhuang, China;
Department of Hematology and Oncology, First People’s Hospital of Hefei City, Hefei, China; Department of Oncology, Wuhan Puren Hospital, Wuhan, China; Fourth
Hospital of Hebei Medical Universityho, Shijiazhuang, China; Cancer Center, Shanxi Bethune Hospital, Taiyuan, China; Weifang People’s Hospital, Weifang, China; Cancer
Hospital Chinese Academy of Medical Sciences and Peking Union Medical College, Beijing, China

Background: This study aimed to evaluate the efficacy and safety of drug-loaded vesicle (DLV)
intrapleural perfusion combined with systemic therapy in patients with lung or breast cancer
and malignant pleural effusion (MPE). Methods: This multicenter, randomized, controlled,
open-label clinical trial included patients with pathologically confirmed lung or breast cancer
and MPE requiring thoracentesis. In total, 96 patients were randomised 1:1 to arm 1 receiving
DLV intrapleural perfusion (50 mL daily for four consecutive days) plus systemic therapy (ST) or
arm 2 receiving interleukin-2 (IL-2) intrapleural perfusion (50 mL every three days for three
sessions) with ST.The primary endpoint was the objective response rate (ORR) of pleural
effusion at 4 weeks post-perfusion, while secondary endpoints included overall survival
(0S) and treatment-related toxicity.The difference in ORR between the two cohorts was
analyzed using the Chi-square test. Kaplan-Meier survival analysis was performed for OS
comparison between the two cohorts. Results: A total of 91 patients were evaluated for efficacy
(50 in arm 1 and 41 in arm 2). The DLV+ST arm 1 showed a significantly higher ORR for pleural
effusion than the IL-2+ST arm 2 (74.0% vs. 53.7%, P = 0.043). In the survival analysis of 83
evaluable patients, median OS was 15.0 months (95% CI: 9.2—26.9) in arm 1 and 6.9 months
(95% CI: 5.3—15.8) in arm 2, without a statistically significant difference (HR = 0.75; 95% CI:
0.46—1.24; P = 0.266). The 1-, 2-, and 3-year OS rates for arm 1 were 83.0% (95% CI:
72.9-94.4%), 59.6% (95% CI: 47.1-75.4%), and 51.1% (95% CI: 38.6—67.6%), compared to
arm 2’s 69.4% (95% CI: 55.9—86.2%), 41.7% (95% CI: 28.3—-61.3%), and 33.3% (95% CI:
21.0—-52.9%). Both arms had similar safety profiles, with chemotherapy-induced toxicities,
including leukopenia, gastrointestinal reactions, and liver dysfunction, being the most com-
mon treatment-related adverse events. Conclusions: Drug-loaded vesicle intrapleural perfu-
sion combined with systemic therapy is a safe and effective treatment option for malignant
pleural effusion in patients with lung or breast cancer. This approach represents a promising
treatment strategy for MPE and warrants further clinical investigation and consideration in
clinical practice. Clinical trial information: ChiCTR1800017104. Research Sponsor: None.
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The efficacy and safety of a selective PARP1 inhibitor ACE-86225106 in patients
with advanced solid tumors: Preliminary results from a first-in-human phase 1/2
study.

Jiongjie Chen, Jian Zhang, Zhanhong Chen, Yu Chen; Acerand Therapeutics (Hong Kong) Limited, Shanghai, China; Fudan University Shanghai Cancer Center, Shanghai,
China; Breast Cancer Center, Cancer Hospital of the University of Chinese Academy of Sciences, Zhejiang Cancer Hospital, Hangzhou, China; Fujian Cancer Hospital,
Fuzhou, China

Background: ACE-86225106 is a highly selective PARP1 inhibitor, exhibiting high potency in
enzymatic and DNA-trapping assays of PARP1, while maintaining significant selectivity over
PARP2. Pre-clinical studies with ACE-86225106 have demonstrated strong anti-cancer activ-
ities in in vivo CDX models, with excellent tolerability. Here we report the preliminary clinical
data of ACE-86225106 from the ongoing first-in-human study (NCT06380660). Methods: This
is a multicenter, open-label, phase1/2 study of ACE-86225106 in adult patients with locally
advanced (unresectable) or metastatic solid tumors. Phase 1 includes a typical “3+3” dose
escalation and backfill module, followed by a dose expansion module in phase 2. The primary
objective is to assess safety, tolerability, PK/PD profile, and pre-liminary efficacy of ACE-
86225106 as a monotherapy. Results: As the data cut-off (23 Jan 2025), 10 patients received
ACE-86225106 at a dose of 5mg, 10mg or 20mg QD, and 5 patients backfilled at a dose of 10mg
QD. Median number of prior therapy lines was 3 (range 2-12). Two patients (squamous lung
cancer and breast cancer each) did not complete the DLT evaluation period due to disease
progression and were replaced. No DLTs were reported as of data cut-off. Among total fifteen
patients (10 patients) who received at least one dose of ACE-86225106, no Grade 3 or higher
treatment-related adverse events (TRAEs) were reported. There were no treatment discon-
tinuations or dose reductions due to TRAE. The compound exhibited a relatively flat PK curve
with mild accumulation after multiple dosing. The steady-state Cirougn Was approximately 5
fold, 24 fold and 36 fold above target effective concentration at dose level of 5mg, 10mg, 20mg
respectively. The PARylation inhibition was > 90% confirming target engagement. Of seven
patients having post-treatment tumor assessment and being considered efficacy-evaluable,
two patients (one fallopian tube cancer patient with BRCA mutation and one prostate cancer
patient with BRCA wild type) achieved PR per RECIST1.1. Conclusions: Preliminary data indicate
that ACE-86225106 is well tolerated and shows promising efficacy in heavily pre-treated
advanced solid tumors. Clinical trial information: NCT06380660. Research Sponsor: Acerand
Therapeutics (Hong Kong) Limited.


http://www.clinicaltrials.gov/ct2/show/NCT06380660
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Effect of biopsy requirement on patient enrollment to phase | trials in cancer.

Marisa Palmeri, Mohammad Ghalib, Catherine Yang, Mona Yuan, Dina Oz, Diana Nelson, Rita M. Musanti, Devika Rao, Samantha Christ, Eugenia Girda, Francis Kang,
Sanjay Goel; Rutgers Robert Wood Johnson Medical School, New Brunswick, NJ; Rutgers Cancer Institute of New Jersey, New Brunswick, NJ; Gastrointestinal Oncology
Service, Department of Medicine, Memorial Sloan Kettering Cancer Center, New York, NY

Background: The need for safer and more effective drugs for patients with cancer is a constant
unmet need. Given their narrow therapeutic index, determination of dose and toxicity through
phase I clinical trials is confined to patients with cancer. Recently, there has been a trend
towards a greater demand for fresh tumor biopsies (Bx) from patients to better understand the
pharmacodynamic and target effect of the drugs. We sought to determine whether the re-
quirement for Bx among this vulnerable population had any detrimental effect. Methods: The
study population included patients who enrolled to phase I trials between June 2022 (new EMR
system) through January 2025 at a single NCI-designated comprehensive cancer center. All
charts were reviewed and data collected included sex, race, age, diagnosis, and dates of consent,
treatment start, last dose of study drug, off treatment, last contact/death; Bx site/approach/
complications. Images were reviewed by an interventional radiologist to assess safety, with
targets deemed appropriate biopsied under image guidance. For lung lesions or those < 1 cm,
20g core needle was used, while 18g core needle was used for others. Outcomes were analyzed by
Mantel-Cox test using Prism GraphPad v 10. Results: 146 patients [male (n = 63, 43.2%), age 62,
23-82(median, range), NHW-81(55.5%), NHB-23 (15.8%), Hispanic-24 (16.4%), and Asian-18
(12.3%)] consented to 25 clinical trials. Of these, 8 mandated paired tumor Bx, 15 were
mandatory or optional Bx depending on cohort, and 2 did not require Bx. The most common
diagnoses were colorectal (37, 25.3%), other GI (21, 14.4%), pancreas (18, 12.3%), lung (11,
7.5%), breast (6, 4.1%), prostate (3, 2.1%) and others (50, 34.2%). Bx samples were to be
collected prior to the first dose of study drug (pre-dose) and repeated after the first 1-2 cycles
(on-study). Image guidance included ultrasound (50, 57.5%), CT scans (34, 39.1%), and others
(3, 3.4%). Overall, 62 patients (42.4%) provided 87 Bx samples; 25 paired Bx, 20 only pre-dose
Bx, and 17 only on-study Bx. Five patients (3.4%) did not undergo Bx because it was deemed
unsafe or high risk. The sites of Bx included liver (45, 51.7%), lung (9, 10.3%), lymph node (8,
9.2%), peritoneum (4, 4.6%), and others (21, 24.1%). Two patients experienced pneumothorax
and recovered without sequelae. The median (mean) duration from consent to start of study
treatment was 20 (20) days among Bx patients vs. 14 (16) among non Bx patients (p = 0.003).
The median (mean) duration of time on study was 77 (91) days among Bx patients vs. 77 (125)
among non Bx patients (p = 0.046). Conclusions: Over 40% of patients entering phase I trials
underwent study specific Bx. The patients who underwent a Bx had a median delay of 6 days in
receiving the first dose of study medication. Further in-depth review of medical records will
help identify variables that may have led to shorter time on study for patients undergoing
clinical trial related biopsies. Research Sponsor: None.
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Rapid analysis and response evaluation of combination anti-neoplastic agents in
rare tumors (RARE CANCER) trial: RARE 2 talazoparib and temozolomide.

Jibran Ahmed, Jennifer Zlott, Jared C. Foster, Sarah Shin, Geraldine Helen O'Sullivan Coyne, Naoko Takebe, Ning Ma, S. Percy Ivy, James H. Doroshow, Alice P. Chen;
National Cancer Institute, Bethesda, MD; Developmental Therapeutics Clinic/Early Clinical Trials Development Program, Division of Cancer Treatment and Diagnosis,
National Cancer Institute, Bethesda, MD; Biometric Research Program, Division of Cancer Treatment and Diagnosis, National Cancer Institute, National Institutes of Health,
Bethesda, MD; NIH/NCI, Bethesda, MD; START Dublin, Mater Misericordiae University Hospital, Dublin, Ireland; Stephenson Cancer Center at The University of Oklahoma
Health Sciences Center, Oklahoma City, OK; Cancer Therapy Evaluation Program, National Cancer Institute, National Institutes of Health, Bethesda, MD; Division of Cancer
Treatment and Diagnosis National Cancer Institute, Bethesda, MD; Developmental Therapeutics Clinic, Division of Cancer Treatment and Diagnosis, National Cancer
Institute, National Institutes of Health, Bethesda, MD

Background: Preclinical data generated from NIH/NCI Patient-Derived Models Repository
(PDMR) demonstrated significant synergistic activity of talazoparib (a PARP inhibitor) com-
bined with temozolomide (an alkylating agent) in patient-derived xenograft models of rare
adult and pediatric cancers. This clinical trial aimed to evaluate the objective response (OR) rate
of this combination in patients with advanced rare cancers in exploratory fashion. Correlatives
include genomic and transcriptomic profiling of tumor tissue, circulating tumor DNA (ctDNA),
circulating tumor cells, and assessments of apoptosis and epithelial-mesenchymal transition
in relation to treatment activity. Methods: This open-label, non-randomized, phase 2 trial
used a Simon two-stage design. Patients aged =18 years with advanced rare cancers received
temozolomide (37.5 mg/m? orally, days 2—6) and talazoparib (750 mcg orally, daily) in 28-day
cycles. Tumor response was assessed per RECIST v1.1, and adverse events (AEs) assessed using
CTCAE vs5.0. In the first stage, if 0/14 (across all histologies) responses are observed, the trial
will be closed for futility. Otherwise, additional 16 patients were planned to be enrolled. There
are no selection criteria based aside from rare tumor to allow for exploration of activity. Results:
Fourteen patients were enrolled, all evaluable for response and toxicity. Median age was 57
years; 11 were female, and all had ECOG 0—-1. Tumor histologies included uterine sarcoma (N =
3), cholangiocarcinoma (N = 2), and one each of adrenocortical carcinoma, adenoid cystic
carcinoma, clear cell salivary carcinoma, MPNST, angiosarcoma, carcinoma of unknown
primary, squamous urothelial carcinoma, small cell neuroendocrine carcinoma, and SDHB
deficient renal cell carcinoma. Best responses included stable disease (N = 6), progressive
disease (N = 5), and clinical progression (N = 3). One patient with clear cell salivary cancer and
another with cholangiocarcinoma remained on treatment for 8 and 6 cycles, respectively. The
median progression free survival is 3.81 months. The most common treatment related AEs
(TRAEs) overall as well as =Grade 3 were hematologic including thrombocytopenia ( 13; =Grade
3=10), anemia (total12; =Grade 3 = 10), lymphopenia (total 12; =Grade 3 = 5), neutropenia (total
11; =Grade 3 = 6), and leukopenia (total 10, =Grade 3 = 4). No Grade 5 TRAEs were reported.
Although none of the patients discontinued treatment due to TRAEs, planned dose reductions
were needed for 7 patients. Conclusions: Despite promising preclinical activity, this tumor
agnostic exploratory trial did not meet strict goal more design for single histology. Future
efforts will focus on correlative analyses, exploring histology-specific expansion cohorts
informed by preclinical response data, and optimizing dosing schedules to reduce overlapping
toxicities. Clinical trial information: NCT05142241. Research Sponsor: U.S. National Institutes
of Health.


http://www.clinicaltrials.gov/ct2/show/NCT05142241
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Body composition modulations during cyclic fasting-mimicking diet in patients with
advanced solid cancers.

Caterina Sposetti, Francesca Ligorio, Roberta Serino, Andrea Franza, Giuseppe Fotia, Moreno Marino, Francesca Gabriella Greco, Raffaella Vigorito, Alfonso Marchiano,
Giancarlo Pruneri, Jennifer A. Ligibel, Filippo Guglielmo Maria De Braud, Claudio Vernieri; Dana-Farber Cancer Institute, Harvard Medical School, Boston, MA; Fondazione
IRCCS Istituto Nazionale dei Tumori, IFOM ETS the AIRC Institute of Molecular Oncology, Milan, Italy; Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, Italy;
Fondazione IRCCS Istituto Nazionale Tumori, Milan, Italy; Fondazione IRCCS Istituto Tumori di Milano, University of Milan, Milan, Italy; Fondazione IRCCS Istituto Nazionale
dei Tumori, IFOM ETS the AIRC Institute of Molecular Oncology, University of Milan, Milan, Italy

Background: Fasting-mimicking diets (FMD) can induce favorable immune-metabolic
changes in humans and preclinical data suggest potential antitumor activity. Cyclic FMD impact
on muscle mass and adiposity in patients (pts) is unclear. Here we evaluate body composition
changes in pts with advanced solid cancers undergoing FMD in the context of a phase Ib trial
(NCT03340935). Methods: NCT03340935 study evaluated safety and biological effects of a
cyclic FMD consisting of a 5-day, calorie-restricted, plant-based diet repeated every 21-28 days
for a maximum of 8 cycles, conducted in oncologic patients receiving concomitant therapies.
Here we included pts with advanced solid cancers and Computed Tomography (CT) exams at
baseline (BL), FMD end and disease progression (PD). Body composition parameters, i.e.
Skeletal Muscle Index (SMI) and Visceral (VAT), Subcutaneous (SAT), Intermuscular (IMAT)
Adipose Tissues, were assessed via axial CT scan at 3' lumbar vertebra using SliceOmatic
software. Pts with advanced triple negative breast cancer (TNBC) receiving chemotherapy
(ChT) without FMD, having CT scans at BL and PD, were selected as control cohort. Wilcoxon
tests were used for comparisons. Results: In the FMD cohort (n=36), 61% had BC, 39% had
TNBC, 78% received ChT; median age was 54 (IQR 51-65), median completed FMD cycles was 5
(IQR 3-8), median time from FMD end to PD was 3.5 months (IQR 1.0-16.0); 8 pts met criteria for
sarcopenia (SMI <38.5 cm?/m?) at BL, 6 of whom had TNBC. In the control TNBC cohort (n=17),
median age was 54 (IQR 42-68), 6 pts were sarcopenic at BL. In the FMD cohort, between BL and
FMD end there was a significant reduction of VAT, SAT and SMI, but no change in IMAT;
between BL and PD only SMI was significantly decreased (Table). At FMD end and PD, 12 pts
were sarcopenic in the FMD cohort, 7 having TNBC. In the control TNBC cohort (n=17), IMAT
was significantly increased between BL and PD, with no changes in other parameters (Table); 8
pts were sarcopenic at PD. Conclusions: In advanced cancers pts, cyclic FMD reduces adiposity
as well as muscle mass. Tumor/therapy-related factors contribute to sarcopenia in advanced
cancer pts, thus future trials involving FMD intervention should detect pts at risk and include
supportive measures to preserve muscle mass. Support: Italian Association for Cancer Research
(AIRC): AIRC-Bonadonna fellowship (C Sposetti), AIRC fellowship (F Ligorio), AIRC IG 2024 ID
30499 (PI: C Vernieri); Giuliani Foundation. Clinical trial information: NCT03340935. Research
Sponsor: Italian Association for Cancer Research (AIRC) / Gianni Bonadonna Foundation;
Italian Association for Cancer Research (AIRC); Italian Association for Cancer Research (AIRC);
Giuliani Foundation.

Skeletal
Visceral Intermuscular Muscle
Adipose Subcutaneous Adipose Tis- Index
Tissue Adipose Tissue sue change -
change - p change - % change - % p %
% median  value median p value median value median p value
FMD end vs BL
FMD cohort, -12.4 0.002 -11.9 <0.001 +0.9 0.55 -42 0.014
n=36
PD vs BL
FMD cohort, -6.2 0.25 -5.5 0.083 +1.2 0.5 -5.1 <0.001
n=36
TNBC subset, -3.2 0.24 -5.0 0.042 +0.2 0.9 4.7 0.025
n=14
Control TNBC -1.3 0.64 -11.0 0.16 +11.7 0.023 -09 0.24

cohort, n=17
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IDeate-PanTumor02: A phase 1b/2 study to evaluate the efficacy and safety of
ifinatamab deruxtecan (I-DXd) in patients (pts) with recurrent or metastatic solid
tumors.

Takahiro Kogawa, Seiichiro Mitani, David Berz, Diego Reis, Cindy Li, Tatiane Cristine Ishida, Keyi Wang, Kristi Schmidt, Shigehiro Koganemaru; Department of Advanced
Medical Development, The Cancer Institute Hospital of JFCR, Tokyo, Japan; Department of Medical Oncology, Kindai University Hospital, Osaka, Japan; Valkyrie Clinical
Trials, Los Angeles, CA; Daiichi Sankyo, Inc., Munich, Germany; Daiichi Sankyo, Inc., Basking Ridge, NJ; Merck & Co., Inc., Rahway, NJ; Department of Experimental
Therapuetics, National Cancer Center Hospital East, Kashiwa, Japan

Background: B7-H3 is highly expressed in many solid tumors but has limited expression in
normal tissues; high B7-H3 expression is associated with shorter overall survival (OS) in several
tumor types. I-DXd is a B7-H3—directed antibody—drug conjugate (anti—B7-H3 mAb co-
valently linked to a topoisomerase I inhibitor cytotoxic payload [DXd] via an enzymatically
cleavable peptide-based linker). It showed promising efficacy in pts with advanced solid tumors
in the Phase 1/2 IDeate-PanTumoro1 study, with objective responses in 6 of the 7 tumor types
with =5 pts (small cell lung cancer [SCLC], esophageal squamous cell carcinoma, metastatic
castration-resistant prostate cancer, squamous non-small cell lung cancer, head and neck
squamous cell carcinoma [HNSCC], and endometrial cancer). I-DXd also showed encouraging
antitumor activity in 88 pretreated pts with extensive-stage SCLC in the Phase 2 IDeate-Lungo1
study, with greater efficacy at the 12-mg/kg than the 8-mg/kg dose (objective response rates
[ORRs] of 54.8% [95% CI, 38.7—70.2] and 26.1% [95% CI, 14.3—41.1], respectively). I-DXd has
demonstrated a manageable and tolerable safety profile across tumor types. We describe a study
investigating the efficacy and safety of I-DXd in pts with advanced solid tumors with sub-
stantial unmet medical needs. Methods: IDeate-PanTumoro2 (NCT06330064) is a global,
multicenter, open-label, single-arm, parallel-cohort, Phase 1b/2 study in ~520 adults with
recurrent or metastatic solid tumors (endometrial cancer; HNSCC; pancreatic ductal adeno-
carcinoma; colorectal cancer; hepatocellular carcinoma [HCC]; esophageal/gastroesophageal/
gastric adenocarcinoma; urothelial carcinoma; ovarian cancer; cervical cancer; biliary tract
cancer; HER2-low breast cancer [BC]; HER2-negative BC; and cutaneous melanoma). Eligible
pts will have received =1 systemic therapy for the selected tumor type and have an ECOG PS
of =1. The study will be divided into 2 parts: Stage 1 and Stage 2 (n=20 per stage per cohort). Each
cohort starts with Stage 1 and may continue to Stage 2 if sufficient safety and efficacy data are
observed. All cohorts except the HCC cohort will receive I-DXd 12 mg/kg every 3 weeks (Q3W).
The HCC cohort includes a safety run-in part to assess tolerability and the potential need for
dose adjustment; the planned starting dose is 8 mg/kg Q3W, which may be escalated. Primary
endpoints are ORR per investigator (all cohorts) and safety (HCC safety run-in only). Secondary
endpoints are safety, duration of response, progression-free survival, OS, disease control rate,
pharmacokinetics, and immunogenicity. The Kaplan—Meier method will be used to estimate
time-to-event endpoints, the Brookmeyer and Crowley method for median event times, and
the Clopper—Pearson exact method to summarize descriptively endpoints with proportion.
Enrollment is ongoing. Clinical trial information: NCT06330064. Research Sponsor: Daiichi
Sankyo, Inc., Merck, Inc.


http://www.clinicaltrials.gov/ct2/show/NCT06330064
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REJOICE-PanTumor01: A phase 2 signal-seeking study of raludotatug deruxtecan
(R-DXd) in patients with advanced or metastatic gynecologic or genitourinary
tumors.

Laurence Albiges, Kenichi Harano, Kathleen N. Moore, Thomas Powles, Toon Van Gorp, Laura Palmeri, Laura Winters, Soham Mahato, Jie Lin, Petar Jelinic,

Susana N. Banerjee; Gustave Roussy, Paris Saclay University, Paris, France; Department of Medical Oncology, National Cancer Center Hospital East, Kashiwa, Japan;
Gynecologic Cancers Clinic, Stephenson Cancer Center at The University of Oklahoma Medical Center, and GOG-F, Oklahoma City, OK; Barts Cancer Institute, Queen Mary
University of London, London, United Kingdom; University Hospital of Leuven, Leuven Cancer Institute, Leuven, Belgium; Daiichi Sankyo, Ltd., Uxbridge, United Kingdom;
Daiichi Sankyo, Inc., Basking Ridge, NJ; Merck & Co, Inc., Rahway, NJ; Royal Marsden NHS Foundation Trust and Institute of Cancer Research, London, United Kingdom

Background: Cadherin-6 (CDH6), a transmembrane protein involved in cell-cell adhesion and
epithelial -mesenchymal transition, is overexpressed in many cancer types. R-DXd is an anti-
CDH6 antibody—drug conjugate composed of a humanized CDH6 antibody covalently linked
to a potent topoisomerase I inhibitor payload (DXd) via a plasma-stable linker. In an ongoing
Phase 1 study (NCT04707248), a subgroup of patients with heavily pretreated ovarian cancer
(0C) who received R-DXd 4.8—-6.4 mg/kg, had an objective response rate (ORR) of 48.6% (95%
confidence interval [CI], 31.9—-65.6); median duration of response (DOR) was 11.2 months (95%
CI, 3.1—not estimable), and progression-free survival (PFS) was 8.1 months (95% CI, 5.3—not
estimable), irrespective of CDH6 expression level (data cut-off: July 14, 2023). The safety profile
of R-DXd was manageable. In total, 11.1% of patients discontinued R-DXd due to treatment-
emergent adverse events. These promising data warranted further investigation of R-DXd in
REJOICE-Ovariano1 (NCT06161025), a Phase 2/3 study in patients with platinum-resistant
high-grade serous OC (HGSOC), and in the REJOICE-PanTumoro1 Phase 2 study, which is
described here. Methods: REJOICE-PanTumoro1 (NCT06660654) is a global, open-label Phase
2 study in patients with locally advanced or metastatic gynecologic (endometrial cancer [EC],
cervical cancer, or non-HGSOC) or genitourinary (urothelial cancer [UC] or clear cell renal cell
carcinoma [ccRCC]) tumors. Cohorts are tumor type—specific; patients in all cohorts must have
relapsed or progressive disease after receiving =1 prior line (and =3 prior lines in the EC, UC, and
ccRCC cohorts only) of standard treatment. Adult patients with ECOG performance status 0—1
are eligible; there is no selection for tumor CDH6 expression. Approximately 40 patients will be
enrolled into each cohort to receive R-DXd 5.6 mg/kg IV every 3 weeks until disease progression
per RECIST 1.1, unacceptable toxicity, death, or other reason per protocol. In each cohort, a
nonbinding futility interim analysis will be conducted after 20 patients complete a minimum of
12 weeks of follow-up, the results of which may determine whether the remaining (~20)
patients will be treated. Primary endpoints are ORR for the gynecological and UC cohorts,
disease control rate (DCR) for the ccRCC cohort (both investigator-assessed), and safety and
tolerability for all cohorts. Secondary endpoints are ORR (ccRCC cohort only), DCR (except
ccRCC cohort), PES, DOR, time to response (all investigator-assessed per RECIST 1.1), phar-
macokinetics, and immunogenicity. No formal hypothesis testing will be performed; ORR and
DCR will be analyzed using a Clopper—Pearson method to determine 95% CI. PFS and DOR will
be analyzed using the Kaplan—Meier method (2-sided 95% CI). Study enrollment began in
January 2025. Clinical trial information: NCT06660654. Research Sponsor: Daiichi Sankyo, Inc.,
Merck Inc.
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A phase 1, open-label, multi-center study of the safety, tolerability, and efficacy of
IPH4502 as a single agent in advanced solid tumors.

Shiraj Sen, Alexander I. Spira, Martin Gutierrez, Yohann Loriot, Armelle Vinceneux, Markus Jensen, A.J. Leyco, Romain Remark, Carine Paturel, Mihaela Avramut,
David Magrez, Sonia Quaratino, Thomas Urban Marron; NEXT Oncology, Dallas, TX; NEXT Oncology, Fairfax, VA; Hackensack University Medical Center, Hackensack, NJ;
Gustave Roussy Institute, Villejuif, France; Department of Medical Oncology, Centre Léon Bérard, Lyon, France; Innate Pharma, Marseille, France; Innate Pharma, Marseille,
CA, France; Division of Hematology and Medical Oncology, Tisch Cancer Institute, Icahn School of Medicine at Mount Sinai, New York, NY

Background: Nectin-4 is a cell adhesion molecule frequently overexpressed across multiple
solid tumor types, including urothelial carcinoma (UC), esophageal cancer, non-small cell lung
cancer, and triple-negative breast cancer. It plays a significant role in carcinogenesis and cancer
progression and is associated with poor survival in several tumor indications. Targeting Nectin-
4 with enfortumab vedotin (EV), an antibody-drug conjugate (ADC) with a monomethyl
auristatin E (MMAE) payload, demonstrated clinical benefit in UC, which exhibits the highest
Nectin-4 expression among all solid tumor types. EV is now approved for the treatment of UC.
IPH4502 is a differentiated Nectin-4 ADC conjugated with exatecan, a topoisomerase-1 in-
hibitor payload with a drug-to-antibody ratio of 8 via a cleavable hydrophilic linker. IPH4502
has been developed to address the unmet medical need of UC patients who have progressed on,
or are ineligible for EV, as well as to treat tumor types with lower Nectin-4 expression beyond
UC. In preclinical models, internalization capability and bystander effect of IPH4502 enable an
efficient antitumor activity in Nectin-4 expressing tumor models, independent of Nectin-4
expression level, as well as in models resistant to EV. Finally, IPH4502 shows antitumor activity
in patient-derived xenograft models from UC and other tumor types. Methods: This is a first-
in-human, open-label, multicenter, single-arm Phase 1 study to assess the safety profile (DLTs
and MTD), tolerability according to NCI-CTCAE v5.0, and RP2D of IPH4502 in patients with
advanced solid tumors. Secondary objectives aim to characterize the pharmacokinetic profile
and evaluate the immunogenicity and preliminary efficacy of IPH4502. The study is being
conducted in participants aged =18 years withhistologically confirmed, unresectable, locally
advanced, or metastatic solid tumors known to express Nectin-4, including, but not limited to
non-small cell lung, triple-negative breast, ovarian, esophageal, gastric, and colorectal can-
cers, as well as UC. Part 1 (Dose Escalation) will use a Bayesian Optimal Interval Design (BOIN)
with backfilling of safety-cleared dose levels. This approach will guide dose escalation and help
establish the MTD/MAD. Part 2 (Dose Optimization)will begin after identifying the MTD/MAD,
to select the RP2D. It will enroll participants with selected tumor indications (up to 2), for
whom a clinical benefit was observed in Part 1. Participants will be randomized at a 1:1 ratio to 2
dose levels, to determine the RP2D. A maximum of 105 participants will receive treatment with
IPH4502 in France and the US. Clinical trial information: NCT06781983. Research Sponsor:
None.


http://www.clinicaltrials.gov/ct2/show/NCT06781983
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Design of a first-in-human multicenter open-label study of ZW171, a mesothelin x
CD3 targeting bispecific T-cell engager, in participants with advanced solid tumors:
ZWI-ZW171-101.

Melissa Lynne Johnson, John Turner Hamm, Fiona Thistlethwaite, Myung-Ju Ahn, Erin L. Schenk, Jason J. Luke, Diana L. Hanna, Anna Rachel Minchom, Byoung Chul Cho,
Dong-Wan Kim, Rebecca Kristeleit, Dmitriy Zamarin, Catherine Davidson, Joseph Woolery, Pranshul Chauhan, Martin Wermke; Sarah Cannon Research Institute, Nashville,
TN; Norton Cancer Institute, Louisville, KY; The Christie NHS Foundation Trust and University of Manchester, Manchester, United Kingdom; Division of Hematology-
Oncology, Department of Medicine, Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, South Korea; University of Colorado Anschutz Medical
Campus, Aurora, CO; UPMC Hillman Cancer Center, Pittshurgh, PA; Norris Comprehensive Cancer Center, University of Southern California, Los Angeles, CA; Royal Marsden
Hospital, Sutton, United Kingdom; Severance Hospital, Yonsei University Health System, Seoul, South Korea; Department of Internal Medicine, Seoul National University
Hospital, Seoul, South Korea; Department of Oncology, Guy's and St Thomas' NHS Foundation Trust, London, United Kingdom; Division of Hematology and Medical
Oncology, Icahn School of Medicine at Mount Sinai, New York, NY; Northern Ireland Cancer Centre, Belfast Health and Social Care Trust, Belfast, Ireland; Zymeworks Inc.,
Vancouver, BC, Canada; Technical University Dresden, Medical Faculty, NCT/UCC Early Clinical Trial Unit, Dresden, Germany

Background: Mesothelin (MSLN) is a membrane glycoprotein overexpressed in several solid
tumors, making it a promising target for cancer treatments, including T cell engagers (TCEs).
ZW171 is a humanized trivalent bispecific TCE antibody that targets a threshold level of MSLN
expression with 2 binding sites and CD3e receptor on T cells with 1 binding site. Preclinical
studies of ZW171 demonstrated favorable pharmacology, pharmacokinetics (PK), and toxicol-
ogy, showing it preferentially kills MSLN-overexpressing cells, activates T cells without
significant toxicity, inhibits tumor growth, and is well tolerated in cynomolgus monkeys,
suggesting its potential for treating MSLN-expressing tumors' while sparing healthy tissues
with low levels of expression. This first-in-human, phase 1, ongoing study (ZWI-ZW171-101)
evaluates safety, tolerability, PK, and anti-tumor activity of ZW171 in participants with ad-
vanced solid tumors. Methods: This 2-part study enrolls eligible adult participants with
unresectable MSLN-expressing ovarian cancer (OC), non-small cell lung cancer (NSCLC), or
other MSLN-expressing cancers, with measurable disease per RECIST v1.1, ECOG PS score of
0 to 1, adequate organ function, and a minimum life expectancy of 12 weeks. Participants with
additional progressing malignancies, recent transplants, clinically significant ongoing toxicity,
uncontrolled renal, pancreatic or liver disease, or active autoimmune diseases requiring high-
dose corticosteroids or immunosuppressive drugs are excluded. Part 1 evaluates the safety and
tolerability of ZW171 and Part 2 evaluates the anti-tumor activity while continuing to evaluate
safety and tolerability. Part 1 is dose escalation to identify maximum tolerated dose (using
modified toxicity probability interval [mTPI-2] design, n=40) among participants with OC or
NSCLC receiving subcutaneous ZW171 monotherapy on days 1, 8, and 15 of 3-week (21-day)
cycles. Approximately 6 dose levels will be explored based on safety and tolerability. Step-up
dosing will be used for cycle 1. Dose level 1, determined by QSP-based MABEL approach?, is
administered at 4.2 pg (day 1), 12.6 pg (day 8), and 38.0 g (day 15). Part 2 is dose expansion in
participants with OC, NSCLC, and other MSLN-expressing cancers (MSLN expression evaluated
retrospectively). Primary objectives are to evaluate safety and tolerability of ZW171 and de-
termine the maximum tolerated dose. Key secondary objectives are to assess PK, anti-drug
antibodies, and anti-tumor activity. This is a global study with sites in North America, Europe,
and Asia; and actively enrolling participants into Part 1. References: 1. Afacan N, et al. Presented
at AACR Annual Meeting 2023; abstract 2942. 2. Afacan N, et al. Presented at SITC Annual
Meeting 2024; abstract 1062. Clinical trial information: NCT06523803. Research Sponsor:
Zymeworks BC Inc.
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A phase 1, first-in-human study of AMT-676, an anti-CDH17 antibody-drug con-
jugate, in patients with advanced gastrointestinal tumors.

Charlotte Rose Lemech, Warren Lance Joubert, Andrew Ohyama Parsonson, Rui-Hua Xu, Rajiv Shinde, Prachi Bhave, Junli Xue, Yaling Huang, Xun Meng, Shu-Hui Liu;
Scientia Clinical Research, Randwick, Australia; Greenslopes Hospital, Greenslopes, QLD, Australia; Macquarie University Hospital, Sydney, Australia; Department of
Medical Oncology, Sun Yat-Sen University Cancer Center, State Key Laboratory of Oncology in South China, Guangzhou, China; Linear Clinical Research, Western Australia,
Australia; Cabrini Health, Melbourne, VIC, Australia; Shanghai East Hospital, Shanghai, China; Multitude Therapeutics, Shanghai, China; Multitude Therapeutics, Redwood
City, CA

Background: Cadherin-17 (CDH17), also known as liver-intestine-cadherin, is a transmem-
brane protein that is highly expressed in a variety of gastrointestinal cancers, including
colorectal, gastric, esophageal adenocarcinoma, cholangiocarcinoma, pancreatic ductal, and
gastrointestinal neuroendocrine tumors. The overexpression of CDH17 is associated with tumor
metastasis and progression to advanced tumor stages. AMT-676 is a novel antibody-drug
conjugate (ADC) that targets CDH17. It is comprised of a humanized IgG1 monoclonal antibody
specific to CDH17, conjugated to the potent topoisomerase I inhibitor exatecan, with a drug-to-
antibody ratio of 4, linked through a proprietary T-moiety technology. Preclinical studies have
demonstrated significant anti-tumor activity of AMT-676 across multiple gastrointestinal
cancer models and great tolerability in safety studies, highlighting its potential as a therapeutic
agent for CDH17-expressing malignancies. Methods: This phase 1, open-label, multicenter
study aims to determine the Maximum Tolerated Dose (MTD) and the Recommended Phase 2
Dose (RP2D) of AMT-676, as well as to assess its safety, tolerability, anti-drug activity,
pharmacokinetics, pharmacodynamics, immunogenicity and preliminary efficacy in patients
with advanced solid tumors. Tumor types that express CDH17 including gastrointestinal
cancers, treated with or with no standard therapeutic options are to be enrolled. AMT-676
will be administered intravenously on a 21-day cycle. The dose escalation will be guided by the
Bayesian Optimal Interval (BOIN) design, incorporating an accelerated titration approach to
evaluate 6 cohorts: 1.6, 3.2, 4.8, 6.4, 8, and 10 mg/kg. Three backfilling cohorts at doses that
have demonstrated safety will also be included, each enrolling up to 18 patients, to gather
additional data on safety, pharmacokinetics, pharmacodynamics, and preliminary efficacy,
thereby supporting the selection of an optimized dose for expansion. Mandatory pre-study
biopsy sample collection for retrospective immunohistochemistry (IHC) analysis will
facilitate a comprehensive exploratory biomarker plan, potentially correlating CDH17 levels
with treatment responses. The study is actively enrolling participants for the dose escalation
phase. Cohorts 1-4 have been completed DLT evaluation and enrollment of cohort 5 began in
December 2024. Clinical trial information: NCT06400485. Research Sponsor: Multitude ther-
apeutics Inc.


http://www.clinicaltrials.gov/ct2/show/NCT06400485
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Phase | multicenter, open-label, dose escalation study of T-1201, a small molecule
drug conjugate, to assess safety, pharmacokinetics, and antitumor activity in
advanced solid tumors.

Hui-Ching Wang, Yu-Min Yeh, Tsung-Jang Yeh, Jui-Hung Tsai, Yuhching Gau, Li-Tzong Chen, Hsiao-Fang Li; Division of Hematology and Oncology, Department of Internal
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National Institute of Cancer Research, National Health Research Institutes, Tainan, Taiwan; Taivex Therapeutics Corporation, Taipei City, Taiwan

Background: Phosphatidylserine (PS) is a phospholipid critical for maintaining cell membrane
integrity and functionality. In rapidly proliferating cancer cells, PS translocates to the outer
leaflet of the membrane, making it a promising biomarker and therapeutic target for cancer
treatment. The investigational drug T-1201 is a proprietary small molecule drug conjugate
combining a bioactive topoisomerase I inhibitor, SN-38, with Zn-DPA complexes, which
exhibit high affinity for PS. Preclinical studies have demonstrated T-1201’s in-vivo antitumor
activity across multiple human tumor xenograft models. This study represents the first clinical
evaluation of T-1201 in humans. Methods: The primary objectives of this phase I study are to
evaluate the safety profile of T-1201, determine dose-limiting toxicities (DLTs), establish the
maximum tolerated dose (MTD), and identify the recommended phase II dose (RP2D). Sec-
ondary objectives include characterization of pharmacokinetics (PK) and assessment of anti-
tumor activity for T-1201. The study comprises three dose-escalation parts. In Part A, T-1201 is
administered intravenously once every four weeks (Q4W), starting at 18 mg/m? during Cycle 1.
From Cycle 2 onward, the dosing interval can be adjusted to once every two weeks (Q2W) at the
investigator’s discretion, subject to agreement with the Sponsor. When switching to the QW
schedule, the dose level is halved compared to the Q4W dose. Each treatment cycle spans four
weeks, with dose escalation proceeding via a single-patient cohort design (100% dose in-
crements) initially, transitioning to a modified 3+3 design (40% dose increments) based on
DLTs observed in Cycle 1. In Part B, T-1201 is administered intravenously Q2W in a 28-day
treatment cycle, starting at 100 mg/m?, which represents half of the MTD identified in Part A. In
Part C, each treatment cycle is reduced to 21 days, with the starting dose not exceeding the
highest dose level deemed safe by the Safety Review Committee (SRC) in Part B. Eligible patients
are =18 years of age, have an Eastern Cooperative Oncology Group (ECOG) performance status
of 0—1, and possess radiographically or clinically evaluable tumors. As of now, 27 patients have
been enrolled in the Part A dose-escalation stage. This study is registered with ClinicalTrials.-
gov (NCT04866641). Clinical trial information: NCT04866641. Research Sponsor: Taivex
Therapeutics corporation.

Dose escalation/de-escalation rule for the BOIN design.

Number of subjects treated at the current dose* 3 4 5
Escalate if # of DLT < 0 1 1
1
2

Stay at current dose if # of DLT = NA NA
De-escalate if # of DLT > 2 2
Eliminate if # of DLT > 3 3 4
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*The enrollment may stop when one of the following criteria is met: The planned sample size has been
reached; at least 9 subjects have been treated and evaluable for DLT at one dose level; or all doses
explored appear to be overly toxic, and the MTD cannot be determined.
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A phase 1 study to evaluate the safety and tolerability of the antibody—drug
conjugate (ADC) MesoC2 (PF-08052666) in patients with advanced solid tumors.

Amita Patnaik, William Bennion McKean, David M. O'Malley, Ravi Kumar Paluri, Shivani Gupta, Kevin Kim, Meredith Pelster; START San Antonio, San Antonio, TX; START
Center for Cancer Research, West Valley City, UT; The Ohio State University & James Comprehensive Cancer Center, Columbus, OH; Atrium Health Wake Forest Baptist
Medical Center, Winston-Salem, NC; Pfizer Inc., New York, NY; Sarah Cannon Research Institute, Nashville, TN

Background: MesoC2 (PF-08052666) is an ADC that targets mesothelin (MSLN), a cell-surface
glycoprotein overexpressed in solid tumors including mesothelioma, ovarian cancer, pancre-
atic cancer, non-small cell lung cancer (NSCLC), endometrial cancer (EC), and colorectal cancer
(CRC), but with limited expression in normal tissues. MesoC2 is constructed from a recombi-
nant human IgG1 anti-MSLN monoclonal antibody conjugated to a cleavable tripeptide linker
that carries a topoisomerase 1 inhibitor (TOP1) payload. The average number of TOP1 molecules
per antibody is 8. Following high-affinity binding to MSLN on the cell surface, MesoC2 is
internalized, the linker is cleaved, and the released payload inhibits DNA religation during
amplification, leading to cell cycle arrest and cell death. MesoC2 has shown potent antitumor
efficacy in in vitro assays and xenograft models and an acceptable safety profile in cynomolgus
monkeys. The aim of this first-in-human study is to explore the safety, tolerability, and
preliminary efficacy of MesoC2 in patients with certain advanced solid tumors. Methods: In
this phase 1, open-label study, up to 365 patients with mesothelioma, platinum-resistant
ovarian cancer (PROC), pancreatic ductal adenocarcinoma (PDAC), NSCLC, EC, or CRC will
receive intravenous infusion of MesoC2 in dose escalation (n=45), dose and schedule optimi-
zation (n=40), and disease-specific dose expansion cohorts (n=280; includes a biology cohort
to evaluate exploratory biomarkers). Key inclusion criteria are histologically or cytologically
confirmed metastatic or locally advanced mesothelioma, PROC, PDAC, NSCLC, EC, or CRC who
have relapsed or progressed following standard therapies; aged =18 years; ECOG performance
status score of 0 or 1; and available archival tumor tissue (a fresh biopsy is required if
unavailable). Key exclusion criteria include prior or current treatment with systemic anticancer
therapy or focal radiotherapy within 4 weeks prior to first dose of MesoC2, prior anti-MSLN
therapies, and any unresolved toxicities from prior therapy greater than Gi at the time of
starting study treatment, except alopecia. Primary endpoints include type, incidence, and
severity of adverse events (AEs), frequency of dose modifications due to AEs, incidence of
dose-limiting toxicities, cumulative safety, pharmacokinetics, pharmacodynamics, and pre-
liminary antitumor activity. Key additional endpoints include objective and best response rates
per Response Evaluation Criteria in Solid Tumors Version 1.1 (RECIST v1.1), duration of re-
sponse, progression-free survival, overall survival, MSLN expression in blood and tissue, and
changes in tumor-specific biomarkers. Enrollment is ongoing; clinical trial information:
NCT06466187. A genAl tool (01/06/25; Pfizer; GPT-40) developed the 1st draft; authors assume
content responsibility. Clinical trial information: NCT06466187. Research Sponsor: Pfizer Inc.


http://www.clinicaltrials.gov/ct2/show/NCT06466187
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TUB-030, a novel ADC targeting 5T4: A phase I/lla multi-center, first-in-human
clinical trial (5-STAR 1-01) in patients with advanced solid tumors.

Shiraj Sen, Sheena Sahota, Lillian L. Siu, Thomas Urban Marron, Candace L. Haddox, Patricia LoRusso, Daniel Morgensztern, Andrea Elisabeth Wahner Hendrickson,
Jaime R. Merchan, Katharina Heinzelmann, Bjorn M Hock, Guenter Fingerle-Rowson, Yariv J. Houvras, Anthony W. Tolcher; NEXT Oncology, Dallas, TX; NEXT Oncology,
Austin, TX; Princess Margaret Cancer Centre, University Health Network, University of Toronto, Princess Margaret Cancer Consortium, Marathon of Hope Cancer Centres
Network, Toronto, ON, Canada; Division of Hematology and Medical Oncology, Tisch Cancer Institute, Icahn School of Medicine at Mount Sinai, New York, NY; Dana-Farber
Cancer Institute, Boston, MA; Yale Cancer Center, New Haven, CT; Washington University School of Medicine in St. Louis, St. Louis, MO; Mayo Clinic, Rochester, MN;
Department of Medical Oncology, University of Miami Leonard M. Miller School of Medicine, University of Miami, Miami, FL; Tubulis GmbH, Planegg-Martinsried, Germany;
Tubulis GmbH, Starnberg, Germany; NEXT Oncology San Antonio, San Antonio, TX

Background: TUB-030 is a novel antibody-drug conjugate (ADC) targeting 5T, an oncofetal
antigen expressed in various solid tumors with limited expression in healthy tissues. TUB-030
leverages optimized biophysical properties, an effector-silenced antibody, and an exatecan
payload to maximize the therapeutic index and minimize off-target toxicities. Preclinical
studies demonstrated potent anti-tumor activity, including long-lasting tumor regression
at doses as low as 1 mg/kg and durable responses even in tumors with low 5T/ expression.
Methods: 5-STAR 1-01 is a multicenter, first-in-human dose escalation and dose optimization
Phase I/IIa clinical trial designed to investigate safety, tolerability, pharmacokinetics (PK), and
efficacy of the anti-5T4 ADC TUB-030 in patients with advanced and metastatic solid tumors.
Eligible patients have one of the following tumor types: head and neck squamous cell carci-
nomas (HNSCC), non-small-cell lung cancer (NSCLC), small cell lung cancer, pleural meso-
thelioma, triple-negative breast cancer, HR+/HER2- breast cancer, esophageal cancer, gastric
cancer, pancreatic adenocarcinoma, colorectal cancer, bladder cancer, prostate cancer, cervical
cancer, osteosarcoma, or soft tissue sarcomas and must have exhausted available standard-of-
care therapies. Phase I is an open-label, single-arm dose escalation trial, with administration
every 21 days. Dose escalation follows an accelerated titration design (ATD) transitioning to
Bayesian optimal interval (BOIN) upon predefined toxicity thresholds. Backfill cohorts are
planned in NSCLC and HNSCC to further evaluate the safety and efficacy profile at, or near, the
maximum tolerated dose (MTD). Primary endpoints include safety and tolerability of TUB-030
as monotherapy, determination of the MTD and the recommended phase II doses; secondary
endpoints assess pharmacokinetics, immunogenicity, and preliminary clinical activity using
RECIST v1.1 criteria. Exploratory endpoints include analysis of circulating tumor DNA. In phase
ITa, dose-optimization will evaluate two dose levels in select indications in order to identify the
optimal dose for further development. Enrollment of approximately 130 patients across the US
and Canada is planned, with dose escalation currently underway. This study investigates TUB-
030, a novel 5T/ targeted ADC as a therapy for advanced/metastatic solid tumors. Clinical trial
information: NCT06657222. Research Sponsor: None.


http://www.clinicaltrials.gov/ct2/show/NCT06657222
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PROCEADE PanTumor: A phase 1b/2, multicenter study of precemtabart tocentecan
(M9140), an anti-CEACAMS antibody-drug conjugate (ADC) with exatecan payload,
in patients with advanced solid tumors.

Zev A. Wainberg, Benjamin Besse, Athanasios G. Pallis, Christina Habermehl, Ken Kato; University of California, Los Angeles, Medical Center, Los Angeles, CA; Gustave
Roussy Institute, Villejuif, France; Merck Santé S.A.S., an affiliate of Merck KGaA, Lyon, France; The Healthcare Business of Merck KGaA, Darmstadt, Germany; National
Cancer Center Hospital, Tokyo, Japan

Background: CEACAMS; is a cell surface glycoprotein that is overexpressed in various carci-
nomas, notably in gastric cancer (GC), non-small cell lung cancer (NSCLC), pancreatic ade-
nocarcinoma (PDAC), and colorectal cancer (CRC), but shows limited expression on healthy
adult cells. Precemtabart tocentecan is an investigational anti-CEACAM5 ADC (drug-to-
antibody ratio: 8) that utilizes a unique linker—payload combination to selectively deliver
the topoisomerase 1 inhibitor, exatecan, to CEACAM5 overexpressing tumor cells. Preliminary
clinical data from the dose-escalation part of the first-in-human study of precemtabart
tocentecan in patients with metastatic CRC (PROCEADE CRC-01) demonstrated a manageable
and predictable safety profile and promising preliminary efficacy in 40 heavily pretreated
patients. The PROCEADE PanTumor study is a Phase 1b/2, multicenter, open-label study that
aims to investigate the clinical activity of precemtabart tocentecan, either as monotherapy or in
combination with other anticancer agents, in patients with advanced GC, advanced NSCLC and
advanced PDAC. Methods: The study was designed as a matrix study with a master protocol
(applicable to all substudies) and three substudy protocols (GC; NSCLC; PDAC). Based on the
master protocol, patients aged =18 years, with an Eastern Cooperative Oncology Group
performance status =<1, adequate baseline hematological, renal, and hepatic function, =1lesion
that is measurable using RECIST v1.1, who have received =1 prior line of treatment are eligible.
Patients must have an archival formalin-fixed paraffin-embedded tumor tissue or a fresh
biopsy. In the respective substudies, patients with advanced or metastatic, HER2-negative GC or
gastroesophageal junction adenocarcinoma; patients with advanced (Stage III; ineligible for
resection/curative radiation) or metastatic NSCLC; or patients with advanced or metastatic
PDAC will be included. Patient selection will be based on CEACAM5 expression level (both high
and low in GC, only high in NSCLC and PDAC [CEACAM5"#": =50% tumor cells with immu-
nohistochemistry [THC] =2+ staining; CEACAMS5!®Y: <50% tumor cells with IHC =2+ stain-
ing]), and in patients with NSCLC, EGFR mutation status (EGFR-wt and EGFR mut+). The primary
endpoint is objective response (proportion of patients with confirmed complete/partial re-
sponse [CR/PR] per RECIST v1.1, assessed by investigator). Secondary endpoints include adverse
events, duration of response (RECIST v1.1), disease control (CR, PR, stable disease, or non-CR/
non-progressive disease [PD] at Week 12), time to response, progression-free survival, and
pharmacokinetic assessments. The study is planned to be initiated at multiple sites globally,
with an estimated enrollment of 250 patients. Copyright © 2025 AACR. Originally presented at
AACR 2025. Reprinted with permission. Clinical trial information: NCT06710132. Research
Sponsor: the healthcare business of Merck KGaA, Darmstadt, Germany (CrossRef Funder ID:
10.13039/100009945).


http://www.clinicaltrials.gov/ct2/show/NCT06710132
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A dose escalation and cohort expansion phase I/lla study of ACR246, an innovative
5T4- antibody drug conjugate (ADC), in patients (pts) with advanced solid tumors.

Panpan Zhang, Yunsheng Huang, Lina Chen, Feng Wang, Zhenwei Miao; Key laboratory of Carcinogenesis and Translational Research (Ministry of Education/Beijing),
Department of Early Drug Development Centre, Peking University Cancer Hospital & Institute, Beijing, China; Translational Medicine, Hangzhou Adcoris Biopharma Co., Ltd,
Hangzhou, China

Background: The oncofetal antigen 5T/ is overexpressed in many solid tumors with limited
expression in normal adult tissues. Overexpression of 5T4 is associated with poor prognosis.
5T4 on tumor cell surface is rapidly internalized when bound to antibody and is thus an ideal
target for the development of ADC drugs. ACR246 is the first next- generation 5T4-ADC
consisting of a fully human monoclonal antibody that is site-specifically conjugated to a novel
DNA topoisomerase I inhibitor D2102, via a stable and cleavable linker, with a drug-to-antibody
ratio (DAR) of 8. ACR246 was carefully designed to improve the safety and efficacy in treating
5T4 positive solid tumors. In preclinical studies, ACR246 demonstrated robust anti-tumor
activity, superior to a Dxd-5T4 ADC (as a reference) both in CDX and PDX models, including but
limited to NSCLC, gastric cancer, pancreatic cancer and Esophageal cancer, and excellent
tolerability, supporting further development for clinical use. Methods: This is an ongoing,
phase I/IIa, open-label, multicenter, dose escalation and cohort expansion study of ACR246 to
be injected intravenously to adult pts with advanced solid tumors. For phase I study, a Bayesian
optimal interval design is adopted to assess dose levels of ACR246, 0.6, 1.2, 2.4, 3.6 and 4.5 mg/
kg, administered every 3 weeks on a 21-day cycle , and intermediate dose levels of 3.0, 4.0 and
5.0 mg/kg may be evaluated based on emergent safety or pharmacologic data. The primary
objectives are to evaluate safety and tolerability and determine the maximum tolerated dose
(MTD) and the recommended phase 2 dose (RP2D); the second objectives include PK, immu-
nogenicity and preliminary clinical efficacy. Dose limiting toxicity (DLT) will be assessed at each
dose level. The DLT evaluation period will be 21 days. Once the RP2D is determined, phase Ila
study will be conducted to further evaluate the safety, tolerability, efficacy, PK and immuno-
genicity of ACR246 in 5T4-positive advanced solid tumor pts (esophageal cancer, NSCLC,
ovarian cancer, prostate cancer and other types of tumors) under RP2D. Approximately 77 pts =
18 years of age with advanced solid tumors that have histologically or cytologically been
diagnosed recurrent or metastatic unresectable advanced disease and have failed or are in-
tolerant of systemic standard therapy or standard therapy is not available, and having adequate
ECOG performance status (0-1), hematologic function, and end organ function are planned to
be enrolled, with 37 pts in phase I study and approximately 40 pts in phase IIa study. 5T4
expression is not required for enrollment for phase I, but will be assessed retrospectively. The
toxicity will be assessed by Common Terminology Criteria for Adverse Events v5.0 and the
tumor response will be determined per RECIST v1.1. Dose levels of 0.6 mg/kg and 1.2mg/kg has
completed enrollment with no DLT. Clinical trial information: NCT06238401. Research Spon-
sor: Hangzhou Adcoris Biopharma Co., Ltd.


http://www.clinicaltrials.gov/ct2/show/NCT06238401
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A phase 1 dose escalation and dose expansion study for LNCB74, a B7-H4 targeted
antibody drug conjugate, as monotherapy in participants with advanced solid
tumors.

Michael M Song, Anthony W. Tolcher, Martin E. Gutierrez, Emese Zsiros, Siqing Fu, Joyce F. Liu, Daniel Morgensztern, Stephanie Kordahi, Christine Nietubicz,
Emilia Alina Barbu, Aaron Morawski, Shannon Kahan, Priyanka Kothari, Dallas Flies, Shanmugam Panneer Selvam, Stephen Slocum, Rodrigo Ruiz-Soto,

Solomon Langermann, Udayan Guha, Daruka Mahadevan; NEXT Oncology, San Antonio, TX; Hackensack University Medical Center at Hackensack Meridian Health,
Hackensack, NJ; Roswell Park Comprehensive Cancer Center, Buffalo, NY; Department of Investigational Cancer Therapeutics, The University of Texas MD Anderson
Cancer Center, Houston, TX; Dana-Farber Cancer Institute, Boston, MA; Washington University School of Medicine in St. Louis, St. Louis, MO; NextCure, Inc., Beltsville, MD;
LigaChem Biosciences, Boston, MA; UT Health San Antonio, San Antonio, TX

Background: B7-H4 is a transmembrane receptor of the B7-family of immunomodulatory
proteins whose expression correlates with poor clinical outcomes for ovarian and breast
cancers. High expression in multiple tumor types and limited expression in normal tissues
makes B7-H4 an attractive target for antibody drug conjugate (ADC) therapeutics. LNCB74 is a
B7-H4 targeted ADC in which a humanized IgGik antibody is conjugated to the microtubule
disrupting payload monomethyl auristatin E (MMAE) with a drug-to-antibody ratio of 4
(DAR4). LNCB74 is designed to maximize therapeutic index through three key elements. First,
site specific ConjuAll conjugation results in a homogeneous DAR to drive uniform PK. Second,
our proprietary glucuronidase-cleavable linker reduces both on- and off-target toxicity. Third,
the antibody Fc was “LALA” -mutated to reduce Fc mediated uptake into Fc receptor expressing
cells such as immune and endothelial cells. Compared to other B7-H4 targeted ADCs in clinical
development, LNCB74 has demonstrated a superior safety profile in nonhuman primate
toxicity studies and potent anti-tumor activity in multiple cell line- and patient-derived
xenograft in vivo models, making it a promising ADC therapy for B7-H4-expressing solid
tumors. Methods: LNCB74-01 is a phase 1, open-label, first-in-human study that will include
dose escalation, safety, and biomarker backfills (Part 1) and randomized dose expansion/
optimization (Part 2). The objectives of the study will be to determine safety and tolerability,
define the maximum tolerated dose and/or recommended phase 2 dose, characterize the
pharmacokinetics (PK) and pharmacodynamics (PD), and to assess the preliminary efficacy
in participants with metastatic solid tumors treated with LNCB74. The tumor types include
ovarian, breast, endometrial, biliary tract cancer, and squamous NSCLC. Key eligibility criteria
include measurable disease based on RECIST vi.1and the ability to provide tissue samples to test
B7-H4 expression by CLIA-certified immunohistochemistry assay in a central laboratory.
Participants will receive LNCB74 on Day 1 of each 21-day cycle. Dose escalation will follow a
Bayesian optimal interval (BOIN) design. Dose expansion will occur in up to two tumor types. In
each tumor specific dose expansion, participants will be randomized to two dose levels
stratifying for prior lines of therapy (1-3 vs =4) and B7-H4 expression (intermediate vs high).
The PK profile, immunogenicity, preliminary anti-tumor activity per RECIST v1.1, and corre-
lation of baseline B7-H4 expression to anti-tumor activity of LNCB74 will be evaluated as
secondary endpoints. Biomarkers will be assessed in peripheral blood and tumor tissue.
Enrollment is ongoing in the United States. Clinical trial information: NCT06774963. Research
Sponsor: NextCure Inc.


http://www.clinicaltrials.gov/ct2/show/NCT06774963
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The EQUAL study: Utilizing plasma EGFR cfDNA detection as an accessible
screening tool for lung cancer in underserved patients ineligible for routine
screening.

Narjust Florez, Lilin Tong, Lauren Kiel, Rebekah Kaufman, Courtney Mantz, Jenna Beckwith, Daniel Botelho Costa, Olayinka Fakorede, Tia Kauffman, Yanan Kuang,

Shidong Xu, Alys Malcolm, Shail Maingi, Pedro Manuel Sanz-Altamira, Sapna Syngal, Umit Tapan, Cam Anh Tran, Lecia V. Sequist, Cloud Paweletz, David Allen Barbie; Lowe
Center for Thoracic Oncology, Dana-Farber Cancer Institute, Harvard Medical School, Boston, MA; Boston University School of Medicine, Boston, MA; Dana-Farber Cancer
Institute, Boston, MA; Department of Medicine, Beth Israel Deaconess Medical Center, Harvard Medical School, Boston, MA; Dana-Farber Brigham Cancer Center at South
Shore Health, South Weymouth, MA; Boston University Medical Center, Section of Hematology & Medical Oncology, Boston, MA; Massachusetts General Hospital, Boston,
MA,; Belfer Center for Applied Cancer Science and Dana-Farber Cancer Institute, Boston, MA; Lowe Center for Thoracic Oncology, Dana-Farber Cancer Institute, Boston, MA

Background: Lung cancer (LC) among non-tobacco-users is increasing in the United States,
with no routine screening available. Among those patients, EGFR mutations (EGFRm) are
common, with the highest prevalence seen in East Asian and Hispanic women. Delays in
diagnosis and treatment are exacerbated in these marginalized groups and women, negatively
impacting their cancer outcomes. At Dana-Farber Cancer Institute’s (DFCI) Belfer Center for
Applied Science, we developed a novel droplet digital PCR ctDNA assay to detect EGFR del19 and
L858R mutations, which comprise 85-90% of total EGFRm in LC. Here, we report the meth-
odology of EQUAL, a study assessing the feasibility of a diagnostic assay among non-tobacco
using, historically marginalized East Asian and Hispanic populations at high risk for EGFRm-
LC. Methods: To assess the feasibility of our ctDNA screening tool, the EQUAL study is recruiting
two cohorts of participants. Cohort 1 (n=500) includes 50—-80-year-olds who self-identify as
East Asian or Hispanic from the general population, while Cohort 2 (n=500) includes 40—-80-
year-olds of the same backgrounds with an additional risk factor for LC, with a focus on direct
family members of patients with EGFRm-LC. Recruitment is beginning with these family
members of patients with EGFRm-LC at DFCI main campus, Beth Israel Deaconess Medical
Center, Massachusetts General Hospital, DFCI Merrimack Valley, DFCI regional campuses, and
will expand to primary care clinics and community events. Blood samples are collected in clinics
or at home via mobile phlebotomy. Positive results are verified in a government-certified CLIA
laboratory; a complementary chest CT will be arranged for those with positive assay results, and
patients will receive navigation until resolution. Patients with a positive assay but negative
chest CT will be followed for 12 months and will receive a second annual chest CT. Recognizing
how cultural beliefs and tobacco’s association with LC may hinder screening participation,
EQUAL includes an optional survey and focus groups to explore perceptions and barriers
surrounding LC screening with our tool for future optimization efforts. The study is available
in 8 languages including Spanish, Portuguese, Korean, Vietnamese, Japanese, Chinese (sim-
plified and traditional), and Creole. EQUAL is the first study to implement EGFRm-LC blood-
based screening for historically marginalized populations who are not eligible for LC screening,
thereby allowing for LC identification that can be effectively treated with targeted therapy
approved for stages IB-IV. This pilot study seeks to lay the groundwork for future sensitivity
and specificity trials that will confirm the value of the assay and expand the scope of current
screening guidelines to reduce health disparities and delays in LC diagnosis. Clinical trial
information: NCT06716580. Research Sponsor: Dana-Farber Cancer Institute Philanthropic
Funds.


http://www.clinicaltrials.gov/ct2/show/NCT06716580
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A phase 1/2 study of FOG-001, a first-in-class direct B-catenin: TCF inhibitor, in
patients with colorectal cancer (CRC) and other locally advanced or metastatic solid
tumors.

Kyriakos P. Papadopoulos, Michael Cecchini, Moh'd M. Khushman, Meredith Pelster, Jordi Rodon Ahnert, Shivaani Kummar, Rona Yaeger, Sunil Sharma, Amber Wells,
Amanda Garofalo, Lalith V Akella, Ziyang Yu, Marie Huong Nguyen, Keith W. Orford, Samuel J. Klempner; START-San Antonio, San Antonio, TX; Yale University School of
Medicine, New Haven, CT; Washington University School of Medicine, St. Louis, MO; Sarah Cannon Research Institute, Houston, TX; The University of Texas MD Anderson
Cancer Center, Houston, TX; Oregon Health & Science University, Portland, OR; Memorial Sloan Kettering Cancer Center, New York, NY; Honor Health, Scottsdale, AZ;
Parabilis Medicines (formerly Fog Pharmaceuticals, Inc.), Cambridge, MA; Massachusetts General Hospital, Boston, MA

Background: Activation of the Wnt/g-catenin pathway, often as truncal APC mutations, in
80—90% of CRCs and other solid tumors, is known to be a key driver of cancer progression and
has been associated with immune exclusion and resistance to immunotherapy. Development of
agents targeting this pathway at the key p-catenin: T-cell factor (TCF) node has eluded the
pharmaceutical industry to date. FOG-001 is a Helicon peptide that competitively inhibits
interaction between p-catenin and TCF transcription factors. Helicon peptides are hyper-
stabilized «-helices that can be tuned for picomolar binding affinities, robust cell penetration,
broad tissue distribution, no immune recognition, and long in vivo half-lives. In studies in a
wide range of patient-derived xenograft (PDX) CRC and HCC models, FOG-001 inhibited tumor
growth and promoted tumor regression as monotherapy. Combinations with immune check-
point inhibitors or standard-of-care therapies, including bevacizumab and 5-FU, showed
strong additivity/synergy in PDX CRC models. Methods: This first-in-human, phase 1/2,
multicenter, open-label, dose-escalation (part 1) and dose-expansion (part 2) study evaluates
the safety/tolerability, pharmacokinetics (PK), pharmacodynamics (PD), and anti-tumor ef-
fects of FOG-001 monotherapy and combined with other anti-cancer therapies in patients with
microsatellite stable (MSS) CRC or advanced/metastatic solid tumors known to harbor a Wnt
pathway-activating mutation (WPAM). Eligible patients must have received at least one prior
systemic anti-cancer therapy and either progressed on, not responded to, or be unfit for
available therapies. In Part 1, FOG-001 is administered intravenously every week, at escalating
dose levels evaluated sequentially in a standard 3+3 design as monotherapy in patients with
MSS CRC or any solid tumor with documented WPAM. PD effects are evaluated in a separate
cohort of approximately six patients with MSS CRC. Combination cohorts will evaluate FOG-001
+ FOLFOX/bevacizumab (1L MSS CRC), FOG-001 + nivolumab (3L MSS CRC or anti-PD-1/PD-
Li-resistant CRC and solid tumors), and FOG-001 + trifluridine/tipiracil + bevacizumab (3L
MSS CRC). Part 2 dose expansion will evaluate FOG-001 monotherapy in patients with MSS CRC
and other solid WPAM+ tumors. Combination dose expansion will evaluate combinations
initially studied in Part 1. Primary endpoints are safety/tolerability of FOG-001 alone or in
combination. Secondary endpoints are PK, PD, recommended phase 2 dose and schedule, and
preliminary anti-tumor activity (e.g., ctDNA changes, overall response rate, best objective
response, duration of response, and progression-free survival). 156 patients are planned to be
enrolled in Part 1, which is currently enrolling in the USA. Clinical trial information:
NCT05919264. Research Sponsor: Parabilis Medicines.


http://www.clinicaltrials.gov/ct2/show/NCT05919264
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SCRUM-Japan MONSTAR-SCREEN-3: Comprehensive tumor microenvironment
analysis via multi-omics in a large-scale prospective study.

Mitsuho Imai, Shingo Sakashita, Junichiro Yuda, Shin Kobayashi, Riu Yamashita, Tadayoshi Hashimoto, Takao Fujisawa, Taro Shibuki, Shun-ichiro Kageyama,
Yoshikatsu Koga, Michiko Nagamine, Takeshi Kuwata, Hideaki Bando, Yoshiaki Nakamura, Woong-Yang Park, Takayuki Yoshino; Translational Research Supporting Office,
National Cancer Center Hospital East, Kashiwa, Japan; Division of Pathology, National Cancer Center Hospital East, Kashiwa, Chiba, Japan; Department of Hematology and
Experimental Therapeutics, National Cancer Center Hospital East, Kashiwa, Japan; Department of Hepatobiliary and Pancreatic Surgery, National Cancer Center Hospital
East, Kashiwa-Shi, Japan; Division of Translational Informatics, Exploratory Oncology Research & Clinical Trial Center, National Cancer Center, Kashiwa, Japan;
Department of Gastroenterology and Gastrointestinal Oncology/Translational Research Support Office, National Cancer Center Hospital East, Kashiwa, Japan; Department
of the Promotion of Drug and Diagnostic Development, National Cancer Center East, Kashiwa, Japan; Translational Research Support Office, National Cancer Center
Hospital East, Kashiwa, Japan; Radiation Oncology Division, National Cancer Center Hospital East, Kashiwa-Shi, Japan; National Cancer Center, Kashiwa, Japan; National
Cancer Center Hospital East, Kashiwa, Japan; Department for the Promotion of Drug and Diagnostic Development, Division of Drug and Diagnostic Development
Promotion, Translational Research Support Office, National Cancer Center Hospital East, Kashiwa, Japan; Translational Research Support Section, National Cancer Center
Hospital East, Kashiwa, Japan; GxD Inc., Kashiwa, Japan; Department of Gastrointestinal Oncology, National Cancer Center Hospital East, Kashiwa, Japan

Background: SCRUM-Japan is a multi-institutional, industry-academia collaborative cancer
genome screening project launched in 2015, consisting of LC-SCRUM-Asia for lung cancer and
SCRUM-MONSTAR for other malignancies. The project has successfully implemented organ-
agnostic liquid biopsy-based precision oncology and molecular residual disease (MRD)-guided
therapeutic development, resulting in multiple regulatory approvals of therapeutic agents and
diagnostics. In 2024, MONSTAR-SCREEN-3 was launched to expand the scope of multi-omics
analysis beyond advanced solid tumors to include resectable solid tumors and hematologic
malignancies, aiming for a comprehensive understanding of tumor microenvironment (TME)
dynamics. The project integrates a multi-omics platform, including spatial transcriptomics,
ctDNA analysis, and proteomics, to advance personalized medicine and accelerate drug de-
velopment. Methods: MONSTAR-SCREEN-3 (UMIN000053975) is a large-scale, multi-
institutional prospective study involving 55 centers across Japan, aiming to enroll 3,200
patients across three cohorts: Cohort A: Advanced solid tumors undergoing systemic therapy
(n=1,700); Cohort B: Resectable solid tumors receiving perioperative treatment (n=1,100);
Cohort C: Hematologic malignancies (n=400). Our analysis platform combines spatial tran-
scriptomics with circulating tumor DNA/RNA sequencing, bulk tissue whole exome/
transcriptome sequencing, plasma proteomics, and microbiome analyses. For resectable cases,
standardized longitudinal monitoring with whole genome sequencing-based MRD analysis is
implemented, while disease-specific MRD approaches are applied to hematologic malignan-
cies. Following SCRUM-Japan’s quality assurance system, standardized monitoring collects
regulatory-grade clinical data, including key indicators such as response rate, progression-free
survival, and overall survival. MONSTAR-SCREEN-3 applies standardized protocols for tissue
preservation and data acquisition across all centers, ensuring high-quality data. The project
leverages the VAPOR CONE supercomputing infrastructure for real-time data integration and
AI-driven analysis to identify biomarkers, elucidate resistance mechanisms, and deepen the
understanding of tumor-immune interactions. The study aims to establish a framework for
next-generation precision oncology. The latest enrollment status and initial operational results
will be reported at the ASCO meeting. MONSTAR-SCREEN-3 is expected to contribute to new
therapies, cross-cancer MRD assays, and the resolution of drug lags in hematologic malig-
nancies, driving advancements in personalized cancer treatment. Clinical trial information:
UMIN000053975. Research Sponsor: None.



DEVELOPMENTAL THERAPEUTICS—MOLECULARLY TARGETED AGENTS AND TUMOR BIOLOGY

TPS3171

Poster Session

A first-in-human multi-center phase 1/2 study of a selective FGFR2/3 inhibitor,
CGT4859, in patients with intrahepatic cholangiocarcinomas or other advanced

solid tumors.

Lipika Goyal, Haley Ellis, Mitesh Borad, Richard D. Kim, Jordi Rodon Ahnert, Alexander Starodub, Juan W. Valle, John Bridgewater, Jeffery Russell, Akza Ali, Kevin Moynihan,
Meredith Little, Liangxing Zou, Julia Lawrence, Arndt Vogel; Stanford Cancer Center, Stanford School of Medicine, Stanford, CA; Division of Oncology, Massachusetts
General Hospital, Harvard Medical School, Boston, MA; Department of Hematology and Medical Oncology, Mayo Clinic Arizona, Scottsdale, AZ; Moffitt Cancer Center and
Research Institute, Tampa, FL; The University of Texas MD Anderson Cancer Center, Houston, TX; The Christ Hospital Health Network, Cincinnati, OH; Research,

Cholangiocarcinoma Foundation, Herriman, UT; University College London Cancer Institute, London, United Kingdom; Tennessee Oncology, Nashville, TN; Taussig Cancer

Center, Cleveland Clinic, Cleveland, OH; Cogent Biosciences Inc., Waltham, MA; University Health Network, Toronto, ON, Canada

Background: Genetic alterations in fibroblast growth factor receptors 2 and 3 (FGFR2/3) occur in
nearly all cancer types. FGFR2 fusions and rearrangements occur in up to 10-15% of intrahepatic
cholangiocarcinomas (iCCA) and alterations in FGFR3 occur in 15-30% of urothelial cancers.
The clinical benefit from currently approved FGFR inhibitors (FGFRi) is often curtailed by
development of acquired resistance, which may arise through on-target mutations in the
FGFR2/3 kinase domain. Additionally, off-tumor effects on FGFR1 by pan-FGFRi can lead to
hyperphosphatemia and consequently to dose reductions or dose holds. Thus, there is an unmet
clinical need for a selective FGFR2/3 inhibitor that has clinical efficacy against activating
alterations and resistance mutations without causing FGFR1-mediated hyperphosphatemia.
CGT4859 is an orally bioavailable, ATP-competitive, reversible inhibitor of FGFR2/3, with
potency against clinically relevant FGFR2/3 kinase domain mutations. In addition, CGT4859
demonstrates >140 fold selectivity over FGFR1, and shows robust efficacy in target altered in
vivo tumor models without increases in serum phosphorus. Nonclinical pharmacokinetics (PK)
and safety data support evaluating CGT4859 in a first-in-human, open-label, dose-escalation
and signal-seeking Phase I/II study (NCT06777316). Safety, tolerability, PK, pharmacody-
namics, and antitumor activity of CGT4859 will be assessed in adults with histologically
confirmed unresectable or metastatic iCCA or other solid tumors with FGFR2/3 alterations.
Methods: CGT4859 will be administered orally continuously in 28-day cycles to patients
(N=~50) at a starting dose of 1 mg QD, and dose escalation will not exceed 40 mg QD as
determined using a Bayesian optimal interval design with backfill (BF-BOIN). This approach
will be used to guide dose escalation and establish the maximum tolerated dose (MTD) and
recommended Phase 2 Dose (RP2D). BF-BOIN enables backfilling of participants to doses that
are cleared for safety during the dose escalation, generating additional data on safety and
tolerability below the MTD. Objective response rate (ORR) and disease control rate will be
determined based on investigator assessment using RECIST v1.1. Phase II will enroll up to 4
cohorts, each enrolling ~15 patients. Proposed cohorts will include participants who have iCCA
and are either FGFRi-naive or FGFRi-exposed. Two additional cohorts with other advanced
solid tumors harboring FGFR2/3 alterations may be included based on signals detected in dose
escalation. The primary efficacy endpoint for Phase II is ORR per RECIST v1.1. The preclinical
data support the study of CGT4859 in this patient population with solid tumors harboring
FGFR2 and/or FGFR3 genetic alterations. The phase I dose escalation study is currently enrolling
at sites in the United States. Clinical trial information: NCT06777316. Research Sponsor: Cogent
Biosciences.


http://www.clinicaltrials.gov/ct2/show/NCT06777316
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Phase IB/Il study to evaluate safety and preliminary efficacy of the WEE1 inhibitor
Debio 0123 in combination with sacituzumab govitecan (SG) in triple-negative or
hormone receptor—positive (HR+)/HER2-negative (HER2-) advanced breast cancer
(ABC): The WIN-B study.

Timothy J. Robinson, Maria Gion, Isabel Blancas, Meritxell Aguilé, Juliana Carvalho Santos, Sandra Santasusagna, Michela Verbeni, Esteban Rodrigo Imedio, Luke Piggott,
José Manuel Pérez Garcia, Javier Cortes, Antonio Llombart-Cussac; University of Bristol, Bristol, CT, United Kingdom; I0B Madrid, Institute of Oncology, Hospital Beata
Maria Ana, Madrid, Spain; Hospital Clinico San Cecilio, Granada, Spain; Medica Scientia Innovation Research (MEDSIR), Barcelona, Spain; MEDSIR, Ridgewood, NJ;
Debiopharm International SA, Lausanne, Switzerland; International Breast Cancer Center (IBCC), Pangaea Oncology, Quiron Group, Medica Scientia Innovation Research
(MEDSIR), Barcelona, Spain; MEDSIR, IBCC, Pangaea Oncology, Quiron Group, Universidad Europea de Madrid, 0B Madrid, Institute of Oncology, Hospital Beata Maria Ana;
Hospital Universitario Torrejon, Ribera Group, Madrid, Spain; Medica Scientia Innovation Research (MEDSIR), Hospital Arnau de Vilanova, FISABIO, Translational Oncology
Group, Universidad Cardenal Herrera-CEU, Alfara Del Patriarca, Spain

Background: SGis a Trop-2 directed antibody drug conjugate that has shown an overall survival
benefit for patients (pts) with HER2- ABC in two phase III trials. Unfortunately, most pts
become refractory to this treatment, highlighting a critical need for strategies to overcome
resistance to SG and improve therapeutic outcomes. WEE1 is a cyclin-dependent kinase 1
regulator, which delays the G2/M transition and maintains genomic stability during the cell
cycle. Debio 0123, a highly selective and brain penetrant WEE1 inhibitor, has demonstrated
synergistic activity in breast cancer preclinical models with SG. The aim of the WIN-B study is to
evaluate the safety and preliminary efficacy of combining the WEE1 inhibitor Debio 0123 with
SG in pts with previously treated HER2- ABC. Methods: WIN-B (NCT06612203) is an in-
ternational, multicenter, open-label, single-arm phase Ib/II trial. In phase Ib, 12-24 pts will be
assigned to different Debio 0123 dose cohorts (200, 300, 400, or 520 mg orally once daily on
days 1-3 and 8-10) plus standard doses of SG (10 mg/kg intravenously on days 1 and 8) given in
3-week cycles. In phase II, 52 pts will be divided into cohorts A (triple-negative breast cancer
[TNBC], n = 26) and B (HR+/HER2— tumors, n = 26), and will be treated with the recommended
doses determined during phase Ib. Key inclusion criteria are: pts aged =18 with TNBC or HR+/
HER2- tumors who have experienced disease progression after 1 or 2 lines of systemic therapy
for ABC, ECOG performance status of 0-1, with evaluable (for phase Ib) or measurable (for phase
IT) disease as per RECIST v.1.1. Pts will receive study treatment until progression, death,
unacceptable toxicity, or study discontinuation. Primary objectives are: in phase Ib, to establish
the recommended phase 2 dose of the combination of Debio 0123 plus SG and, in phase 2, to
assess the objective response rate (ORR) as per RECIST v.1.1. Key secondary endpoints are
progression-free survival and overall survival, safety and toxicity. In phase Ib, dose escalation
will be performed using a Bayesian Logistic Regression Model with overdose control. In phase 2,
A’Hern one-stage design will be set at one-sided type I binomial exact test of 5% to attain 80%
power. The primary analyses will estimate ORR (Ho: ORR=29% for TNBC and ORR=19% for
HR+/HER2- tumors vs H1: ORR=55% for TNBC and ORR=41% for HR+/HER2- tumors). The
phase 2 part of the study will be deemed positive if at least 12 (46.2%) and nine (34.6%) pts with
TNBC and HR+/HER2- tumors, respectively, achieve an objective response. Clinical trial in-
formation: NCT06612203. Research Sponsor: Debiopharm. Gilead will provide the supply of SG.


http://www.clinicaltrials.gov/ct2/show/NCT06612203
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Trial in progress: First-in-human study of PFL-721/STX-721 in participants with
locally advanced or metastatic non-small cell lung cancer harboring EGFR exon 20
insertion mutations.

Anas Gazzah, Chia-Chi Lin, Gerrina Ruiter, Pilar Garrido, Julien Mazieres, Enriqueta Felip, Yung-Hung Luo, David R. Spigel, Sandrine Hiret, Ki Hyeong Lee, Allegra Mondillo,
Marie Bernardo, Ming Lin, Bill Bradley, Simon Roberts, Raymond Pagliarini, Jin Xu, Mark Chao, Danny Nguyen, Alex Spira; Gustave Roussy, Villejuif, France; National Taiwan
University Cancer Center, Taipei, Taiwan; Netherlands Cancer Institute, Amsterdam, Netherlands; Ramén y Cajal University Hospital, Madrid, Spain; CHU de Toulouse,
Université Paul Sabatier, Toulouse, France; Vall d'Hebron University Hospital, Barcelona, Spain; Division of Thoracic Oncology, Department of Chest Medicine, Taipei
Veterans General Hospital, Taipei, Taiwan; Sarah Cannon Research Institute Oncology Partners, Nashville, TN; Institut de Cancérologie de I'Ouest, Saint-Herblain, France;
Department of Internal Medicine, Chungbuk National University Hospital, Chungbuk National University School of Medicine, Cheongju-Si, South Korea; Scorpion
Therapeutics, Boston, MA; Scorpion Therapeutics, Inc., Boston, MA; City of Hope- Long Beach EIm, Long Beach, CA; NEXT Oncology Virginia, Fairfax, VA

Background: Mutations in exon 20 of the EGFR gene account for approximately 4% to 10% of all
EGFR mutations in Non-Small Cell Lung Cancer (NSCLC). Most of these mutations are in-
sertions (EGFR ex20ins) that reduce the binding of first, second, and third generation tyrosine
kinase inhibitors (TKI) to the ATP-binding pocket of the EGFR. Amivantamab, a bispecific anti-
EGFR/c-MET-receptor antibody, is approved for the treatment of NSCLC with EGFR ex20ins
mutations. However, there is significant unmet need for new oral agents that lack the limi-
tations of intravenous administration and associated infusion-related toxicities and possess
improved target engagement, mutant selectivity, and tolerability. PFL-721/STX-721is an orally
bioavailable, irreversible small-molecule inhibitor targeting a broad range of EGFR- and
HER2-activating ex20ins mutations. PFL-721/STX-721 is highly selective for EGFR ex20ins
mutations compared to wild type EGFR and exhibits greater selectivity compared to other EGFR
mutant inhibitors. In addition, PFL-721/STX-721 has demonstrated superior anti-proliferation
and antitumor effects compared to other investigational anti-EGFR ex20ins agents in relevant
tumor models in vitro and in vivo. These observations suggest a more robust clinical risk-to-
benefit profile and support further clinical investigation of PFL-721/STX-721. Methods: PFL-
721/STX-721-101 (NCT06043817) is an open-label, first-in-human (FIH), Phase 1/2 study
evaluating the safety, tolerability, pharmacokinetic (PK) exposure, and preliminary antitumor
activity of PFL-721/STX-721 in participants with locally advanced or metastatic NSCLC har-
boring EGFR/HER2 ex20ins mutations. It consists of 3 parts: Part 1 Dose Escalation, Part 2
Recommended Phase 2 Dose (RP2D) selection, and Part 3 Dose Expansion. In Part 1, participants
with NSCLC harboring EGFR or HER2 ex20ins mutations will be enrolled into sequential cohorts
to receive ascending oral doses of PFL-721/STX-721 administered daily in 28-day treatment
cycles. The main goal is to identify the maximum tolerated dose (MTD) and optimal biological
dose (OBD) of PFL-721/STX-721. In Part 2, participants with NSCLC harboring EGFR ex20ins
mutations who have received 1 to 2 prior lines of treatment, including a platinum-containing
chemotherapy regimen and excluding EGFR targeted therapies with the exception of amivan-
tamab, will be randomized 1:1 to receive PFL-721/STX-721 at the MTD or OBD in order to
determine the optimal RP2D. Finally, Part 3 will further test the anticancer efficacy of PFL-721/
STX-721is administered at the RP2D. PFL-721/STX-721-101 is actively enrolling at 18 sites in 7
countries globally. Clinical trial information: NCT06043817. Research Sponsor: Scorpion Ther-
apeutics, Inc.


http://www.clinicaltrials.gov/ct2/show/NCT06043817
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A phase 1/2 dose escalation study of the oral DNA polymerase theta inhibitor
(POLQi) GSK4524101 = niraparib in adults with advanced or metastatic solid
tumors.

Vivek Samnotra, Jimmy Belotte, Veronica Moroz, Luda Shtessel, Patrick Hanafin, Malar Pannirselvam, Aishwarya Bhaskar, Anu Shilpa Krishnatry, Debra Rogan,
Haluk Yuzugullu, Minal A. Barve, Philippe Bedard, Quincy S. Chu, Pamela N. Munster, Alexander I. Spira, Ramy R. Saleh, David Sommerhalder, Timothy A. Yap,
Brian Andrew Van Tine, Michele Sanicola-Nadel; GSK, Waltham, MA; GSK, Stevenage, United Kingdom; GSK, Durham, NC; GSK, Collegeville, PA; Sarah Cannon Research
Institute, Mary Crowley Cancer Research Center, Dallas, TX; Princess Margaret Cancer Centre, University Health Network, Toronto, ON, Canada; Cross Cancer Institute,
Edmonton, AB, Canada; Division of Hematology and Oncology, University of California San Francisco, San Francisco, CA; Virginia Cancer Specialists Research Institute and
Next Oncology, Fairfax, VA; Division of Medical Oncology, McGill University Health Centre, Montreal, QC, Canada; NEXT Oncology, San Antonio, TX; The University of Texas
MD Anderson Cancer Center, Houston, TX; Division of Oncology, Washington University School of Medicine, St Louis, MO

Background: In homologous recombination-deficient (HRd) tumors, use of a PARP inhibitor
(PARPi) leads to generation of DNA breaks that cannot be effectively repaired, thus selectively
killing cancer cells via synthetic lethality. An alternative DNA repair mechanism,
microhomology-mediated end joining, is mediated by DNA polymerase theta (encoded by
POLQ). In preclinical studies, POLQji + PARPi demonstrated superior efficacy vs PARPi alone in
preventing HRd tumor growth. To evaluate the clinical potential of this combination, this first-
in-human study investigates treatment with GSK4524101, an investigational POLQj, and
niraparib, a PARPi, in patients with solid tumors. Methods: This open-label, phase 1/2,
multicenter study opened in October 2023 and includes a phase 1a/b, dose-escalation portion
(part 1; potential enrollment to n~75). Sites in the US and Canada are enrolling patients for part
1, which aims to assess the maximum tolerated dose, pharmacokinetics (PK), and safety of oral
GSK4524101 + oral niraparib. Eligibility criteria include age =18 years, Eastern Cooperative
Oncology Group performance status of 0—2, life expectancy =3 months, and diagnosis of
advanced or metastatic solid tumor with all standard-of-care treatment options exhausted.
Exclusion criteria include unresolved chemotherapy-induced adverse events (AEs) or symp-
tomatic uncontrolled brain or leptomeningeal metastases, uncontrolled hypertension, history
of myelodysplastic syndrome or acute myeloid leukemia, or another malignancy that has
progressed or required active treatment in the past 2 years. Outcome measures include
dose-limiting toxicity (DLT) incidence during the DLT observation periods (up to 28 days;
primary); treatment-emergent AEs (TEAEs) and serious AEs (SAEs); percentage of patients
receiving all planned doses; and percentage of patients requiring AE-related dose interrup-
tions, reductions, and discontinuations in the DLT observation period. Secondary endpoints
include the PK of niraparib and the metabolite of GSK4524101 and incidence and duration of
TEAEs and SAEs beyond the DLT observation period. The study is currently recruiting, with 17
patients having received doses across 9 sites in 2 countries as of January 10, 2025. Clinical trial
information: NCT06077877. Research Sponsor: GSK.


http://www.clinicaltrials.gov/ct2/show/NCT06077877
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A phase 1 study to evaluate the safety, pharmacokinetics, and efficacy of the first-
in-class cyclin A/B RxL inhibitor CID-078, an orally bioavailable, cell-permeable
macrocycle.

Nehal J. Lakhani, William Bennion McKean, lldefonso Ismael Rodriguez Rivera, Antonio Giordano, Timothy A. Yap, Afshin Dowlati, Vivek Subbiah, Judy S. Wang,
Manali A. Bhave, Kyaw Zin Thein, Jinshu Fang, Eric F. Connor, Li-Fen Liu, Peadar Cremin, Lukas Makris, Li-Pen Ben Tsao, Lisa M. Kopp, Michael Craig Cox, Shivaani Kummar;
The START Center for Cancer Research, Grand Rapids, MI; START Center for Cancer Research, Salt Lake City, UT; NEXT Oncology, San Antonio, TX; Dana-Farber Cancer
Institute, Boston, MA; The University of Texas MD Anderson Cancer Center, Houston, TX; University Hospitals Seidman Cancer Center, Case Western Reserve University,
Cleveland, OH; The University of Texas MD Anderson Cancer Center and Sarah Cannon Research Institute, Houston, TX; Florida Cancer Specialists/Sarah Cannon Research
Institute, Sarasota, FL; Winship Cancer Institute, Atlanta, GA; Division of Hematology and Medical Oncology, Comprehensive Cancer Centers of Nevada, Las Vegas, NV,
Circle Pharma, South San Francisco, CA; Oregon Health and Science University, Portland, OR

Background: The cyclin-dependent kinase (CDK)-RB-E2F axis forms the core transcriptional
machinery driving cell cycle progression. Alterations in RB1 or other key components occur in
many cancers, resulting in heightened oncogenic E2F activity. E2F activation relies on the
interaction between the cyclin’s conserved hydrophobic patch (HP) and the RxL motif found on
E2F and other cyclin/CDK substrates. Disrupting this cyclin A/E2F RxL interaction leads to
hyperactivation of E2F and synthetic lethality in E2F-driven tumors. CID-078 is a novel, orally
bioavailable, passively cell-permeable, potent and selective macrocycle that binds to the HP of
cyclins A and B, blocking the RxL motif-mediated binding of E2F1 to cyclin A2-CDK2 and Myt1
to cyclin B1-CDK1. Consequently, CID-078 induces cell cycle arrest at the G2/M phase, leading
to apoptotic tumor cell death. In preclinical studies including small cell lung cancer (SCLC) and
triple negative breast cancer (TNBC) tumor types, CDX and PDX models with high E2F target
pathway scores and high E2F1 expression demonstrated tumor regression following single-
agent CID-078 treatment. Pre-clinical species demonstrate a well-tolerated safety profile and
20% oral bioavailability. Preclinical to clinical predictions maintain a 20% bioavailability.
Methods: This is a phase 1, first-in-human, open-label, multicenter, dose escalation and dose
expansion study to evaluate the safety, tolerability, pharmacokinetics (PK) pharmacodynamics
(PD) and preliminary anti-tumor efficacy of CID-078 in patients (pts) with locally advanced or
metastatic solid tumor malignancies (NCT06577987). Pts previously treated with standard of
care therapy and for whom no available curative therapy exists are eligible. CID-078 will be
administered orally, twice-daily in repeating 21-day cycles and treatment will continue until
disease progression, death, unacceptable toxicity or withdrawal from study. Part I dose
escalation will be guided by a Backfill-Bayesian Optimal Interval Design (BF-BOIN) based
on the incidence of dose-limiting toxicities (DLTs) and all available safety and PK data. Under
the BF-BOIN design, additional pts may be enrolled to expand previous cohorts to better
characterize the safety, PK, PD and preliminary efficacy activity to support a recommended
dose for expansion. A pilot food effect cohort is planned as well. In Part II dose expansion, pts
will be enrolled to one or more cohorts defined by histologic tumor type or molecular alteration
at the recommended doses of expansion. Based on preclinical data generated to date, the study
plans to include patients with SCLC, TNBC, and RB1-mutated tumors with additional tumor
types expanded based on observed efficacy. Dose escalation is ongoing with no DLT reported in
the initial 3 dose cohorts evaluated. Clinical trial information: NCT06577987. Research Spon-
sor: None.


http://www.clinicaltrials.gov/ct2/show/NCT06577987
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First in human phase 1 dose escalation and expansion clinical trial to evaluate the
safety, pharmacokinetics and antitumor activity of intravenous AR0G4-01 in pa-
tients with advanced solid tumors.

Sonia Macia, Vicente Valenti, Maria Jove, Cinta Hierro, Victor Moreno, Marta Gil-Martin, Emiliano Calvo, Ernest Nadal, Carme Plasencia; Applied Research using OMIC
Sciences, Barcelona, Spain; Hospital Santa Tecla, Tarragona, Spain; Catalan Institute of Oncology, Hospitalet, Spain; Catalan Institute of Oncology (ICO-Badalona) Germans
Trias i Pujol University Hospital, Badalona, Spain; START-Madrid-FJD, Hospital Fundacion Jiménez Diaz, Madrid, Spain; Catalan Institute of Oncology (IC0), Barcelona,
Spain; START Madrid-CIOCC, Centro Integral Oncologico Clara Campal, Madrid, Spain; Department of Medical Oncology, Catalan Institute of Oncology (ICO), Bellvitge
Biomedical Research Institute (IDIBELL), L'Hospitalet, Barcelona, Spain

Background: AROG4-01 is a synthetic compound with a first-in-class mechanism of action,
targeting complex secondary structural elements in mRNA, including G-quadruplexes(G4s).
These secondary nucleic acid structures, characterized by Hoogsteen base pairing, play pivotal
roles in gene regulation and are abundant in cancer cells due totheir high proliferation rates and
dysregulated gene expression patterns. By binding to G4s present in untranslated regions,
AROG4-01modulates gene expression atthe post-transcriptional level, reducing tumor growth
and survival. Preclinical studies have demonstrated that AROG4-01 achieves significant anti-
tumor activity,inhibiting cancer cell proliferation, with a strong effect of the compound on
inhibit colony formation, evidencing the capacity of AROG4-01 to prevent the long-
termsurvival and proliferation of cancer cells. This activity has been validated in vivo across
multiple solid cancer models. Methods: This study (NCT06652529,EudraCT2024-517569-18)
is an open label, Phase 1 dose escalation trial with two expansion cohorts to investigate the
safety, tolerability, pharmacokinetics,pharmacodynamics and preliminary antitumor activity
of AROG4-01. The study consists of two parts. Part A is a dose escalation that will include 8-20
patients withadvanced solid tumors, covering up to 6 dose levels with the primary objective of
determining the safety and tolerability of AROG4-01 and defining an appropriaterecommended
phase 2 dose (RP2D) for further evaluation in part B. The study will start with an accelerated-
titration dose escalation scheme enrolling one evaluablepatient per cohort for the first 2 dose
levels followed by a classic 3+3 design. Part B is a dose expansion, with two cohorts of ten
patients: one cohort of patients withadvanced mesothelioma (cohort 1) and a second cohort of
patients with other solid tumors (cohort 2). Serum samples collected from patients enrolled in
part A whenreceiving the first IMP dose during the first treatment cycle will be used to assess
the PK of AROG4-01. Three sites in Spain are expected to participate. Clinical trial information:
NCT06652529. Research Sponsor: Applied Research using Omic Sciences.


http://www.clinicaltrials.gov/ct2/show/NCT06652529
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IMMUNONET: A multicenter, open-label, proof-of-concept phase Il trial evaluating
NP137 as add-on therapy in advanced/metastatic solid tumors treated with
standard immunotherapies.

Jérome Fayette, Eve-Marie Neidhardt, Victoria Ferrari, Mona Amini Adle, Jean-Pierre Delord, David Pérol, Gwenaelle Garin, Camille Schiffler, Stephane Depil,
Nerea Mufioz Unceta, Elise Georges, Esma Saada; Centre Léon Bérard, Lyon, France; Centre Leon Berard (CLCC), Lyon, France; Centre Antoine Lacassagne, Nice, France;
IUCT-Oncopole, Toulouse, France; Hospital Universitario Marques de Valdecilla, Santander, Cantabria, Spain; Netris Pharma, Lyon, France

Background: PD-1/PD-L1 blockade has transformed oncology by offering durable responses in
various cancers. However, many patients develop resistance, highlighting the need for novel
therapeutic strategies. Epithelial-to-Mesenchymal Transition (EMT) plays a pivotal role in
immune checkpoint inhibitor efficacy, with epithelial tumors exhibiting greater immunore-
activity than mesenchymal ones. NP137, a first-in-class anti-Netrin-1 monoclonal antibody,
has shown in phase I study the ability to inhibit EMT, potentially overcoming resistance
(Cassier et al., Nature, 2023). This phase I data demonstrated NP137’s ability to shift tumors
toward an epithelial phenotype, supporting its combination with immune checkpoint inhibitor
to sensitize tumors and alleviate resistance. The goal of IMMUNONET study (NCT05605496) is
to evaluate NP137’s ability to re-sensitize advanced solid tumors to anti-PD-1/PD-L1 therapy.
Methods: This proof-of-concept study assess NP137 (14 mg/kg, IV, Q3W) as add-on therapy to
standard PD-1/PD-L1 inhibitors across three independent cohorts of patients with advanced/
metastatic solid tumors of any histological types: Cohort 1 (Stable Disease [SD]): Radiological
SD after =12 weeks of anti-PD-1/PD-L1 therapy. Cohort 2 (Primary Refractory): Radiological
progressive disease (PD) and no response under anti-PD-1/PD-L1 therapy. Cohort 3 (Secondary
Refractory): Radiological PD following initial response under anti-PD-1/PD-L1 therapy. Treat-
ment continues until progression, unacceptable toxicity, or consent withdrawal. The primary
endpoint is clinical activity: objective response rate (ORR)-12W for cohort 1 and progression-
free rate (PFR)-12W for cohorts 2 and 3. Secondary endpoints include ORR-12W (cohorts 2 and
3), Time to Objective Response (ToR), Duration of Response (DoR) and safety for all cohorts.
Evolution of EMT, Netrin-1, and receptor expression will be analysed and correlated with
clinical outcomes. An adaptive 2-stage design is being used for this study (Lin and Shih,
Biometrics 2004). The target levels of clinical activity are set at 20% (relevant) and 25% (high).
In stage 1, 18 patients will be enrolled at 1-sided alpha of 5%. Depending on the observed success
rate, additional 11 patients (if 1 or 2 successes) or 5 patients (if > 2 successes) could be recruited
into stage 2. Null hypotheses will be rejected if =/ successes are observed in 29 [test p, = 0.05 Vs.
0.20, 80% power] or 23 patients [test p, = 0.05 Vs. 0.25, 90% power], respectively. Current
Status: Cohort 1 has been closed due to non-feasibility. Prespecified goals for the first stage
were met, stage 2 enrolment is underway. Cohort 2 has enrolled 21 patients, and cohort 3 has
enrolled 19 of 23 planned evaluable patients. Clinical trial information: NCT05605496. Research
Sponsor: European Innovation Council.


http://www.clinicaltrials.gov/ct2/show/NCT05605496
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Trial in progress: Phase 1 study of the selective protein degrader ASP4396 in
patients with locally advanced or metastatic solid tumors with KRAS G12D
mutations.

Shiraj Sen, Aram F. Hezel, Anup Kasi, Nehal J. Lakhani, Alexander I. Spira, Rajwanth Veluswamy, Chenming Xu, Hisaki Fujii, Stanley Gill, Ho-Jin Lee,

William Bennion McKean; NEXT Oncology, Dallas, TX; Wilmot Cancer Institute, University of Rochester Medical Center, Rochester, NY; University of Kansas Medical Center,
Kansas City, KS; START Center for Cancer Care, Grand Rapids, MI; NEXT Oncology, Fairfax, VA; Icahn School of Medicine at Mount Sinai, New York, NY; Astellas Pharma
Inc., Northbrook, IL; START Center for Cancer Research, Salt Lake City, UT

Background: KRAS G12D is the most common KRAS mutation at codon 12 found in solid tumors
and is difficult to target. There are no approved therapies directly targeting KRAS G12D. Targeted
protein degradation is emerging as a promising therapeutic approach for undruggable targets.
ASP/396, anovel protein degrader, targets KRAS G12D-mutated protein for degradation via the
ubiquitin-proteasome system. This mode of action may offer higher efficacy and safety
compared with inhibitors by blocking both enzymatic and scaffolding functions of proteins
and by higher target selectivity. This first-in-human study aims to evaluate the safety and
efficacy of ASP4396 in patients with advanced solid tumors with KRAS Gi2D mutations
(NCT06364696). Methods: This Phase 1, open-label, multicenter, dose-escalation and
dose-expansion study of ASP4396 is enrolling adult patients with locally advanced (unresect-
able) or metastatic solid tumors with documented KRAS G12D mutations who have = 1 measur-
able lesion per Response Evaluation Criteria in Solid Tumors (RECIST) version (v)1.1, ECOG
performance status of 0 or 1, adequate organ function, and who did not respond or who are
ineligible for standard therapies. Tumor-specific dose expansion cohorts may be enrolled at the
maximum tolerated dose (MTD) and/or candidate recommended phase 2 dose (RP2D). Patients
who received prior treatment targeting KRAS G12D will be excluded. Primary endpoints are
safety and tolerability (assessed by dose-limiting toxicities [DLTs], adverse events, laboratory
and other standard tests), and RP2D and/or MTD of ASP4396. Secondary endpoints are
antitumor activity (objective response rate, duration of response, disease control rate, and
progression-free survival per RECIST v1.1 by investigator assessment; and overall survival), and
pharmacokinetic/ pharmacodynamic assessments. In the dose escalation cohort, patients will
receive increasing doses of ASP4396 intravenously in a 21-day cycle. The target enrollment for
each dose level is set at 1 DLT-evaluable patient for dose levels 1—3 and = 3 DLT-evaluable
patients for each subsequent dose level. The study will consist of 3 periods: screening (up to
28 days), treatment (every 21-day cycle until treatment discontinuation criteria are met), and
follow-up. Data will be summarized descriptively (mean, standard deviation, median) for
continuous endpoints, and by counts and percentages for categorical endpoints. Study enroll-
ment is ongoing. Clinical trial information: NCT06364696. Research Sponsor: Astellas Pharma
Inc.


http://www.clinicaltrials.gov/ct2/show/NCT06364696
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Phase 1 first-in-human clinical trial of AGO1, a recombinant monoclonal antibody to
progranulin/glycoprotein 88 (PGRN/GP88), to determine the safety, tolerability,
pharmacokinetics, and preliminary anti-tumor response in subjects with advanced
solid tumor malignancies.

Katherine H. R. Tkaczuk, Paula Rosenblatt, Katherine Ann Scilla, Ranee Mehra, Yixing Jiang, Petr Frantisek Hausner, Gautham Rao, Nancy Tait, Binbin Yue, Ginette Serrero;
University of Maryland Greenebaum Comprehensive Cancer Center, Baltimore, MD; University of Maryland School of Medicine Marlene and Stewart Comprehensive Cancer
Center, Baltimore, MD; University of Maryland, Baltimore, MD; University of Maryland Marlene and Stewart Greenebaum Cancer Center, Baltimore, MD; University of
Maryland School of Medicine Marlene and Stewart Geenebaum Comprehensive Cancer Center, Baltimore, MD; A&G Pharmaceutical Inc., Columbia, MD

Background: GP88/PGRN is the largest member of the granulin/epithelin family. We demon-
strated GP88’s role as an autocrine growth & survival factor in breast cancer (BC): in ER+BC
cells, GP88 stimulates proliferation & confers resistance to anti-estrogen therapy & aromatase
inhibitors;GP88 is expressed in 80% of invasive ductal carcinomas & is negative in normal
mammary tissue; GP88 tumor expression is a prognostic indicator of recurrence & death in BC
pts; Elevated GP88 serum level in metastatic BC patients (pts) is associated with disease
progression. PGRN/GP88 is overexpressed in several other solid tumors (non-small cell lung
carcinoma, colorectal, bladder, ovarian, prostate & brain). In advanced NSCLC & prostate pts,
elevated serum PGRN/GP88 have been found. These results make GP88/PGRN an ideal ther-
apeutic & diagnostic target in BC and other solid tumors. An anti-human PGRN/GP88 mono-
clonal antibody (AGo1) inhibiting PGRN/GP88 action was developed & expressed as
recombinant antibody in CHO cells. Pharmacology, GMP manufacturing, formulation, stability
studies & GLP toxicology studies in non-human primates were done. The IND application was
cleared by the FDA to proceed with the first-in-human (FIH) AGo1 study in adult subjects with
advanced solid tumors. Methods: This IRB approved FIH study, will be conducted in 2 stages,
dose escalation (1A) and dose expansion (1B). The 1A part is ongoing, with the 1 + (3+3) design. In
the 1A part the AGo1 is administered intravenously (IV) over 90 min. every 14 days +/- 1 day, 1
cycle = 28days, DLT assessments occur in the first 28 days of treatment. Five dose levels of AGo1
& a -1level are planned (level -1-0.5mg/kg, & 1mg/kg, 2mg/kg, 4mg/kg, 6mg/kg, 8 mg/kg). In
1A part of the study, initially an accelerated titration design (1pt/dose level) was utilized to guide
dose progression & estimation of the maximum tolerated and/or administered dose (MTD/
MAD). Eligibility criteria for 1A part include pts with advanced relapsed/refractory solid tumor
malignancies who failed 1 or more standard of care (SOC) therapies or for whom no SOC
treatment exists or is not tolerated, at least 1 RECIST1.1 measurable lesion, ECOG < = 2, Life
expectancy > = 12wks, adequate organ & bone marrow function, willing to sign informed
consent & follow study procedures. Primary objective (1A) is to determine the MTD and/or MAD
of AGo1. Secondary objectives: to determine the recommended phase 2 dose (RP2D), safety,
tolerability, the PKs, immunogenicity & the preliminary anti-tumor activity of AGo1. Explor-
atory objectives:todetermine PGRN/GP88 expression in tumor tissue & PGRN/ GP88 blood
levels (A&G’s THC & ELISA test). This study is registered at NCT05627960. The study is
supported by NCI grants NCI R44 CA224718 & CA162629. Clinical trial information:
NCT05627960. Research Sponsor: National Cancer Institute; National Cancer Institute.


http://www.clinicaltrials.gov/ct2/show/NCT05627960
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Trial in progress: First-in-human study of ATX-559, an oral inhibitor of DHX9, in
patients with advanced or metastatic solid tumors, and molecularly defined
cancers.

Meredith Pelster, Monique Laidlaw, Jennifer Castro, Stuart James Ince, Steven Mennen, Stephen Blakemore, Serena Silver, Jason Sager, Anthony W. Tolcher; Sarah Cannon
Research Institute, Nashville, TN; Accent Therapeutics, Lexington, MA; NEXT Oncology San Antonio, San Antonio, TX

Background: DHX9 is a multifunctional RNA helicase that is involved in the maintenance of
genomic stability by resolving DNA/RNA secondary structures that may lead to DNA replication
stress and DNA damage. High expression of DHX9 is evident in multiple cancer types. ATX-559,
an oral inhibitor of DHX9, has been shown preclinically to induce robust anti-tumor activity of a
variety of different solid tumors with genomic instability, including models with BReast CAncer
gene 1 and/or 2 alterations or deficiency (BRCA deficient) and microsatellite instability-high
(MSI-H) and/or deficient mismatch repair (IMMR). Methods: This is a first-in-human, Phase
1, open-label, single-arm, dose-escalation and expansion study to evaluate the safety profile of
ATX-559 and to determine the recommended phase 2 dose (RP2D). In dose-escalation, patients
with locally-advanced or metastatic solid tumors, and molecularly-defined cancers will be
enrolled for safety assessment, guided by a model-assisted dose escalation design (Yuan, 2019)
to identify an acceptable dose. To assess evidence of preliminary antitumor activity in the
expansion study, participants with (1) BRCA deficient, HER2-negative, metastatic breast
cancer, and (2) dMMR/MSI-H solid tumors will be enrolled using a Simon 2-stage design
(Simon, 1989). Primary endpoints include identification of the RP2D dose that is deemed
acceptable per the model-assisted dose escalation design and to evaluate safety and tolerability
as noted by the frequency and severity of adverse events (AEs). Secondary endpoints will
evaluate pharmacokinetics (PK), pharmacodynamics (PD) peripherally and in a biopsy sub-
study, and preliminary anti-tumor activity per RECIST v1.1. Exploratory objectives will explore
potential biomarkers in relationship to ATX-559 exposure, as well as those that may correlate
with treatment outcomes. A randomized cohort has also been included during dose expansion
in recognition of Project Optimus. The study is open and enrollment is ongoing. Clinical trial
information: NCT06625515. Research Sponsor: Accent Therapeutics.


http://www.clinicaltrials.gov/ct2/show/NCT06625515
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A phase 1/2 study of JK06, a 5T4 antibody drug conjugate, in patients with
unresectable locally advanced or metastatic cancer.

Nuria Kotecki, Sylvie Rottey, Brant Delafontaine, Vladimir Galvao, Maria J. de Miguel, Omar Saavedra, Valentina Boni, Hans Prenen, Bernd Dekeyser, Judit Johnson,
Jonathan P. McNally, Jennifer Lindelien, Alice Drumheller, Jijun Dong, Samuel Murphy, Shalabh Singhal, Naimish Pandya; Université libre de Bruxelles (ULB), Hopital
Universitaire de Bruxelles (H.U.B), Institut Jules Bordet, Brussels, Belgium; Gent University Hospital, Gent, Belgium; Universitair Ziekenhuis Ghent, Ghent, Belgium; Vall
d'Hebron Institute of Oncology (VHIO), Barcelona, Spain; START Madrid - CIOCC, Madrid, Spain; Next Oncology, Madrid, Spain; NEXT Madrid Universitary Hospital
Quironsalud Madrid, Madrid, Spain; University Hospital Gasthuisberg, Leuven, Belgium; University Hospital Antwerp, Antwerp, Belgium; Salubris Biotherapeutics, Inc.,
Gaithersburg, MD; Salubris Biotherapeutics, Inc., Gathersburg, MD; Salubris Biotherapeutics, Gaithersburg, MD

Background: 5T4, a Type I transmembrane glycoprotein, plays a pivotal role in neonatal
development, but its expression in normal adult tissues is limited. In contrast, 5T4 emerges
prominently in a broad spectrum of solid tumors, including but not limited to NSCLC, breast,
ovarian, endometrial, bladder, pancreatic, esophageal, gastric and colorectal cancers. Further-
more, the expression of 5T4 is confirmed to be associated with advanced disease and worse
clinical outcomes in multiple solid tumors. These features make 5T4 an attractive, but as of yet
unexploited, target for cancer therapeutics. JK06 is an antibody-drug-conjugate (ADC) target-
ing 5T/-expressing cancer cells. The antibody moiety of JKo6 has a high-affinity tetravalent
binding capacity, compensating for generally low 5T4 expression levels. Further, the JKo6
binding specificity is biparatopic, targeting two non-overlapping epitopes on 5T4 antigens. In
this way, JK06 cross-links 5T4 on the surface of cancer cells, which enhances internalization
and increases intracellular release of the cytotoxic payload. The cytotoxic payload of JK06 is the
clinically proven microtubule-disrupting agent, MMAE, that inhibits cell division by preventing
the polymerization of tubulin, leading to cell cycle arrest and apoptosis. JKo6 mediates
cytotoxicity in vitro, in a 5T4 receptor density dependent manner, and anti-tumor activity
has been demonstrated in several murine xenograft models. JKo6 has been shown to bind to
recombinant human and cynomolgus 5T4, supporting the translation of pre-clinical toxicology
studies. Preclinical toxicology studies showed no toxicity with JKo6 at dose levels up to17 mg/kg
single dose and 9 mg/kg repeat dose. Toxicokinetic analysis and PK modeling suggest that a
Q3W dosing regimen should provide adequately sustained exposure in clinical studies. In
summary, preclinical studies support clinical development of JKo6 for the treatment of multiple
5T/ expressing solid tumors. Methods: The Phase 1/2 study of JKo6 will enroll patients with
advanced relapsed/refractory solid tumors. The study will employ a 3+3 escalation design to
explore the safety, PK and preliminary anti-tumor activity of JKo6. Back-fill enrollment at
specific dose levels is permitted but mandates fresh tumor biopsy. Patients will receive
treatment with JKo6 intravenously once every three weeks until confirmed disease progression
or intolerable toxicity. Tumor specific expansion cohorts will be initiated once dose and
schedule are established from dose escalation; fresh tumor biopsies will also be collected from
patients enrolled in expansion cohorts. Response will be assessed every 9 weeks per RECIST v1.1.
Clinical trial information: NCT06667960. Research Sponsor: None.


http://www.clinicaltrials.gov/ct2/show/NCT06667960
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A phase I/1b study of olaparib and ASTX727 in BRCA 1/2- and HRD-mutated tumors.

Pamela N. Munster, Robin Kate Kelley, Susan Calabrese, Kelli Walker, Ethan Clark, Phu Lam, Savannah Berkley, Scott Thomas, Varun Monga; UCSF Helen Diller Family
Comprehensive Cancer Center, San Francisco, CA; University of California San Francisco, San Francisco, CA; University of California, San Francisco, San Francisco, CA

Background: Patients with germline or somatic HRR pathway mutations often develop re-
sistance despite initial response. Overlapping toxicities hinder combination strategies in breast,
ovarian, prostate, and pancreatic cancers, creating a need for safer and more effective ap-
proaches. Preclinical studies have shown that DNMT inhibition enhances PARP inhibitor
efficacy by promoting PARP trapping on DNA. This phase I study aims to assess the safety
and tolerability of olaparib and AST727 in HRR-mutated patients and establish the RP2D for a
phase II trial, to be supported by the NCI ComboMatch program. Correlative studies include the
creation of PDX and organoid models for ex vivo analysis of therapy response. Methods: Further
studies include cfDNA and tumor tissue assessment to elucidate mechanisms of resistance
(reversion mutations, epigenetic markers) and PD markers of HR pathway modulation. Rad51
foci will be measured to determine DNA repair function and CHIP assays (clonal hematopoiesis
of indeterminate potential) to study the differential rate of CHIP as an early event in the
evolution of AML/MDS. Trial Design: This is a single center phase I/Ib clinical trial evaluating
the combination of olaparib and ASTX727 (an oral formulation of decitabine with
cedazuridine, a cytidine deaminase inhibitor that allows for oral administration). All participant
enrollment and study participation will be conducted at UCSF as single site trial with collab-
oration from other centers for correlative/exploratory objectives. The phase I dose escalation
portion will follow a standard 3+3 design for enrollment and will include adults with advanced/
metastatic solid tumor malignancies with germline or somatic mutations in the HRR pathway
(i.e., BRCA1/2, PALB2, ATM, and/or CHEK2 mutations). Patients will be treated in 2 escalating
cohorts with a 12 patient phase Ib dose expansion in the same population. At least 6 of 12
expansion patients must have germline HRD mutations. Key Eligibility: The participant must
have histologically confirmed advanced solid tumors with a germline and/or somatic mutation
in one or more of the following genes: BRCA1/2, PALB2, ATM, and/or CHEK2. Patients must
have adequate organ function and recovered from prior treatment associated toxicities. Prior
treatment with PARP inhibitors is allowed if the participant has not required dose reductions or
delays due to toxicity. Participants with treated brain metastases are eligible if follow-up brain
imaging shows no evidence of progression for at least 4 weeks. Individuals with a prior or
concurrent malignancy are eligible, however participants diagnosed with MDS or AML are
excluded from the study. Trial Status: The study is ongoing and 4 patients have been enrolled to
date. Clinical trial information: NCT06177171. Research Sponsor: National Cancer Institute/U.S.
National Institutes of Health.


http://www.clinicaltrials.gov/ct2/show/NCT06177171
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RYZ101 (**°Ac-DOTATATE) in patients with estrogen receptor-positive, human
epidermal growth factor receptor 2—negative, locally advanced and unresectable, or
metastatic breast cancer progressing after prior therapy: The phase 1b/2 TRACY-1
study.

Erica L. Mayer, Kathy Miller, Komal L. Jhaveri, Randy Yeh, Elizabeth Sakach, Vikas Prasad, Denis Vasconcelos Ferreira, Paul Herszdorfer, Lucy Gong, Joanne Li, Lisa Bodei,
Gary A. Ulaner; Medical Oncology, Dana-Farber Cancer Institute, Harvard Medical School, Boston, MA; Indiana University Melvin and Bren Simon Cancer Center,

Indianapolis, IN; Memorial Sloan Kettering Cancer Center, New York, NY; Emory University, Atlanta, GA; Washington University in St. Louis, St. Louis, MO; RayzeBio, San
Diego, CA; Memorial Sloan-Kettering Cancer Center, New York, NY; Hoag Family Cancer Institute and University of Southern California, Newport Beach and Los Angeles, CA

Background: RYZ101 (actinium-225 [**>Ac]-DOTATATE) is a radiolabeled somatostatin analog
(SSA) for the treatment of patients with solid tumors expressing somatostatin receptor-type 2
(SSTR2). RYZ101 is composed of the alpha-emitting radioisotope *2°Ac, the chemical chelator
DOTA (tetraxetan), and SSA octreotate (TATE). RYZ101 binds with high affinity to SSTR2 on the
cell surface and is internalized, whereupon the alpha-particle emission of >>>Ac results in lethal
double-strand DNA breaks. Although SSTR-directed therapy is widely used in patients with
well-differentiated gastroenteropancreatic neuroendocrine tumors (GEP-NETS), its relevance
in non-GEP-NET SSTR-expressing neoplasms is still emerging. Clinical positron emission
tomography (PET) imaging studies have reported SSTR expression in estrogen receptor (ER)-
positive breast cancer. Available data support investigating the efficacy of RYZ101 in patients
with ER-positive, HER2-negative, locally advanced and unresectable or metastatic breast
cancer. Methods: TRACY-1 (NCT06590857) is a global, multicenter, open-label, two-part
(dose escalation and expansion) phase 1b/2 study. Key inclusion criteria are: age =18 years;
histologically confirmed, ER-positive, HER2-negative locally advanced and unresectable or
metastatic breast cancer not amenable to curative-intent treatment; endocrine-refractory
disease; documented progression (per RECIST v1.1) after =2 and =4 prior lines of chemotherapy
and/or ADC (=1 must be ADC if the patient is a candidate for ADCs and treatment is available); =1
RECIST-measurable SSTR—PET-positive lesion and =80% of RECIST-measurable lesions
being SSTR—PET-positive on screening scan. Key exclusion criteria are: prior radiopharma-
ceutical therapy; prior anticancer therapy or external beam radiotherapy in past 4 weeks;
anticancer hormonal treatments in past 2 weeks. Primary objectives are to determine the
recommended phase 2 dose (R2PD) of RYZ101 (dose escalation; anticipated 6 —24 patients), and
the efficacy of RYZ101 at the RP2D defined as ORR as determined by BICR (dose expansion;
approximately 100 patients). During dose escalation, patients will receive RYZ101 by IV infusion
every 6 weeks for up to 6 cycles at a starting dose of 6.5 MBq (dose level [DL] 1), with escalation
to DL 2 (8.3 MBq) and DL 3 (10.2 MBq), or dose de-escalation to 4.6 MBq if DL 1 is not tolerated,
based on dose-limiting toxicity rates. In the expansion phase, patients will receive RYZ101 at the
RP2D. Concomitant amino acid IV infusions (containing L-arginine and L-lysine) will be co-
infused with RYZ101 for renal protection. The study is ongoing and enrolling patients in the USA.
Clinical trial information: NCT06590857. Research Sponsor: RayzeBio.


http://www.clinicaltrials.gov/ct2/show/NCT06590857
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panSOHO: Phase Il trial of BAY 2927088 in patients with unresectable or metastatic
solid tumors other than NSCLC with HER2-activating mutations.

Vivek Subbiah, Bradley Alexander McGregor, Ecaterina Elena Dumbrava, Antoine Italiano, Elena Garralda, Aditya V. Shreenivas, Kohei Shitara, Alison Yan Zhang,
Michel Theron, Florian Hiemeyer, Chiara E. Mussi, Gennaro Daniele; Sarah Cannon Research Institute, Nashville, TN; Dana-Farber Cancer Institute, Boston, MA; The
University of Texas MD Anderson Cancer Center, Houston, TX; Institut Bergonié, Bordeaux, France; Vall d'Hebron Institute of Oncology, Barcelona, Spain; City of Hope
National Medical Center, Duarte, CA; National Cancer Center Hospital East, Chiba, Japan; Macquarie University, Sydney, NSW, Australia; Bayer Consumer Care AG, Basel,
Switzerland; Bayer AG, Berlin, Germany; Bayer S.p.A., Milan, Italy; Fondazione Policlinico Universitario Agostino Gemelli IRCCS, Rome, Italy

Background: Human epidermal growth factor receptor 2 (HER2) gene mutations occur in
approximately 3.5% of solid tumors, with a frequency varying from less than 1% to 9%,
depending on the tumor type. BAY 2927088 is an oral, reversible tyrosine kinase inhibitor that
potently inhibits HER2 and mutant epidermal growth factor receptor and has shown clinical
benefit based on preliminary evidence from the Phase I/II SOHO-01 trial in patients with HER2-
mutant non-small cell lung cancer (NSCLC; PL04.03 presented at IASLC 2024 World Conference
on Lung Cancer), an indication for which the FDA has granted Breakthrough Designation. Here
we introduce the panSOHO trial evaluating the efficacy and safety of BAY 2927088 in patients
with unresectable, locally advanced or metastatic solid tumors with HER2-activating muta-
tions. Methods: panSOHO is a Phase II, open-label, multicenter, multinational, single-arm
basket trial of BAY 2927088 in patients with unresectable or metastatic solid tumors with
HER2-activating mutations (NCT06760819), and will be conducted in the USA, Europe, and the
Asia-Pacific region. Eligibility criteria include patients aged =18 years with: documented
histologically or cytologically confirmed, locally advanced or metastatic solid tumor cancer
(colorectal, biliary tract, bladder and urothelial tract, cervical, endometrial, or other solid
tumor); documented activating HER2 mutation; =1 measurable lesion per RECIST v1.1; and
previous standard therapy or no satisfactory alternative treatment options. Key exclusion
criteria include primary diagnosis of NSCLC, treatment with a HER2 tyrosine kinase inhibitor,
untreated active brain metastases, and leptomeningeal disease. Overall, 111 eligible patients will
receive BAY 2927088 p.o. 20 mg twice daily in 3-week cycles until disease progression, un-
acceptable toxicity, or study withdrawal. The primary outcome is BAY 2927088 efficacy on
objective response rate per RECIST vi1.1 as assessed by blinded independent central review
(BICR). Secondary outcomes include BAY 2927088 efficacy on time to response, duration of
response, disease control rate, and progression-free survival per RECIST vi.1 by BICR, and
overall survival, and BAY 2927088 safety and tolerability. Impact of BAY 2927088 on patient
quality of life will be evaluated by EORTC QLQ-C30. Enrollment is open. Clinical trial in-
formation: NCT06760819. Research Sponsor: Bayer AG.


http://www.clinicaltrials.gov/ct2/show/NCT06760819
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Molecular residual disease (MRD) in solid tumors.

Majd T. Ghanim, John Nemunaitis, Tara Marti, Abhishek Dabral, Katherine Diaz-Macinnis, Judith Frederick, Marla Kuleszynski, Yichen Lu, Amanda Rodriguez-Sullivan,
Melanie R. Palomares, Natalie Salituro, Somasundaram Subramaniam, Anthony Tate, Kathleen Turnbull, Neal J. Meropol; Flatiron Health, New York, NY; Taylor Family
Research Foundation, Maumee, OH; Exact Sciences, Madison, WI

Background: Pragmatically designed clinical studies facilitate rapid accrual of representative
populations by aligning research with routine care and enabling study execution in community
practice settings. In addition, the implementation of technologies to streamline patient as-
certainment and data collection further reduce site burden and improve efficiency. Herein we
describe the initial cohort under a platform study designed with pragmatic elements initiated
within a technology-enabled community oncology research network. This substudy
establishes a prospective observational registry that collects routinely documented clinical
data plus intentionally collected biomarker samples, including blood, for the purpose of iso-
lating circulating tumor DNA at specified intervals to enable exploration of MRD in patients
with early stage solid tumors. Methods: This is a prospective, multicenter, observational,
biospecimen collection study in participants (pts) diagnosed with early stage cancers in select
solid tumors who have planned curative-intent surgery. The scientific objective is to collect
tumor tissue, longitudinal blood samples, and associated clinical data to explore applications of
blood and/or tissue-based cancer biomarkers for cancer detection, prognosis, therapy selec-
tion, surveillance, and therapy response. Approximately 1350 pts will be enrolled across ~30
Flatiron Research Network community oncology sites. Participants are grouped by tumor site of
origin and histology into 7 cohorts (Table). Patients provide informed consent and are enrolled
before starting neoadjuvant or adjuvant therapy. Study visits correspond with routine care.
Research tissue and blood samples are obtained upon enrollment and at study-specified
intervals up to 5.5 years or until disease recurrence for analysis by Exact Sciences laboratories.
Technology enablement includes near real-time, Al-assisted, centralized patient ascertain-
ment and integrated electronic health record-to-electronic data capture system data transfer.
Under the parent protocol mechanism, the study was IRB approved 65 days from commence-
ment of protocol writing. Target enrollments are based on the number needed to enroll to
observe at least 30 events in 3 years. Clinical trial information: NCT06605404. Research
Sponsor: None.

Study cohorts.

Tumor type Disease stage Target enrollment
Muscle invasive urothelial carcinoma 1I-111 200
Esophageal -l 150
Gastric & gastroesophageal junction -1 150
Melanoma 1-11 300
Non-small cell lung cancer -1 200
Exocrine pancreatic cancer -1 150
Other solid tumors (excluding central nervous system, co- 1I-111 200

lorectal, breast, skin squamous and basal cell, gastroin-
testinal stromal tumors, thyroid, uveal melanoma, and low
or intermediate grade neuroendocrine tumors)



http://www.clinicaltrials.gov/ct2/show/NCT06605404
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Beamion PANTUMOR-1: A phase Il, multicenter, multicohort, open-label trial to
evaluate the efficacy and safety of the oral HER2-selective tyrosine kinase inhibitor
zongertinib for the treatment of HER2-mutated or overexpressed/amplified solid
tumors.

Alison M. Schram, Timothy Dudley Clay, Hans Prenen, John J. Park, Lukas Lunger, Joanna Hussain, Daniela Maier, Shigehisa Kitano, Ecaterina Elena Dumbrava,
Hyung-Don Kim, Mariano Ponz-Sarvise, Ye Guo; Memorial Sloan Kettering Cancer Center, New York, NY; St. John of God Subiaco Hospital, Perth, Western Australia,
Australia; Antwerp University Hospital (MOCA), Edegem, Belgium; Macquarie University, Sydney, NSW, Australia; Boehringer Ingelheim International GmbH, Ingelheim Am
Rhein, Germany; Boehringer Ingelheim Ltd, Bracknell, United Kingdom; Boehringer Ingelheim Pharma GmbH & Co. KG, Biberach an Der Riss, Germany; Japanese
Foundation for Cancer Research, Tokyo, Japan; The University of Texas MD Anderson Cancer Center, Houston, TX; Asan Medical Center, University of Ulsan College of
Medicine, Seoul, South Korea; Cancer Center Clinica, Universidad de Navarra, Pamplona, Spain; Shanghai East Hospital, School of Medicine, Tongji University, Shanghai,
China

Background: While it is well known that HER2 overexpression, amplification, and mutation
drives various tumors, there remains an unmet need for effective, oral, HER2-targeted ther-
apies. Zongertinib is an irreversible tyrosine kinase inhibitor (TKI) that selectively inhibits
HER2 while sparing EGFR, thereby limiting associated toxicities. In the ongoing Phase Ia/Ib
trial (NCT04886804), zongertinib showed manageable safety and confirmed responses in
patients (pts) with HER2-overexpressed/amplified and HER2-mutant tumors (Wilding et al,
Cancer Discov. 2024). Based on these encouraging data, the Beamion PANTUMOR-1 basket trial
(NCT06581432) is evaluating the efficacy and safety of zongertinib monotherapy in pts with
HER2-mutant or HER2-overexpressed/amplified solid tumors. Methods: In this global Phase II
basket trial, ~200 pts with HER2-driven (HER2-mutant or HER2-overexpressed/amplified)
tumors will be enrolled at ~60 sites in 13 countries. Pts will be enrolled to 10 cohorts: 8 cohorts of
specific tumor types and 2 tumor-agnostic cohorts (see Table). The specific tumor type cohorts
will initially recruit 10 pts, with potential for expansion to up to 20 pts after an interim analysis.
In the tumor-agnostic cohorts, 20 pts will be recruited directly without an interim analysis. Pts
will receive 120 mg zongertinib until disease progression, unacceptable toxicity, or withdrawal.
Patients must be =18 years old, have documented HER2-positive (HER2-overexpressed/am-
plified) status or a HER2 mutation (established by local testing), =1 measurable lesion outside
the central nervous system, an ECOG performance score of 0 or 1, and have progressed following
prior treatment or have no alternative treatment options. Exclusion criteria include HER2-
mutant non-small cell lung cancer (NSCLC) and previous/concomitant malignancies. Primary
endpoint is objective response, as assessed by central independent review according to RECIST
v1.1. Secondary endpoints include duration of response, progression-free survival, disease
control, occurrence of treatment-emergent adverse events, and health-related quality of life.
Enrollment is ongoing. Clinical trial information: NCT06581432. Research Sponsor: Boehringer
Ingelheim.

HER2 overexpression/ HER2 mutation

amplification cohorts Tumor type cohorts Tumor type

Cohort 1 Urothelial cancer Cohort 7 Urothelial cancer

Cohort 2 Biliary tract cancer Cohort 8 Breast cancer

Cohort 3 Uterine cancer Cohort 9 Gastroesophageal

cancer

Cohort 4 Cervical cancer Cohort 10 Other HER2-mutant
solid tumors®

Cohort 5 Non-squamous NSCLC

Cohort 6 Other HER2 overexpressed/

amplified solid tumors*

*Except breast cancer, gastric, gastroesophageal junction, or esophageal adenocarcinoma.
TExcept NSCLC.
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Perfume trial: Phase Il trial of binimetinib in patients with BRAF fusion-positive low-
grade glioma or pancreatic cancer.

Tomoyuki Satake, Makoto Ohno, Chiharu Mizoguchi, Satoshi Kawashima, Ryo Sadachi, Masahiro Yoshioka, Ichiro Kinoshita, Keigo Komine, Kenji Tsuchihashi,
Chigusa Morizane; Department of Hepatobiliary and Pancreatic Oncology, National Cancer Center Hospital East, Kashiwa, Japan; Department of Neurosurgery and Neuro-
Oncology, National Cancer Center Hospital, Tokyo, Japan; Department of International Clinical Development, National Cancer Center Hospital, Tokyo, Japan; Clinical
Research Support Office, National Cancer Center Hospital, Tokyo, Japan; Department of Therapeutic Oncology, Graduate School of Medicine, Kyoto University, Kyoto,
Japan; Department of Medical Oncology, Hokkaido University Hospital, Sapporo, Japan; Department of Medical Oncology, Tohoku University Hospital, Sendai, Japan;
Department of Hematology, Oncology, and Cardiovascular Medicine, Kyushu University Hospital, Fukuoka, Japan; Department of Hepatobiliary and Pancreatic Oncology,
National Cancer Center Hospital, Tokyo, Japan

Background: BRAF fusion was reported to be a rare mutation found in 0.3% of all solid tumors,
but a high percentage of BRAF fusion has been reported in pilocytic astrocytoma (30-77%) and
pancreatic acinar cell carcinoma (24-67%). Although treatment for BRAF V600 mutations has
been developed, treatment for BRAF fusion has not yet been established. Recently, tovorafenib
has been granted accelerated approval by the FDA for pediatric low-grade glioma (LGG) with
BRAF alteration (including BRAF fusion). Still, it is not yet approved in Japan, and an unmet need
exists. In BRAF fusion-positive solid tumors, the constitutively activated BRAF kinase domain
forms dimers that cause activation of the MAPK pathway. MEK inhibitors have been reported to
show anti-tumor effects against BRAF fusion-positive cell lines. Phase I/II trials with selu-
metinib or binimetinib have shown efficacy in patients with BRAF fusion-positive LGG.
Methods: Perfume trial (NCCH2101/MKo11) is an open-label, parallel, 2-cohort, multicenter,
phase II, investigator-initiated registration-directed clinical trial to evaluate the efficacy and
safety of binimetinib in patients with advanced or recurrent LGG or pancreatic cancer (PC)
harboring BRAFfusion/rearrangement. Sample sizes of 16 and 11 patients are needed for LGG
and PC at a one-sided significant level of 5% to achieve 85% and 70% power, respectively. Key
eligibility criteria for LGG (grade 1 and grade 2 tumors according to WHO classification) include
age=12 (body weight =40 kg in 12-17 year old) and KPS/LPS=70, regardless of history of
cancer drug therapy. Key eligibility criteria for PC include age=12 (body weight =40 kgin12-17
year old); ECOG PS 0-1; refractory or intolerant to at least one prior cancer drug therapy.
Enrolled patients receive binimetinib 45mgadministered orally twice daily. The primary end-
point is the objective response rate (ORR) using RECIST 1.1 by independent central review. The
secondary endpoints include ORR by investigators’ assessment, ORR by RANO in LGG,
progression-free and overall survivals, disease control rate, duration of response, and safety.
This study implemented a decentralized clinical trial system for patients living in remote areas
to reduce their time and economic burden. Enrollment started in March 2023 and is ongoing at 6
facilities in Japan. As of Dec 2024, 6 patients with LGG and 3 patients with PC were enrolled.
Clinical trial information: jRCT2031230007, NCT06159478. Research Sponsor: None.


http://www.clinicaltrials.gov/ct2/show/NCT06159478



