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Randomized trial of standard chemotherapy alone or combined with atezolizumab
as adjuvant therapy for patients with stage Ill deficient DNA mismatch repair
(dMMR) colon cancer (Alliance A021502; ATOMIC).
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Background: Standard adjuvant chemotherapy of stage III colon cancer consists of a fluoro-
pyrimidine plus oxaliplatin. In patients (pts) with stage III colon cancer and deficient mismatch
repair (AMMR), the benefit of an immune checkpoint inhibitor combined with adjuvant che-
motherapy is unknown. The phase III ATOMIC trial (NCT02912559) was conducted to deter-
mine whether atezolizumab (atezo), an anti-PD-L1 antibody, can improve pt outcomes when
added to adjuvant 5-fluorouracil, leucovorin plus oxaliplatin (mFOLFOX6) in pts with stage III
dMMR tumors. Methods: We conducted an NCI-sponsored, multicenter and randomized phase
III trial in pts with surgically resected stage III dMMR colon adenocarcinoma (any T, N; , Moy).
Pts, age > 12 years (yr), were accrued at NCTN sites and the German AIO. Tumor dMMR was
determined by local immunohistochemistry and centrally verified. Pts were randomized 1:1 to
mFOLFOX6 plus atezo (840 mg IV g2 weeks) for 12 cycles (6 months)[mo] followed by atezo
monotherapy for 13 cycles (12 mo total) versus mFOLFOX6 alone for 12 cycles. Randomization
stratification factors were N-stage (N;/N,c vs N,), T-stage (T,-T; vs T,) and site (proximal vs
distal). The primary endpoint was disease-free survival (DFS); secondary endpoints were
overall survival and adverse event (AE) profile (CTCAE, PRO-CTCAE). Primary efficacy analysis
was done in the intent-to-treat population; DFS was compared by arm (stratified log-rank
test). Hazard ratio (HR) and 95% confidence interval (CI) were calculated using a stratified Cox
model; 3-yr DFS was determined by Kaplan-Meier method. Among 700 pts., 165 DFS events
with two interim analyses (50% , 75% of events) yielded 90% power to detect HR 0.6 (3-yr DFS
75% vs. 84.2%) assuming exponential survival and 1-sided alpha (0.025). Results: From 9/2017
to 1/2023, 712 pts were randomized (1 pediatric) to either atezo plus mFOLFOX6 (n= 355; atezo
arm) or mFOLFOX6 (n= 357). Median pt age was 64 yr. 55.1% were female. Among tumors,
83.8% were proximal, 46.1% were clinical low risk (T,-;N;) and 53.9% high risk (T, and/or N,).
At the second interim analysis, median pt follow-up was 37.2 mo (interquartile range, 24.2 to
55.5) and 124 DFS events were observed. Three-year DFS was 86.4 % (95% CI, 81.8 to 89.9) in
the atezo arm and 76.6 % (95% CI, 71.3 to 81.0) in the mFOLFOX6 arm (HR, 0.50; 95% CI, 0.35 to
0.72). Stratified log-rank p-value was <0.0001, crossing the pre-specified efficacy boundary
of 0.009. Efficacy for the atezo arm was consistent across subgroups, including pts >70 yr
and low- and high-risk groups. Treatment-related > grade 3 AEs occurred in 71.7 % of pts
in the atezo arm vs 62.1 % in the mFOLFOX6 arm. Conclusion: The addition of atezolizumab
to mFOLFOX6 significantly improved DFS and should be considered the new adjuvant
standard of care for patients with dMMR stage III colon cancer. Support: U10CA180821,
U10CA180882, U24CA196171; Genentech, a member of the Roche group; https://
acknowledgments.alliancefound.org. Clinical trial information: NCT02912559. Research Spon-
sor: National Cancer Institute; U10CA180882; Genentech.


http://www.clinicaltrials.gov/ct2/show/NCT02912559
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NIVOPOSTOP (GORTEC 2018-01): A phase Ill randomized trial of adjuvant nivo-
lumab added to radio-chemotherapy in patients with resected head and neck
squamous cell carcinoma at high risk of relapse.
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Background: The standard of care (SOC) over the past two decades for resected locally advanced
SCCHN (LA-SCCHN) with high-risk of relapse is adjuvant cisplatin-radiotherapy (CRT). De-
spite these definitive treatments, many patients develop recurrence, indicating that more
effective treatments are needed. This study evaluated the addition of nivolumab (NIVO) to
SOC CRT compared to SOC CRT alone after surgery. Methods: NIVOPOSTOP is an international
randomized, open-label Phase 3 trial (NCT03576417). Main inclusion criteria were patients <
75 years, ECOG PS 0-1, with resected LA-SCCHN of the oral cavity, oropharynx (OPC), hypo-
pharynx or larynx at high-risk of relapse defined by presence of nodal extra capsular extension
and/or positive tumor margins, =4 nodal involvements, multiple peri-neural invasion. The
primary endpoint was Disease Free Survival (DFS); key secondary endpoints include overall
survival (OS) and safety. Patients were randomized 1:1 after surgery to receive Arm A SOC 66 Gy
RT and cisplatin (100 mg/m2 every 3 weeks (Q3W) for three cycles) or Arm B NIVO 240 mg,
followed by SOC CRT with 3 cycles of NIVO 360 mg Q3W, and followed by 6 cycles of NIVO
480 mg Q4W. Treatment allocation was done by minimization for centers and p16 status. To
detect a HR of events of 0.65 at 2-sided alpha error 0.05 and power 90%, 230 events were
required. Analysis was performed when this required number of events was reached (cutoff date
April 30, 2024). Results: A total of 680 patients were randomized. DFS analysis was based on
666 patients randomized before the cutoff date (334 in Arm A vs 332 in Arm B; intent-to-treat
analysis) and 252 events at a median follow-up of 30.3 months (IQR 16.0; 44.9). Baseline
characteristics were balanced between both arms. DFS was significantly improved across PD-L1
all-comers with adjuvant NIVO + CRT vs. CRT alone (HR 0.76 (95% CI, 0.60-0.98); stratified log
rank test p value = 0.034). The 3-year DFS was 52.5% (95% CI, 46.2-58.4%) with CRT vs. 63.1%
(57-68.7%) with NIVO + CRT. The analysis of OS will occur when the required number of deaths
will be reached (currently 158 and required 283 deaths). The compliance with CRT was similar in
both arms. Safety analysis up to 9 months after CRT was based on patients who received at least
one administration of treatment. Patients experiencing grade 4 adverse events were less
frequent in patients receiving CRT vs. NIVO + CRT (5.6% vs. 13.1% until 100 days after CRT
and then 0% vs. 1.2% up to 9 months), and treatment related deaths occurred in 0.7% and 0.6%
of patients, respectively. Conclusions: Adjuvant NIVO added to CRT after surgery provided a
statistically and clinically meaningful DFS improvement in PD-L1 all-comers patients. This is
the first time in over 2 decades that a therapy demonstrated superiority over SOC CRT in
patients with resected LA-SCCHN at high-risk of relapse. Clinical trial information:
NCT03576417. Research Sponsor: Bristol Myers Squibb.


http://www.clinicaltrials.gov/ct2/show/NCT03576417
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Results from VERIFY, a phase 3, double-blind, placebo (PBO)-controlled study of
rusfertide for treatment of polycythemia vera (PV).
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Background: PV is characterized by red blood cell overproduction. Rusfertide is a subcutaneous
(SC), self-injected, first-in-class peptide hepcidin mimetic that decreases erythrocytosis.
VERIFY (NCT05210790) is a global, ongoing phase 3 study designed to assess rusfertide vs
PBO in phlebotomy (PHL)-dependent patients (pts) with PV receiving standard of care (SOC)
therapy. Methods: In VERIFY Part 1a (Weeks [Wks] 0-32), pts requiring frequent PHL with or
without stable cytoreductive therapy (CRT) to control hematocrit (Hct) were randomized (1:1)
to receive once-weekly rusfertide or PBO. Pts were stratified by concurrent PV therapy. All pts
completing Part 1a were eligible for open-label rusfertide in Part 1b (Wks 32-52). Pts who
completed Part 1b were eligible to continue receiving rusfertide. The primary efficacy endpoint
was the proportion of pts achieving a clinical response (ie, absence of PHL eligibility and no
PHLs from Wks 20-32, and Part 1a completion). Key secondary endpoints (Wks 0-32) included
mean number of PHLs, proportion of pts with Het <45%, and mean change from baseline at end
of Part 1a (Wk 32) in the (1) PROMIS Fatigue Short Form 8a (SF-8a) total T-score and (2) MFSAF
v4.0 Total Symptom Score (TSS). Results: A total of 293 pts (male, 73.0%; median age, 57 [27-
86] years) were randomized to receive rusfertide (n=147) or PBO (n=146). In the rusfertide and
PBO groups, 56.5% (n=83) and 55.5% (n=81) of pts, respectively, received concurrent CRT.
During Wks 20-32, significantly more pts in the rusfertide group (76.9%) achieved a clinical
response vs PBO (32.9%) (p<0.0001). The mean (SE) number of PHLs (Wks 0-32) was 0.5 (0.2)
with rusfertide vs 1.8 (0.2) with PBO (p<0.0001). More pts treated with rusfertide maintained
Hct <45% from WKks 0-32 vs PBO (rusfertide, 62.6%; PBO, 14.4%; p<0.0001). For patient-
reported outcomes (PROs), pts treated with rusfertide demonstrated a statistically significant
improvement in the PROMIS Fatigue SF-8a total T-score and MFSAF TSS (p<0.03). During Part
1a, the most common treatment-emergent adverse events (AEs) in the rusfertide and PBO
groups, respectively, were injection site reactions (55.9% and 32.9%), anemia (15.9% and
£4.1%), and fatigue (15.2% and 15.8%). Serious AEs occurred in 3.4% (rusfertide) and 4.8% (PBO)
of pts; none were considered related to rusfertide. During Part 1a, new malignancies were
reported in 1 (rusfertide) and 7 (PBO) pts. Conclusions: In pts with PV receiving SOC, rusfertide
resulted in a statistically significant reduction in the mean number of PHLs and improved Hct
control. Rusfertide is the first investigational agent to target the hepcidin pathway to control
Hct and the first agent to prospectively demonstrate a statistically significant improvement in
the PROMIS Fatigue SF-8a and MFSAF PROs in pts with PV. Rusfertide had a safety and
tolerability profile consistent with rusfertide in prior studies. Clinical trial information:
NCT05210790. Research Sponsor: Protagonist Therapeutics, Inc.


http://www.clinicaltrials.gov/ct2/show/NCT05210790
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Camizestrant + CDK4/6 inhibitor (CDK4/6i) for the treatment of emergent ESR1
mutations during first-line (1L) endocrine-based therapy (ET) and ahead of disease
progression in patients (pts) with HR+/HER2- advanced breast cancer (ABC):
Phase 3, double-blind ctDNA-guided SERENA-6 trial.
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Background: ESR1 mutations (ESR1m) constitutively activate the estrogen receptor (ER) and are
the most common mechanism of acquired resistance to aromatase inhibitor (AI) + CDK4/6i.
Molecular monitoring by ctDNA analysis can detect the emergence of ESRim during 1L AI +
CDK4/6i. Camizestrant, the next-generation selective ER degrader (SERD) and complete ER
antagonist, has shown anti-tumor activity in pts with and without detectable ESR1im. SERENA-
6 is the first global registrational Phase 3 trial assessing a ctDNA-guided approach to detect the
emergence of ESRim during 1L Al + CDK4/6i to inform a switch in therapy ahead of disease
progression. Methods: Pts with HR+/HER2— ABC who had received =6 months of 1L Al
(anastrozole/letrozole) + CDK4/6i (abemaciclib/palbociclib/ribociclib) were enrolled and had
ctDNA tested for ESR1m every 2—3 months, coinciding with routine imaging. At ESRim detec-
tion, pts without evidence of disease progression were randomized 1:1 to switch to camizestrant
(75 mg) with continued CDK4/6i (type and dose maintained) + placebo for Al vs continuing Al +
CDKA4/6i + placebo for camizestrant. The primary endpoint was investigator-assessed PFS (per
RECIST v1.1). Prespecified interim analysis data cutoff was Nov 28, 2024. Results: 3,256 eligible
pts were surveilled for ESR1m using ctDNA until 315 eligible pts were randomized to switch to
camizestrant (n=157) or continue with AI (n=158). All pts remained on the same CDK4/6i. ~50%
of randomized pts had ESRim detected at the first ctDNA test. Baseline characteristics were well
balanced between treatments. After 171 PFS events, hazard ratio for PFS was 0.44 (95% CI
0.31-0.60, p<0.00001; median PFS 16.0 vs 9.2 months). PFS benefit was consistent across
subgroups. PFS rate at 12 months was 60.7% (95% CI 51.1—69.0) Vs 33.4% (95% CI 24.9—-42.2)
and at 24 months was 29.7% (95% CI 19.0—41.2) Vs 5.4% (95% CI 0.7—18.2). PFS2 hazard ratio
was 0.52 (95% CI 0.33—0.81; 27% maturity). OS is immature (12%). Camizestrant + CDK4/6iwas
well tolerated with safety consistent with the known profiles of camizestrant, and of each
CDKY4/6i. Rates of treatment discontinuation due to adverse events were 1.3% for camizestrant
and 1.9% for Al Conclusions: Camizestrant + CDK4/6i guided by emergence of ESR1m during 1L
Al + CDK4/6i in pts with HR+/HER2— ABC resulted in a statistically significant and clinically
meaningful improvement in PFS. SERENA-6 is the first global Phase 3 trial to demonstrate
clinical utility of using ctDNA to detect and treat emerging resistance, ahead of disease pro-
gression. These findings represent a potential new treatment strategy to optimize and improve
1L patient outcomes. Clinical trial information: NCT04964934. Research Sponsor: AstraZeneca.


http://www.clinicaltrials.gov/ct2/show/NCT04964934
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Event-free survival (EFS) in MATTERHORN: A randomized, phase 3 study of dur-
valumab plus 5-fluorouracil, leucovorin, oxaliplatin and docetaxel chemotherapy
(FLOT) in resectable gastric/gastroesophageal junction cancer (GC/GEJC).
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Background: FLOT is a perioperative standard of care (SoC) in resectable GC/GE]C, yet recur-
rence rates remain high. Immune checkpoint inhibitors are approved in combination with
chemotherapy in metastatic GC/GE]C, but not in the perioperative setting. The randomized,
double-blind, global, Phase 3 MATTERHORN study (NCT04592913) assesses the combination
of perioperative durvalumab (D) + FLOT vs placebo (P) + FLOT in participants (pts) with locally
advanced, resectable GC/GEJC. The primary endpoint is EFS. Pathologic complete response
(pCR) and overall survival (0S) are key secondary endpoints. The trial previously showed a
statistically significant gain in pCR for D + FLOT. Here, we report efficacy and safety from the
pre-planned interim analysis 2. Methods: Pts aged =18 years with histologically confirmed,
resectable (Stage II-IVa per American Joint Committee on Cancer 8th edition) untreated G/GE]
adenocarcinoma were randomized 1:1 to D 1500 mg or P every 4 weeks (Q4W) on Day 1 + FLOT on
Days 1 and 15 for 4 cycles (2 cycles each neoadjuvant/adjuvant), followed by D 1500 mg or P on
Day 1 Q4W for 10 cycles. Pts were stratified by Asia vs non-Asia, clinical lymph node status
(positive vs negative) and programmed cell death ligand-1 Tumor Area Positivity score (=1%
Vs <1%). Data cutoff was Dec 20, 2024. EFS (time from randomization to progression, local or
distant recurrence, or death) superiority for D + FLOT vs P + FLOT was assessed in all ran-
domized pts by a stratified log-rank test (2-sided significance level threshold: 0.0239) on data
according to RECIST v1.1 per BICR and/or locally by pathology testing. Results: In total, 948 pts
were randomized to receive D + FLOT (n=474) or P + FLOT (n=474); median (m) follow-up
duration was 31.5 months (mo). Demographic/baseline characteristics were generally similar
across treatment arms. D + FLOT demonstrated a statistically significant improvement in EFS
vs P + FLOT (hazard ratio [HR] 0.71; 95% confidence interval [CI], 0.58 —0.86; p<0.001), mEFS
was not reached (NR) with D + FLOT vs 32.8 mo with P + FLOT. The 24-mo EFS rate was higher
for D + FLOT vs P + FLOT (Table). mOS was NR for D + FLOT vs 47.2 mo for P + FLOT (HR 0.78;
95% CI, 0.62—0.97; p=0.025; 33.9% maturity) and will be formally assessed at the final analysis.
Maximum Grade 3 or 4 adverse event rates were similar between treatment arms; D + FLOT did
not delay surgery or initiation of adjuvant therapy vs P + FLOT. Conclusion: D + FLOT
demonstrated a statistically significant improvement in EFS vs P + FLOT in pts with resectable
GC/GEJC, with an encouraging OS trend. These results support D + FLOT as a potential new
global SoC for resectable GC/GE]JC. Clinical trial information: NCT04592913. Research Sponsor:
AstraZeneca.

D + FLOT P + FLOT
(n=474) (n=474)
mEFS (95% Cl), mo NR 32.8
(40.7-NR) (27.9-NR)

EFS rate (95% CI), %
12 mo 78.2 (74.1-81.7) 74.0 (69.7-77.8)
24 mo 67.4 (62.9-71.6) 58.5 (53.8—63.0)



http://www.clinicaltrials.gov/ct2/show/NCT04592913
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Sacituzumab govitecan (SG) + pembrolizumab (pembro) vs chemotherapy (chemo)
+ pembro in previously untreated PD-L1-positive advanced triple-negative
breast cancer (TNBC): Primary results from the randomized phase 3 ASCENT-04/
KEYNOTE-D19 study.
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Background: Although PD-1/PD-L1 inhibitors plus chemo have expanded treatment options for
previously untreated PD-L1—positive advanced TNBC, there still remains a critical unmet need
to improve outcomes. SG previously demonstrated significant clinical benefit in pretreated
metastatic TNBC (mTNBC). We report results from the ASCENT-04/KEYNOTE-D19 study in
patients with previously untreated, PD-Li—positive (CPS = 10; 22C3 assay) locally advanced
unresectable or mTNBC. Methods: Patients were randomized 1:1to SG (10 mg/kg IV, day 1 & 8) +
pembro (200 mg, day 1, max 35 cycles) in 21-day cycles or chemo (gemcitabine + carboplatin,
paclitaxel, nab-paclitaxel) + pembro until disease progression or unacceptable toxicity. Ran-
domization was stratified by curative treatment-free interval, geography, and prior exposure to
anti—PD-(L)1 therapy in the curative setting. Primary endpoint was progression-free survival
(PFES) by blinded independent central review (BICR). Key secondary endpoints include overall
survival (0S); objective response rate (ORR) and duration of response (DOR) by BICR; and safety.
Results: 443 patients were randomized at a 1:1 ratio: 221 to SG + pembro and 222 to chemo +
pembro. The median follow-up was 14 mo. SG + pembro showed a significant improvement in
PFS by BICR compared with chemo + pembro (hazard ratio [HR], 0.65; 95% CI, 0.51-0.84; P =
.0009; Table). Median DOR was 16.5 mo for SG + pembro vs 9.2 mo for chemo + pembro (Table).
Although OS data were immature, a positive early trend in OS improvement was also noted. The
most frequent (= 10% of patients) grade = 3 treatment-emergent adverse events (TEAEs) with
SG + pembro were neutropenia (43%) and diarrhea (10%); and with chemo + pembro were
neutropenia (45%), anemia (16%), and thrombocytopenia (14%). Conclusions: SG + pembro
led to a statistically significant and clinically meaningful improvement in PFS vs chemo +
pembro with durable responses, no new safety concerns for SG or pembro, and a lower rate of
treatment discontinuation due to TEAEs in patients with previously untreated, PD-L1—positive
advanced TNBC. These data support the use of SG + pembro as a potential new standard of care
treatment in this patient population. Clinical trial information: NCT05382286. Research Spon-
sor: Gilead Sciences, Inc.

SG + pembro Chemo + pembro
Efficacy, BICR, intent-to-treat (n =221) (n = 222)
Median PFS (95% Cl), mo 11.2 (9.3-16.7) 7.8 (7.39.3)
HR (95% ClI); P-value (adjusted for 0.65 (0.51-0.84); P = .0009

randomization stratification factors)

ORR (95% Cl), % 59.7 (52.9-66.3) 53.2 (46.4-59.9)
Median DOR (95% CI), mo 16.5 (12.7-19.5) 9.2 (7.6-11.3)
Safety (TEAES), all treated, n (%) n =221 n =220
Any grade; grade > 3 220 (> 99); 158 (71) 219 (> 99); 154 (70)
Led to dose reduction 78 (35) 96 (44)

Led to any treatment discontinuation 26 (12) 68 (31)



http://www.clinicaltrials.gov/ct2/show/NCT05382286
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De-escalated neoadjuvant taxane plus trastuzumab and pertuzumab with or without
carboplatin in HER2-positive early breast cancer (neoCARHP): A multicentre, open-
label, randomised, phase 3 trial.

Hong-Fei Gao, Wei Li, Zhiyong Wu, Jie Dong, Yin Cao, Yanxia Zhao, Qian-Jun Chen, Shihui Ma, Jie Ouyang, Jin-Hui Ye, Huawei Yang, Yuangi Zhang, Yongcheng Zhang,
Gangling Zhang, Yingyi Lin, Ying Lin, Guo-Lin Ye, Zefei Jiang, Kun Wang; Department of Breast Cancer, Cancer Center, Guangdong Provincial People’s Hospital (Guangdong
Academy of Medical Sciences), Southern Medical University, Guangzhou, China; Department of Breast Cancer, The First People’s Hospital of Foshan, Foshan, China;
Diagnosis & Treatment Center of Breast Diseases, Shantou Central Hospital, Shantou, China; Guilin Municipal Hospital of Traditional Chinese Medicine, Guilin, China;
Department of Breast Surgery, Dongguan People’s Hospital, Dongguan, China; Union Hospital, Tongji Medical College, Huazhong University of Science and Technology,
Wuhan, China; Traditional Chinese Medicine Hospital of Guangdong Province, Guangzhou, China; Breast Center, Zhongshan City People’s Hospital, Zhongshan, China;
Dongguan Tungwah Hospital, Dongguan, China; Department of Breast Oncology, The First People’s Hospital of Zhaoging, Zhaoging, China; Guangxi Medical University
Cancer Hospital & Guangxi Cancer Institute, Guangxi Cancer Hospital & Medical University Oncology School & Cancer Center, Nanning, China; Affiliated Hospital of
Guangdong Medical University, Zhanjiang, China; Department of Breast Care Surgery, The First Affiliated Hospital/School of Clinical Medicine of Guangdong
Pharmaceutical University, Guangzhou, China; Department of Breast Surgery, Baotou Cancer Hospital, Baotou, China; Breast Disease Center, The First Affiliated Hospital of
Sun Yat-Sen University, Guangzhou, China; The First People’s Hospital of Foshan, Foshan, China; Breast Cancer Department, Fifth Medical Center of PLA General Hospital,
Beijing, China

Background: Neoadjuvant taxane, carboplatin and trastuzumab plus pertuzumab is associated
with excellent treatment outcomes. The neoCARHP study aimed to evaluate the efficacy and
safety of a de-escalated neoadjuvant taxane plus trastuzumab and pertuzumab with or without
carboplatin in HER2-positive early breast cancer. Methods: The neoCARHP was a multicenter,
open-label, randomized non-inferiority phase 3 trial conducted in 15 hospitals. Eligible pa-
tients were =18 years old with untreated, stage II-1III, invasive HER2-positive breast cancer.
Patients were stratified by nodal and hormone receptor status and randomized (1:1) to receive
six 3-week cycles of an investigator-selected taxane (docetaxel, paclitaxel or nab-paclitaxel)
plus trastuzumab (8 mg/kg loading dose, then 6 mg/kg every 3 weeks) and pertuzumab (840 mg
loading dose, then 420 mg every 3 weeks), with carboplatin (TCbHP; AUC 6 mg/mL per min) or
without carboplatin (THP). The primary endpoint was the pathological complete response
(pCR) rate in the breast and axilla (ypTo/is ypNo), assessed in the modified intent-to-treat
(mITT) population (all randomised patients who received at least one dose of study medica-
tion). The primary efficacy analysis was performed using the Cochran-Mantel-Haenszel x>
test(stratified by nodal and hormone receptor status), with a prespecified non-inferiority
margin of -10%. Assuming a pCR rate of 62.8% for each group, 774 patients would provide
80% power at a one-sided significance level of 0.025, with an assumed 5% dropout rate. Safety
was assessed in all patients who received the study drug. The trial is registered with Clinical-
Trials.gov (NCT04858529), and adjuvant phase follow-up is ongoing. Results: Between April
30,2021, and August 27, 2024, 774 patients were enrolled and randomized (387 per group), with
766 included in the mITT population (382 in THP and 384 in TCbHP). 245 (64.1% [95% CI 59.2-
68.8]) patients in the THP group achieved pCR, compared with 253 (65.9% [61.0-70.5]) patients
in the TCbHP group (absolute difference -1.8%, 95% CI -8.5 to 5.0; odds ratio 0.93, 95% CI 0.69
to 1.25; p=0.0089). Patients receiving THP had fewer grade 3—4 adverse events (79 of 382
[20.7%] vs 133 of 384 [34.6%]) and serious adverse events (5 of 382 [1.3%] vs 18 of 384 [4.7%])
compared with those receiving TCbHP. The most common grade 3-4 adverse events with THP
were neutropenia (26 of 382 [6.8%] vs 63 of 384 [16.4%] with TCbHP), leukopenia (21 [5.5%] vs
57 [14.8%]) and diarrhoea (10 [2.6%] vs 16 [4.2%]). No treatment-associated deaths occurred.
Conclusions: THP provided non-inferior pCR rates and improved tolerability compared with
TCbHP. Omitting carboplatin could be an efficacious de-escalated neoadjuvant strategy in the
presence of dual HER2 blockade for patients with HER2-positive early breast cancer. Clinical
trial information: NCT04858529. Research Sponsor: National Natural Science Foundation of
China; 82171898; National Natural Science Foundation of China; 82303848.


http://www.clinicaltrials.gov/ct2/show/NCT04858529
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NRG-BR003: A randomized phase lll trial comparing doxorubicin plus cyclophos-
phamide followed by weekly paclitaxel with or without carboplatin for node-positive
or high-risk node-negative TNBC.

Vicente Valero, Gong Tang, Priya Rastogi, Charles E. Geyer Jr., Linda H. Colangelo, Alice Tam Kengla, William Johnson Irvin Jr., Matei P. Socoteanu, Jame Abraham,
Benjamin T. Esparaz, Kathryn B. Alguire, Lawrence E. Flaherty, Ismail Jatoi, Melinda L. Telli, Issam Makhoul, Tanner Freeman, Greg Yothers, Sandra M. Swain,
Eleftherios P. Mamounas, Norman Wolmark; The University of Texas MD Anderson Cancer Center, Houston, TX; NRG Oncology SDMC; Department of Biostatistics and
Health Data Science, University of Pittsburgh, Pittsburgh, PA; NSABP Foundation, Inc.; UPMC Hillman Cancer Center; and University of Pittsburgh School of Medicine,
Pittsburgh, PA; NRG Oncology Statistical and Data Management Center; Kaiser Permanente Walnut Creek Medical Center, Walnut Creek, CA; Bon Secours Saint Francis
Medical Center Cancer Institute/Southeast Clinical Oncology Research (SCOR), Midlothian, VA; Texas Oncology-Longview Cancer Center, US Oncology, Longview, TX;
Department of Hematology and Medical Oncology, Taussig Cancer Institute, Cleveland Clinic, Cleveland, OH; Heartland Cancer Research NCORP/Cancer Care Specialists of
lllinois, Decatur, IL; Cancer Research Consortium of West Michigan, Grand Haven, MI; Department of Hematology and Oncology, Karmanos Cancer Institute, Wayne State
University, Detroit, MI; Division of Surgical Oncology, UT Health Science Center, San Antonio, TX; Stanford University School of Medicine, Stanford, CA; CARTI Cancer
Center, Little Rock, AR; NSABP Foundation, Inc.; University of Pittsburg School of Medicine, Pittsburgh, PA; Georgetown Lombardi Comprehensive Cancer Center;
Georgetown University Medical Center; and MedStar Health, Washington, DC; NSABP and AdventHealth Cancer Institute, Orlando, FL; NSABP Foundation, Inc.; UPMC
Hillman Cancer Center; University of Pittsburgh School of Medicine, Pittsburgh, PA

Background: NRG-BR003 is a phase III, randomized trial evaluating whether the addition of
carboplatin (carbo) to an adjuvant chemotherapy regimen of doxorubicin/cyclophosphamide
(AC) followed by paclitaxel (P) will improve invasive disease-free survival (IDFS) compared to
AC followed by P when administered to patients (pts) with operable node-positive or high-risk
node-negative triple-negative breast cancer (TNBC). Methods: Eligible pts had operable node-
positive or high-risk node-negative TNBC and were randomized to receive dose-dense (DD) AC
every 2 weeks for 4 cycles followed by weekly P (80 mg/m2) for 12 doses or the same regimen
with carbo AUC of 5 IV every 3 weeks for 4 cycles. Stratification factors were number of positive
nodes (0, 1-3, 4-9, 10+) and BRCA mutation status (positive; negative; or unknown). The study
was designed to detect a hazard ratio (HR) in IDFS at 0.67 with the addition of carbo. The
stratified log-rank test was used for the primary analysis. Secondary endpoints include DRFI,
0S, BCFS, and RFI. Results: 769 pts were randomized to control arm (n=385) and carbo arm
(n=384) from June 2015 to May 2022. Patient characteristics include age >50 (66%), primary
tumors >2 cm (70%), node-positive (69%), and gBRCA pathogenic variants (9%). Delivery of
AC was balanced between arms and P delivery was not compromised by co-administration of
carbo with a mean of 11.3 doses (sd=2.1) of P with a relative total dose intensity (RTDI) at 0.97 in
the control arm and 11.0 doses (sd=2.3) and a RTDI at 0.95 in the carbo arm. At data cutoff (2/28/
25), median follow-up was 79.4 mos. IDFS events were reported in 92 pts (23.9%) in the control
group and 76 (19.8%) in the carbo group. The stratified log-rank test p-value was 0.097, not
meeting the prespecified significance of 0.049; the HR was 0.77 (95% CI, 0.57-1.05). The 5-year
IDFS (95% CI) was 77.8% (73.7%-82.2%) vs 82.9% (79.2%-86.9%), respectively. HR was
similar across patient subgroups, including germline BRCA and nodal status. Grade =3
treatment-related AE rates were 51.1% in the control group and 72.9% in the carbo group.
Grade 5 events were 0.8% vs 0.8%, respectively. Conclusions: The addition of carbo to P
following DD AC for adjuvant therapy of node-positive or high-risk node-negative TNBC did
not result in a statistically significant improvement in IDFS, DRFI, or OS. However, it increased
grade =3 treatment-related AE rates. Although not meeting criteria for efficacy across the
entire study population, results support planned translational research to identify subsets of
pts who may benefit from carbo. Clinical trial information: NCT02488967. Research Sponsor:
National Cancer Institute; U10CA180868; National Cancer Institute; U10CA180822; National
Cancer Institute; UG1CA189867; National Cancer Institute; U24CA196067.

Secondary efficacy results of DRFI and OS.

HR
End Points Treatment 5-year Event-free Rate (95% CI) (95% CI)
DRFI
AC—P 84.4% (80.7-88.2) 1
AC—P+Carbo 88.7% (85.5-92.0) 0.74 (0.50-1.10)
0s

AC—P 84.4% (80.8-88.3) 1
AC—P+Carbo 87.7% (84.4-91.2) 0.81 (0.56-1.16)



http://www.clinicaltrials.gov/ct2/show/NCT02488967
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Vepdegestrant, a PROTAC estrogen receptor (ER) degrader, vs fulvestrant in ER-
positive/human epidermal growth factor receptor 2 (HER2)-negative advanced
breast cancer: Results of the global, randomized, phase 3 VERITAC-2 study.

Erika P. Hamilton, Michelino De Laurentiis, Komal L. Jhaveri, Xichun Hu, Sylvain Ladoire, Anne Patsouris, Claudio Zamagni, Jiuwei Cui, Marina Cazzaniga, Timucin Cil,
Katarzyna Joanna Jerzak, Christian Sebastian Fuentes, Tetsuhiro Yoshinami, Alvaro Rodriguez-Lescure, Olga Valota, Dongrui R. Lu, Marcella Martignoni,

Janaki Parameswaran, Xin Zhi, Mario Campone; Breast Cancer Research Program, Sarah Cannon Research Institute, Nashville, TN; Istituto Nazionale Tumori IRCCS
"Fondazione G. Pascale”, Naples, Italy; Memorial Sloan Kettering Cancer Center, New York, NY; Shanghai Cancer Center, Fudan University, Shanghai, China; Centre Georges
Frangois Leclerc, Dijon, France; Institut de Cancérologie de I'Ouest, Angers-Saint Herblain, Angers, France; IRCCS Azienda Ospedaliero-Universitaria di Bologna, Bologna,
Italy; The First Hospital of Jilin University, Changchun, China; Fondazione IRCCS San Gerardo dei Tintori, Monza, Italy; Health and Science University, Adana City Hospital,
Adana, Turkey; Odette Cancer Centre, Sunnybrook Health Sciences Centre, University of Toronto, Toronto, ON, Canada; Fundacion Respirar, Buenos Aires, Argenting;
Graduate School of Medicine, Osaka University, Osaka, Japan; Hospital General Universitario de Elche, Elche, Spain; Pfizer, Inc., Milano, Italy; Pfizer, Inc., San Diego, CA,
Arvinas Operations, Inc., New Haven, CT; Arvinas Operations, Inc., New Haven, CT; Institut de Cancérologie de I'Ouest Angers-Nantes, Angers, France

Background: Vepdegestrant, an oral PROTAC (PROteolysis TArgeting Chimera) ER degrader,
showed encouraging clinical activity and was well tolerated in a phase 1/2 study in pretreated
patients (pts) with aBC, and is the first PROTAC to be evaluated in a phase 3 trial (VERITAC-2).
Methods: Eligible pts (aged =18 y) had ER+/HER2- aBC, 1 prior line of a cyclin-dependent
kinase (CDK)4/6 inhibitor plus endocrine therapy (ET) and <1 additional line of ET (most recent
ET given for =6 mo before disease progression); pts with prior chemotherapy in the advanced
setting or prior fulvestrant were excluded. Pts were randomized 1:1 to vepdegestrant 200 mg
orally once daily continuously or fulvestrant 500 mg intramuscularly (days 1 and 15 of cycle 1;
day 1 of subsequent cycles); pts were stratified by ESR1 mutation status and presence of visceral
disease. The primary endpoint was progression-free survival (PFS) by blinded independent
central review (BICR) in pts with ESR1 mutations (ESRim) and all pts. Overall survival (OS) was a
key secondary endpoint. PFS was tested by stratified 1-sided log-rank. Median PFS (mPFS) was
estimated by Kaplan-Meier method and hazard ratio (HR) by a stratified Cox proportional
hazard model; study was designed to detect HR<0.60 with 88% power in pts with ESR1im and
HR<0.67 with 92.5% power in all pts (1-sided «=0.01875). Results: 624 pts (median age: 60.0y
[range 26—89]) were randomized (n=313 vepdegestrant; 311 fulvestrant); 43.3% had ESRim
tumors (n=136 vepdegestrant; 134 fulvestrant). PFS by BICR was significantly longer with
vepdegestrant vs fulvestrant among pts with ESRim (174 events, HR=0.57 [95% CI 0.42—0.77];
P=0.0001); mPFS (95% CI) was 5.0 mo (3.7—7.4) vs 2.1 (1.9—3.5). PFS by BICR in all pts was not
significantly different (384 events, HR=0.83 [95% CI 0.68—-1.02]; P=0.0358); mPFS (95% CI)
was 3.7 mo (3.6—5.3) vs 3.6 (2.2—3.8). OS data are immature (20% of targeted events in all pts).
In 619 treated pts, treatment-emergent adverse events (TEAEs) were mostly grade 1/2.
Grade =3 TEAEs occurred in 23.4% of pts in the vepdegestrant arm (vs 17.6% fulvestrant).
The most common TEAEs in the vepdegestrant arm were fatigue (26.6% vs 15.6% fulvestrant),
increased ALT (14.4% vs 9.8%), increased AST (14.4% vs 10.4%) and nausea (13.5% vs 8.8%).
TEAE:s led to discontinuation of vepdegestrant in 2.9% of pts (vs 0.7% fulvestrant). Conclusions:
Vepdegestrant demonstrated statistically significant and clinically meaningful improvement in
PFS vs fulvestrant in the ESR1m population. No statistically significant improvement in PFS was
observed in the all-pt population. Vepdegestrant was generally well tolerated with low discon-
tinuation rates due to TEAEs. Results support vepdegestrant as a potential oral treatment option
for previously treated pts with ESRim ER+/HER2- aBC. Clinical trial information: NCT05654623.
Research Sponsor: Arvinas Operations, Inc.


http://www.clinicaltrials.gov/ct2/show/NCT05654623
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A double-blind placebo controlled randomized phase lll trial of fulvestrant and
ipatasertib as treatment for advanced HER2-negative and estrogen receptor pos-
itive (ER+) breast cancer following progression on first line CDK 4/6 inhibitor and
aromatase inhibitor: The CCTG/BCT MA.40/FINER study (NCT04650581).

Stephen K. L. Chia, Andrew David Redfern, Jean-Pierre M. Ayoub, Haji I. Chalchal, Daniel Rayson, Moira Rushton, Christine Desbiens, Dhanusha Sabanathan,
Jacques Raphael, Angela Chan, Jessica Singh, Christine E. Simmons, Nicholas Zdenkowski, Sheridan Wilson, Danielle Rodin, David W. Cescon, Frauke Schimmoller,
Lisa Gallinaro, Bingshu E. Chen, Wendy R. Parulekar; BC Cancer Agency, Vancouver, BC, Canada; UWA Medical School, University of Western Australia, Perth, Australia;
Centre Hospitalier de I'Université de Montréal (CHUM), Montreal, QC, Canada; Allan Blair Cancer Centre, Regina, SK, Canada; Queen Elizabeth Il Health Sciences Centre,
Halifax, NS, Canada; The Ottawa Hospital Cancer Centre, Ottawa, ON, Canada; CHA-Hopital Du St-Sacrement, Quebec City, QC, Canada; Macquarie University, Sydney, NSW,
Australia; Division of Medical Oncology, Department of Oncology, London Regional Cancer Program, Schulich School of Medicine and Dentistry, Western University,
London, ON, Canada; BCCA - Fraser Valley Cancer Centre, Surrey, BC, Canada; Royal Victoria Hospital, Bradford, ON, Canada; British Columbia Cancer Agency, Vancouver,
BC, Canada; University of Newcastle, Gateshead, NSW, Australia; Auckland Regional Cancer and Blood Service, Auckland, New Zealand; Princess Margaret Cancer Centre,
University Health Network, Toronto, ON, Canada; Princess Margaret Cancer Centre/UHN, Toronto, ON, Canada; Genentech Inc, South San Francisco, CA; Canadian Cancer
Trials Group, Kingston, ON, Canada

Background: Standard first line therapy in ER+/ HER2 negative endocrine sensitive metastatic
breast cancer (MBC) is a CDK4/6 inhibitor plus Al Upon progression the majority of patients
will receive further endocrine based therapy. Alterations in PI3K/AKT pathway genes are a
known mechanism of endocrine resistance — either de novo or acquired. The MA.40 trial
evaluated the efficacy and safety of the AKT inhibitor ipatasertib versus placebo plus fulvestrant
in the metastatic breast cancer (MBC) setting immediately post progression on 1°* line CDK4/6
inhibitor and AL Methods: This phase III, randomized, double-blind trial enrolled pre/peri/
postmenopausal women and men with ER+/HER-2 negative MBC. Patients were randomly
assigned 1:1 to receive ipatasertib plus fulvestrant versus (vs) placebo plus fulvestrant. Strat-
ification factors included: AKT pathway altered (PIK3CA, AKT1, and/or PTEN genomic alter-
ation(s)) vs wild-type/unknown and endocrine resistance (primary vs secondary). Primary
objective: To compare investigator assessed PFS (RECIST 1.1) between treatment arms in the
ITT population. Pre-specified secondary analysis: PFS in the AKT pathway altered cohort
using a hierarchical procedure. The FoundationOne Liquid cfDNA NGS assay was utilized to
assess genomic alterations in the AKT pathway for stratification. Results: 250 participants
(females 247/males 3) were enrolled from Canada, Australia and New Zealand between January
2021 and May 2024. Baseline characteristics between arms were balanced. 44.4% of the study
population had AKT pathway alteration(s) per cfDNA assay. Median follow-up 15.2 month-
s(mo); proportion remaining on protocol treatment at time of analysis 21.0% ipatasertib vs
11.3% placebo arm. Median PFS ITT ipatasertib vs placebo arms were: 5.32 mo (95% CI: 3.58 to
5.62 mo) vs 1.94 mo (95% CI: 1.84 to 3.22 ) [HR 0.61, 95% CI: 0.46 to 0.81; p= 0.0007] and in the
AKT pathway altered cohort: 5.45 mo (95% CI: 3.55t011.01) vs 1.91mo (95% CI: 1.77 t0 3.48) [HR
= 0.47, 95% CI: 0.31 to 0.72; p= 0.0005]. Grade 3 or higher adverse events (AE) ipatasertib vs
placebo arms (%):37.1vs 27.4. Grade 3 or higher non haematological treatment related AE > 1%
ipatasertib vs placebo arms: diarrhea (16% vs 0%); fatigue (3% vs 0%); vomiting (2% vs 0), rash
(2% vs 0%). Treatment discontinuation due to AEs ipatasertib vs placebo arms: 6.5% vs 0.8%.
Conclusions: Ipatasertib plus fulvestrant significantly prolongs PFS compared to placebo/
fulvestrant in patients with hormone receptor—positive MBC post progression on 1% line
CDK 4/6 inhibitor and AI. Follow-up and additional analyses continue. Supported by
Hoffmann-La Roche Ltd, CCS grant #707213. Clinical trial information: NCT04650581.
Research Sponsor: Canadian Cancer Society (CCS); 707213.


http://www.clinicaltrials.gov/ct2/show/NCT04650581
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Trastuzumab deruxtecan (T-DXd) + pertuzumab (P) vs taxane + trastuzumab +
pertuzumab (THP) for first-line (1L) treatment of patients (pts) with human epi-
dermal growth factor receptor 2—positive (HER2+) advanced/metastatic breast
cancer (a/mBC): Interim results from DESTINY-Breast09.

Sara M. Tolaney, Zefei Jiang, Qingyuan Zhang, Romualdo Barroso-Sousa, Yeon Hee Park, Mothaffar F. Rimawi, Cristina Saura Manich, Andreas Schneeweiss, Masakazu Toi,
Yee Soo Chae, Yasemin Kemal, Mukesh Chaudhari, Toshinari Yamashita, Monica Casalnuovo, Michael A. Danso, Jie Liu, Jagdish Shetty, Pia Maarit Herbolsheimer,
Sibylle Loibl; Dana-Farber Cancer Institute, Harvard Medical School, Boston, MA; Breast Cancer Department, Fifth Medical Center of PLA General Hospital, Beijing, Beijing,
China; Harbin Medical University Cancer Hospital, Harbin, China; Brasilia Hospital, Rede Américas, Brasilia, DF, Brazil; Samsung Medical Center, Sungkyunkwan University
School of Medicine, Seoul, South Korea; Baylor College of Medicine, Houston, TX; Vall d'Hebron University Hospital, Barcelona, Spain; National Center for Tumor Diseases,
Heidelberg, Germany; Tokyo Metropolitan Cancer and Infectious Disease Center Komagome Hospital, Tokyo, Japan; Department of Oncology/Hematology, Kyungpook
National University Chilgok Hospital, School of Medicine, Kyungpook National University, Daegu, Korea, Republic of; Altinbas University, Istanbul, Turkey; Department of
Medical Oncology, HCG Manavata Cancer Centre, Mumbai Naka, Nashik, India; Department of Breast Surgery and Oncology, Kanagawa Cancer Center, Yokohama, Japan;
Lucen, Buenos Aires, Argentina; Brock Cancer Center, Virginia Oncology Associates and Sarah Cannon Research Institute, Norfolk, VA; Biometrics Oncology, Late-Stage
Development, Oncology R&D, AstraZeneca, South San Francisco, CA; AstraZeneca, Gaithersburg, MD; Johann Wolfgang Goethe-Universitat and German Breast Group,
Frankfurt-Am-Main, Germany

Background: DESTINY-Breast09 (NCT'04784715) is a global, randomized Phase 3 study assess-
ing the efficacy and safety of 1L T-DXd = P vs THP in 1157 pts with HER2+ a/mBC. The
CLEOPATRA study established THP as standard of care in this setting over a decade ago.
Methods: Eligible pts had centrally confirmed HER2+ (IHC 3+ or ISH+) a/mBC and no prior
chemotherapy or HER2-directed therapy for a/mBC ([neo]adjuvant HER2-directed therapy /
chemotherapy with a disease-free interval of >6 months [mo] and =<1 line of endocrine therapy
for metastatic disease permitted). Pts were randomized 1:1:1 to T-DXd 5.4 mg/kg (+ placebo),
T-DXd + P, or THP, stratified by de-novo vs recurrent disease, and hormone receptor (HR) and
PIK3CA mutation status. In this planned interim analysis, data for T-DXd + P vs THP are
presented; the T-DXd + placebo arm remains blinded until final PFS analysis. The primary
endpoint was progression-free survival (PFS) by blinded independent central review (BICR) in
the intent-to-treat population. Other endpoints included overall survival (0S), PFS by inves-
tigator (INV), objective response rate (ORR), duration of response (DOR), and safety. Results:
Among the pts randomized to T-DXd + P (n=383) and THP (n=387), 52% had de-novo disease
and 54% had HR+ status; demographic and disease characteristics were well balanced. At this
interim data cutoff (Feb 26, 2025; median follow up 29 moj; 38% mature for PFS), T-DXd + P
significantly improved PFS by BICR (hazard ratio 0.56; 95% CI 0.44, 0.71; P<0.00001) and INV
(Table). PFS benefit was consistent across all subgroups. OS data were immature. Median
response duration with T-DXd + P exceeded 3 years (Table). Grade =3 treatment-emergent
adverse events (TEAEs) occurred in 63.5% and 62.3%, and serious TEAES in 27.0% and 25.1%, of
pts in the T-DXd + P and THP groups, respectively. Adjudicated drug-related interstitial lung
disease/pneumonitis occurred in 46 (12.1%; predominantly Gr 1/2; n=2 [0.5%] Gr 5) pts who
received T-DXd + P, and 4 (1.0%; all Gr 1/2) who received THP. Conclusion: T-DXd + P
demonstrated a statistically significant and clinically meaningful improvement in PFS vs
THP that was consistently observed across all subgroups and may represent a new 1L standard
of care in HER2+ a/mBC; no new safety signals were identified. Clinical trial information:
NCT04784715. Research Sponsor: AstraZeneca; Daiichi Sankyo.

T-DXd + P THP
(n=383) (n=387)
Median PFS by BICR (95% Cl), mo 40.7 26.9
(36.5, NC) (21.8,NC)
Hazard ratio (95% Cl) vs THP 0.56 -
(0.44, 0.71); P<0.00001
24-mo PFS rate (95% Cl), % 70.1 52.1
(64.8,74.8) (46.4, 57.5)
Median PFS by INV (95% CI), mo 40.7 20.7
(36.5, NC) (17.3,23.5)
Hazard ratio (95% Cl) vs THP 0.49 -
(0.39, 0.61)
Confirmed ORR by BICR (95% Cl), % 85.1 78.6
(81.2, 88.5) (74.1, 82.5)
Complete response rate, % 15.1 8.5
Median DOR by BICR (95% Cl), mo 39.2 26.4
(35.1, NC) (22.3,NC)

NC, not calculable.


http://www.clinicaltrials.gov/ct2/show/NCT04784715
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Anesthesia type during surgery for treatment of biologically aggressive cancers:
Results of the GA-CARES randomized, multicenter trial.

Elliott Bennett Guerrero, Jamie Romeiser, Samuel DeMaria Jr., Jacob Nadler, Timothy Quinn, Sanjeev Ponnappan, Samuel Stanley llI, Dongliang Wang, Aaron R. Sasson;
Stony Brook University School of Medicine, Stony Brook, NY; Department of Public Health & Preventive Medicine, Syracuse, NY; Department of Anesthesiology,
Perioperative and Pain Medicine, New York, NY; University of Rochester Medical Center, Rochester, NY; Roswell Park Cancer Institute, Buffalo, NY; Long Island Jewish
Medical Center, Northwell Health, New Hyde Park, NY; State University of New York Upstate Medical University, Syracuse, NY; Stony Brook School of Medicine, Stony
Brook, NY

Background: Surgical resection is a widely used treatment for cancer. Patients can be “seeded”
with their own cancer cells during surgery, with the immune response to these circulating
cancer cells influencing recurrence risk. Numerous preclinical and retrospective studies have
suggested that propofol-based anesthesia may be superior to volatile halogenated ethers with
respect to cell-mediated immunity, implantation of circulating tumor cells and cancer-related
outcomes. Due to the above, an expert Consensus panel called for large, randomized trials on
this topic. Methods: To test the hypothesis that propofol-based anesthesia leads to better
cancer-related outcomes, adults at five U.S. sites scheduled for resection of biologically ag-
gressive malignancies from the pancreas, esophagus, lung, stomach, bile ducts, liver, bladder,
or peritoneal surface were randomly assigned to receive either propofol or a volatile agent for
maintenance of general anesthesia. Data sources included the National Death Index (gold
standard for vital status in the US), NY Cancer Registry, and hospital electronic medical records.
The primary and key secondary endpoints were overall survival and disease-free survival,
respectively. Assuming a 5% absolute difference in 2-year overall survival rates (85% vs 90%)
between study arms, power using a planned two-sided log-rank test with type I error of 0.05
(no planned interim analyses) was calculated to be 97.4% based on a target enrollment of 1,800
subjects (final n=1,826). Results: The study population was diverse with 41.6% females, 22.1%
non-whites, and 6.0% Latinos. Most patients were over 65 years of age and were at higher risk
for surgery with approximately 85% classified as ASA 3 or 4. Adherence to the study protocol
was very high with 95.9% of patients receiving the assigned anesthetic drug exclusively.
Through up to 60 months of follow-up (median 40, IQR 22-60 months), 708 (40.2%) patients
died in the intent-to-treat (ITT) population (n=1763). In contrast to our hypothesis, propofol-
treated patients did not exhibit better survival (propofol 359 deaths/881[40.7%] vs. volatile 349
deaths/882 [39.6%]; hazard ratio 1.07; 95%CI 0.92-1.24; P=0.371). In the per-protocol pop-
ulation (n=1411), significantly more patients randomized to propofol died through the pre-
specified 2-year follow-up (25.5% vs. 20%; hazard ratio 1.31; 95%CI 1.05-1.64; p=0.017).
Results were similar for disease-free survival and were consistent across numerous prespe-
cified subgroups. Conclusions: Our large, multicenter trial shows that propofol-based anes-
thesia is not effective at improving cancer-related outcomes in patients who undergo resection
of biologically aggressive malignancies; paradoxically, its use might result in worse outcomes
compared with volatile anesthesia. Clinical trial information: NCT03034096. Research Sponsor:
None.


http://www.clinicaltrials.gov/ct2/show/NCT03034096

CARE DELIVERY/MODELS OF CARE
LBA1551 Poster Session

Cancer Care Beyond Walls (CCBW): A randomized pragmatic trial of home-based
versus in-clinic cancer therapy administration.

Roxana Stefania Dronca, Jeremy Clifton Jones, Hemant S. Murthy, Pooja Prem Advani, Ricardo Daniel Parrondo, Sikander Ailawadhi, Gina L. Mazza, Sunnie Confiado,
Amber Baskin, Grzegorz S. Nowakowski, Tufia C. Haddad, Winston Tan, Adam McLain Kase, Cheryl Willman; Mayo Clinic, Rochester, MN; Mayo Clinic Florida, Jacksonville,
FL; Division of Hematology/Oncology, Mayo Clinic, Jacksonville, FL; Mayo Clinic, Jacksonville, FL; Mayo Clinic Comprehensive Cancer Center, Rochester, MN

Background: Traditional cancer therapy is primarily delivered in clinical settings, imposing
logistical, emotional, and financial burdens, particularly on rural and underserved patients.
While international studies have demonstrated the safety of home-based chemotherapy, no
randomized U.S. trials have evaluated this approach. Mayo Clinic’s CCBW program aims to
expand access to high-quality cancer care by providing in-home cancer treatment, lab testing,
telemedicine, remote patient monitoring, command center and paramedic support. This prag-
matic randomized controlled trial evaluates feasibility and impact of home-based versus in-
clinic cancer directed therapy on patient preference, acceptability, safety, and patient-reported
outcomes. Methods: Adult patients (ECOG 0-2) receiving chemotherapy or hormonal therapy
at Mayo Clinic Florida were randomized 1:1 after confirmation of treatment tolerance in clinic to
receive (1) home-based care for 24 weeks or (2) in-clinic care for 8 weeks followed by home-
based care for 16 weeks. Target accrual is 200 patients. A planned interim analysis after 50
enrollments assessed accrual, data completeness, technical challenges, safety, and study
outcomes. The primary endpoint is patient ratings of their overall cancer care experience
(0—10 scale, CAHPS Cancer Care Survey) at 8 weeks. 200 patients provide 80% power to detect a
0.45 standard deviation difference in mean ratings between arms with a 2-sided 2-sample t-
test («=0.05) and 20% missing data rate. Secondary endpoints are patient preference, comfort
with home infusions, treatment worthwhileness, functional/symptom assessments (EORTC
QLQ-F17, PRO-CTCAE, GP5), grade =3 AEs, hospitalizations, and overall survival. Cost is a
tertiary endpoint. The trial is IRB-approved (#23001719) and registered (NCT05969860).
Results: Enrollment began 8/23/23. As of 2/21/25, 52 patients (26 per arm) were enrolled
and 36 started protocol treatment. Common cancers were breast (38%), colorectal (21%),
prostate (19%), and multiple myeloma (14%). 64% (28/44) of patients were female; 84%
identified as White, 14% as Black, and 2% as multiple races. Median distance to clinic was 20
miles (range 2-66). After 8 weeks, patients in both arms rated their overall cancer care
experience highly (mean [SD]=9.69 [0.85] versus 9.54 [0.66] for home-based vs. in-clinic
care, n=26). After 24 weeks, 73% preferred home-based care, 18% had no preference, and 9%
preferred in-clinic care; 100% felt comfortable with home infusions. No grade =3 AEs related to
location of care have occurred. Conclusions: Early findings support the feasibility, safety, and
high patient acceptability of home-based cancer therapy. No safety concerns related to care
location were observed and most patients preferred home-based treatment. Ongoing accrual
and analysis will assess clinical outcomes and cost implications. Clinical trial information:
NCT05969860. Research Sponsor: Mayo Clinic.


http://www.clinicaltrials.gov/ct2/show/NCT05969860

CENTRAL NERVOUS SYSTEM TUMORS
LBA2000 Oral Abstract Session

Efficacy and safety of STUPP regimen with or without anlotinib for newly diagnosed
glioblastoma: Results of a multicenter, double-blind, randomized phase Il trial.

Yuanyuan Chen, Guihong Liu, Meihua Li, Liang Wang, Pengfei Sun, Shiyu Feng, Xin Xu, Xuejun Yang, Yanhui Liu, Yonghong Hua, Wen Ma, Hao Jiang, Xianming Li,
Juntao Ran, Song Lin, Wei Zheng, Siyang Wang, Xueguan Lu, Zhongping Chen; State Key Laboratory of Oncology in South China, Sun Yat-Sen Univercity Cancer Center,
United Laboratory of Frontier Radiotherapy Technology of Sun Yat-sen University and Chinese Academy of Sciences lon Medical Technology Co., Ltd., Guangzhou, China;
Affiliated Hospital of Xuzhou Medical University, Xuzhou, China; Department of Neurosurgery, The First Affiliated Hospital of Nanchang University, Nanchang, China;
Tangdu Hospital- Air Force Military Medical University/Department of Neurosurgery, Xian, China; The Second Hospital of Lanzhou University, Lanzhou, China; Chinese
People’s Liberation Army General Hospital, Beijing, China; HeNan Cancer Hospital Department Neurosurgery, Zhengzhou, China; Tianjin Medical University General
Hospital/Neurosurgery, Tianjin, China; West China Hospital of Sichuan University/Neurosurgery, Chengdu, China; Zhejiang Cancer Hospital/Department of Head and Neck
Radiation Oncology, Hangzhou, China; Department of Radiotherapy, Gansu Provincial Hospital, Lanzhou, China; The First Affiliated Hospital of Bengbu Medical College,
Bengbu, China; Department of Oncology and Radiology, Shenzhen People’s Hospital, Shenzhen, China; The First Hospital of Lanzhou University, Lanzhou, China;
Department of Neurosurgery, Beijing Tiantan Hospital, Capital Medical University, Beijing, China; Sixth Medical Center of PLA General Hospital, Beijing, China; Cancer
Center, The Fifth Affiliated Hospital, Sun Yat-Sen University, Zhuhai, China; Department of Radiation Oncology, Fudan University Shanghai Cancer Center, Shanghai, China;
Department of Neurosurgery/Neuro-Oncology, Cancer Center, Sun Yat-Sen University, Guangzhou, China

Background: The standard STUPP regimen (radiotherapy with temozolomide [TMZ] followed
by adjuvant TMZ) remains limited in efficacy for newly diagnosed glioblastoma (GBM).
Anlotinib, a multi-kinase inhibitor targeting tumor angiogenesis and proliferation, showed
promising progression-free survival (PFS) in a prior single-arm trial (NCT04119674). This
multicenter, double-blind, randomized phase II trial (NCT04959500) evaluates STUPP plus
anlotinib versus STUPP plus placebo. Methods: Eligible patients (=18 years, ECOG =2) are
randomized 1:1 to receive anlotinib (10 mg/day, days 1—14 per 21-day cycle) or placebo alongside
TMZ-based chemoradiotherapy (54—60 Gy). Patients undergo six TMZ cycles and eight
anlotinib/placebo cycles after radiotherapy, then receiving anlotinib/placebo until disease
progression or unacceptable toxicity. Key exclusions include brainstem-only tumors, prior
GBM therapy, IDH1/2 mutations, or significant intracranial hemorrhage. The primary endpoint
is Independent Review Committee (IRC)-assessed PFS. Secondary endpoints include overall
survival (OS), investigator-assessed PFS, objective response rate (ORR), and safety. With 150
patients (targeting 110 PFS events), the study has 80% power to detect ahazard ratio of 0.58, ata
two-sided alpha level of 5%. Efficacy is analyzed in intent-to-treat populations using Kaplan-
Meier estimates and log-rank tests, with ORR 95% CIs calculated via exact binomial methods.
Results: A total of 153 patients were randomized in this study, 77 patients were in the anlotinib
group and 76 patients were in the placebo group. Baseline characteristics were balanced. In the
anlotinib (ALTN) and placebo (PLB) group, the median age was 55.4 and 55.1 years, 64 and 62
patients had an ECOG PS of 0-1, rate of MGMT methylation was 32.47% and 31.58%, respec-
tively. The median follow-up duration was 27.53 months (95% CI 25.46-29.93) and
31.05 months (95% CI 26.25, 32.72) in the ALTN and PLB group. The median PFS evaluated
by IRCwas 9.89 months (95% CI9.10,11.56) in the ALTN group, 5.85 months (95% CI 3.58, 7.69)
inthe PLB group [HR 0.59 (95% CI 0.42,0.85), p= 0.0043]. The ORR evaluated by IRC was 16.88%
(95% CI 9.31,27.14) in the ALTN group, 5.26% (95% CI 1.45,12.93) in the PLB group [p= 0.0220].
The most frequent grade 3 or higher toxicities in the ALTN and PLB group were thrombocy-
topenia (7.79% vs 1.32%), neutropenia (6.49% vs 3.95%), lymphocyte count decreased (6.49%
vs 7.89%), white blood cell count decreased(6.49% vs 2.63%) and hypertension (5.19% vs 0%).
Conclusion: This study had reached the primary endpoint of PFS evaluated by IRC, further data
will be analyzed based on molecular pathology when OS data is mature. The combination of
ALTN and STUPP regimen showed very good efficacy and favorable safety profile in patients
with newly diagnosed GBM, with a simple and feasible treatment process. Clinical trial infor-
mation: NCT04959500. Research Sponsor: Chia Tai Tianging Pharmaceutical Group Co., Ltd.


http://www.clinicaltrials.gov/ct2/show/NCT04959500

DEVELOPMENTAL THERAPEUTICS—IMMUNOTHERAPY

LBA2512 Rapid Oral Abstract Session

The phase Il NIBIT-ML1 study of nivolumab plus ipilimumab and ASTX727 or
nivolumab plus ipilimumab in PD-1 resistant metastatic melanoma: Tumor
methylation landscape and correlation with clinical outcomes.

Anna Maria Di Giacomo, Elena Simonetti, Maura Colucci, Roberta Depenni, Raffaella Grifoni, Monica Valente, Ramiz Rana, Maria Fortunata Lofiego, Vincenzo D'Alonzo,
Eleonora Carbonari, Giovanni Amato, Harold N. Keer, Aram Oganesian, Danna Chan, Maresa Altomonte, Diana Giannarelli, Andrea Anichini, Michele Ceccarelli, Alessia Covre,
Michele Maio; University of Siena, Center for Inmuno-Oncology, University Hospital of Siena, NIBIT Foundation Onlus, Siena, Italy; University of Siena, Siena, Italy;
University of Modena, Modena, Italy; Azienda USL Toscana Centro, Firenze, Italy; Center for Inmuno-Oncology, University Hospital of Siena, Siena, Italy; Taiho Oncology,
Princeton, NJ; Fondazione Policlinico Universitario A. Gemelli, Rome, Italy; Human Tumors Immunobiology Unit, Fondazione IRCCS Istituto Nazionale dei Tumori, Milan,
Italy; Sylvester Comprehensive Cancer Center and Department of Public Health Sciences, Miller School of Medicine, University of Miami, Miami, FL

Background: In the NIBIT Foundation-sponsored phase Ib NIBIT-M study, we firstly showed
that the hypomethylating agent (HMA) guadecitabine (guade), a prodrug of decitabine (D),
followed by ipilimumab (I) was safe with promising clinical and immunologic activity in
cutaneous metastatic melanoma (MM) patients (pts) (Di Giacomo, Clin Cancer Res 2019;
Noviello, Nat Commun 2023). Thus, we further explored the activity of HMA combined with
checkpoint inhibitors in the NIBIT-ML1 trial in which we investigated the efficacy of guade plus
I+nivolumab (I+N) in PD-1/PDL-1-resistant MM and NSCLC pts. The primary analysis and the
correlation between tumor methylome and immune contextures with the MM Cohort clinical
outcome will be presented. Methods: The NIBIT Foundation NIBIT-ML1 is a multicenter, run-
in, phase II randomized, non-comparative study (Simon two stages optimal design), in
unresectable Stage III/IV MM (Cohort A) and NSCLC (Cohort B) pts progressing to PD-1/
PDL-1 as last treatment. A Monitoring Committee reviewed safety data throughout the study.
A trial amendment replaced guade with ASTX727, an oral fixed-dose combination of D with
cedazuridine. Following a safety run-in of 6 pts, 36 eligible MM pts were randomized (1:1) to
ASTX727 plus I+N or to I+N. Primary objective was immune(i)-ORR, according to a centralized
radiologic assessment, defined as the proportion of pts with an iBOR of confirmed iCR/iPR.
Secondary were: safety, DCR and PFS. Tumor methylation and immune contextures of serial
tumor biopsies at baseline (W0) and on-treatment (W12 and/or W19) were investigated by EPIC
Array and RNAseq. Results: Run-in phase: 6 Stage IV MM pts received guade (2 pts) or ASTX727
(4 pts) plus I+N. No DLT occurred. Three PR, 2 SD, and 1 PD were observed. Stage I: 36 Stage III
(3)/1V (33) MM pts, received ASTX727 plus I+N (ARM A) or I+N (ARM B). ORR was 33% (2 CR, 4
PR) and 17% (3 PR) in ARM A and B; DCR was 56% in ARM A and 39% in ARM B. Both ARMs met
the Stage I Simon design. The 1-year PFS rate was 43% and 11% for ARM A and B. With no
overlapping toxicities, 1 DLT (G5 macrophage activation syndrome) was reported in ARM A. G3/
4 TRAEs were 72% and 50% in ARM A and B, respectively, and G3/4 irAEs were 39% in ARM A
and 44% in ARM B. A time-dependent reduction in tumor methylation levels in run-in and ARM
A pts was observed, with more hypomethylated probes in on-treatment vs baseline tumors.
Integrative methylation and transcriptomic analyses showed a promotion of immune regula-
tory genes, T and B cell activation in on-treatment tumors of ARM A pts. Enrichment of immune
pathways was found in the Run-in and in ARM A responder pts. Conclusions: Treatment with
ASTX727 plus I[+N is feasible and has meaningful clinical and immunologic activity in PD-1
refractory MM pts. Clinical trial information: NCT04250246. Research Sponsor: None.


http://www.clinicaltrials.gov/ct2/show/NCT04250246
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First-line encorafenib + cetuximab + mFOLFOX6 in BRAF V600E-mutant metastatic
colorectal cancer (BREAKWATER): Progression-free survival and updated overall
survival analyses.

Elena Elez, Takayuki Yoshino, Lin Shen, Sara Lonardi, Eric Van Cutsem, Cathy Eng, Tae Won Kim, Harpreet Singh Wasan, Jayesh Desai, Fortunato Ciardiello, Rona Yaeger,
Timothy S. Maughan, Van K. Morris Il, Christina Wu, Tiziana Usari, Robert J. Laliberte, Samuel Simon Dychter, Xiaosong Zhang, Josep Tabernero, Scott Kopetz; Department
of Medical Oncology, Vall d'Hebron University Hospital (HUVH), Vall d'Hebron Institute of Oncology (VHIO), I0B-Quiron, UVic-UCC, Barcelona, Spain; Department of
Gastrointestinal Oncology, National Cancer Center Hospital East, Kashiwa, Japan; Beijing Cancer Hospital, Beijing, China; Veneto Institute of Oncology 10V, IRCCS, Padua,
Italy; University Hospitals Gasthuisberg and University of Leuven (KU Leuven), Leuven, Belgium; Vanderbilt-Ingram Cancer Center, Nashville, TN; Department of Oncology,
Asan Medical Center, University of Ulsan College of Medicine, Seoul, South Korea; Hammersmith Hospital, Imperial College London, London, United Kingdom; Peter
MacCallum Cancer Centre and the University of Melbourne, Melbourne, VIC, Australia; Medical Oncology, Department of Precision Medicine, Universita degli Studi della
Campania "Luigi Vanvitelli", Naples, Italy; Memorial Sloan Kettering Cancer Center, New York, NY; University of Liverpool, Liverpool, United Kingdom; Department of
Gastrointestinal Medical Oncology, The University of Texas MD Anderson Cancer Center, Houston, TX; Department of Hematology and Oncology, Mayo Clinic Arizona,
Phoenix, AZ; Pfizer, Inc., Milan, Italy; Pfizer, Cambridge, MA; Pfizer, La Jolla, CA; Pfizer, South San Francisco, CA; Vall d'Hebron Hospital Campus and Institute of Oncology
(VHIO), Barcelona, Spain; The University of Texas MD Anderson Cancer Center, Houston, TX

Background: BREAKWATER (NCT04607421) is an open-label, global, randomized, phase 3
study evaluating first-line (1L) encorafenib + cetuximab (EC) + chemotherapy (chemo) vs
standard of care (SOC; chemo + bevacizumab) in BRAF V600E-mutant metastatic colorectal
cancer (mCRC). The study previously met one of its dual primary endpoints (EPs) demonstrat-
ing clinically meaningful and statistically significant improvement in confirmed objective
response rate (ORR) by blinded independent central review (BICR) in the ORR subset. These
results were the basis for the FDA accelerated approval of EC+mFOLFOX6 for BRAF V600E-
mutant mCRC, including in the 1L, under Project Frontrunner. Here, we report the primary
analysis of progression-free survival (PFS) by BICR, updated interim analysis of OS, updated
safety, and other analyses. Methods: Eligible patients (pts) with untreated BRAF V600E-
mutant mCRC were randomized 1:1:1 to receive EC, EC+mFOLFOX6, or SOC; EC arm enrollment
was closed after a protocol amendment. Dual primary EPs: ORR and PFS by BICR (EC+mFOL-
FOX6 vs SOC); key secondary EP: OS (EC+mFOLFOX6 vs SOC). Results: 637 pts were randomized
to EC, EC+mFOLFOX®6, or SOC. Baseline demographics and disease characteristics were gen-
erally balanced between arms. EC+mFOLFOX6 (data cutoff: Jan 6, 2025) demonstrated a clin-
ically meaningful and statistically significant PFS improvement vs SOC, meeting the other dual
primary EP; HR=0.53 (95% CI 0.407, 0.677; P<0.0001); median PFS 12.8 vs 7.1 mo. OS was
clinically meaningful and statistically significant vs SOC; HR=0.49 (95% CI 0.375, 0.632;
P<0.0001); median OS 30.3 vs 15.1 mo. Median PFS and OS in the EC arm were 6.8 and 19.5
mo. These data and response data for all randomized pts are shown in the table. Serious
treatment-emergent adverse events occurred in 30%, 46%, and 39% of pts in the safety
analysis set. Safety was consistent with that known for each agent. Conclusions: BREAKWATER
demonstrated clinically meaningful and statistically significant PFS and OS improvements with
EC+mFOLFOX6 vs SOC and manageable toxicities. EC+mFOLFOX6 is potentially practice
changing as the new SOC. Clinical trial information: NCT04607421. Research Sponsor: Pfizer.

EC+mFOLFOX6
vs SOC
EC EC+mFOLFOX6 SoC HR (95% CI)
n=158 n=236 n=243 P-value?
Median PFS®, mo 6.8 12.8 7.1 0.53
(95% CI) (5.7, 8.3) (11.2,15.9) (6.8, 8.5) (0.407, 0.677)
<0.0001
Median 0S, mo 19.5 30.3 15.1 0.49
(95% CI) (17.6, 22.5) (21.7, NE) (13.7,17.7)  (0.375, 0.632)<0.0001
ORR,b % 45.6 65.7 37.4
(95% CI) (38.0, 53.3) (59.4, 71.4) (31.6,43.7)
Median DOR®, mo 7.0 13.9 10.8
(95% CI)° (4.2,11.6) (10.9, 18.5) (7.6,13.4)
DOR® 26 mo, n (%)° 29 (40.3) 110 (71.0) 38 (41.8)
DOR® >12 mo, n (%)° 15 (20.8) 54 (34.8) 16 (17.6)
Median time to response,” wk 6.6 7.0 7.3
(range)® (4.3-86.4) (5.1-103.6) (5.4-48.0)
21-sided stratified log rank test.
5By BICR.

°Responders: n=72, n=155, and n=91.
DOR, duration of response.


http://www.clinicaltrials.gov/ct2/show/NCT04607421
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Anlotinib versus bevacizumab added to standard first-line chemotherapy among
patients with RAS/BRAF wild-type, unresectable metastatic colorectal cancer: A
multicenter, prospective, randomised, phase 3 clinical trial (ANCHOR trial).

Ke-Feng Ding, Yue Liu, Yangiao Zhang, Rongbo Lin, Xiaobing Chen, Junye Wang, Mudan Yang, Xiujuan Qu, Yunfeng Li, Jiayi Li, Weisheng Zhang, Yong Mao, Ziwei Wang,
Zhenyang Liu, Ying Cheng, Jian Lei, Ye Xu, Yi Jiang, Zhanyu Pan, Liangjun Zhu, ANCHOR Trial's Group; Department of Colorectal Surgery and Oncology, Key Laboratory of
Cancer Prevention and Intervention, Ministry of Education, The Second Affiliated Hospital, Zhejiang University School of Medicine, Hangzhou, China; Gastroenterology,
Harbin Medical University Cancer Hospital, Harbin, China; Gastrointestinal Medical Oncology, Fujian Cancer Hospital, Fuzhou, China; Henan Cancer Hospital, Zhengzhou,
China; Department of Oncology, The Affiliated Hospital of Jining Medical College, Jining, China; Department of Gastroenterology, Shanxi Cancer Hospital, Taiyuan, China;
The First Hospital of China Medical University, Shenyang, China; Yunnan Cancer Hospital, Kunming, Yunnan, China; The First Affiliated Hospital of Xiamen University,
Xiamen, China; Gansu Provincial Hospital, Lanzhou, China; Affiliated Hospital of Jiangnan University, Wuxi, China; The First Affiliated Hospital of Chongging Medical
University, Chongging, China; Hunan Cancer Hospital, Changsha, China; Department of Thoracic Oncology, Jilin Cancer Hospital, Changchun, China; The First Affiliated
Hospital of Guangzhou Medical University, Guangzhou, China; Department of Colorectal Surgery, Fudan University Shanghai Cancer Center, Shanghai, China; Cancer
Hospital of Shantou University Medical College, Shantou, China; Tianjin Medical University Cancer Institute & Hospital, Tianjin, China; Jiangsu Cancer Hospital, Nanjing,
China

Background: Anti-VEGF antibodies combined with chemotherapy remain first-line treatment
for unresectable metastatic colorectal cancer (mCRC), but no randomised trials have evaluated
oral VEGFR-TKI plus chemotherapy in this setting. Methods: In this Chinese multicenter,
randomised, non-inferiority, phase 3 trial, treatment-naive RAS/BRAF wild-type mCRC pa-
tients with MDT-assessed unresectable metastases were 1:1 randomised to receive anlotinib
(12mg, QD, days 1-14) or bevacizumab (7.5mg/kg, IV, day 1), both combined with oxaliplatin
(13omg/m?, IV, day 1) and capecitabine (anlotinib group:850mg/m2, bevacizumab group
1000mg/m?, BID, days 1-14) in 3-week cycles. After 4-8 induction cycles, maintenance therapy
with anlotinib or bevacizumab plus capecitabine continued until progression/unacceptable
toxicity. Stratification factors were tumor location (right/left) and prior adjuvant chemother-
apy (yes/no). Primary endpoint was IRC-assessed PFS (non-inferiority margin HR=1.09);
secondary endpoints included investigator-assessed PFS, ORR, DCR, DoR, OS, liver metastases
resection rate, and quality of life. With one-sided «=0.025 and 81.2% of power, 524 PFS events
were required. Results: Between May 25th, 2021 to August 30th, 2023, 748 patients were
randomly assigned and included in the intention-to-treat population, with 373 in anlotinib
group and 375 in bevacizumab group. Patients had a median age of 59.0 years (IQR, 53.0-67.0)
and 227 (30.35%) of all 748 patients were female. The median follow-up was 25.10 months
(95% CI, 23.82-26.25). The median IRC-assessed PFS in anlotinib and bevacizumab group were
11.04 months (95% CI, 9.82-11.17) and 11.04 months (9.69-11.17), respectively, with HR 1.00
(0.84-1.18). Serious adverse events occurred in 143 (38.34%) of 373 patients in anlotinib group,
and in 129 of 375 (34.40%) patients in bevacizumab group. Conclusions: In unresectable RAS/
BRAF wild-type mCRC patients, anlotinib plus CapeOX showed comparable PFS time and safety
compared with bevacizumab plus CapeOX. The results provide a new treatment option for
unresectable RAS/BRAF wild-type mCRC patients. Clinical trial information: NCT04854668.
Research Sponsor: Chia Tai Tianqing Pharmaceutical Group Co., Ltd.

Anlotinib plus CapeOX Bevacizumab plus CapeOX

(n=373) (n=375) HR (95% CI)
ORR (95% Cl), % 61.93% (56.79-66.88)  62.13% (57.01-67.06)
DCR (95% Cl), % 92.76% (89.64-95.18) 93.07% (90.01-95.42)
Median DoR (95% Cl), months 9.66 (8.31-9.99) 9.69 (8.48-11.01) 1.04 (0.84-

1.27)

Resection rate of liver metastases, % 3.75% 2.93%
Grade >3 TEAE, n (%) 276 (73.99) 222 (59.20)
TEAE leading to treatment discontin- 30 (8.04) 34 (9.07)

uation, n (%)
TEAE leading to death, n (%) 16 (4.29) 17 (4.53)



http://www.clinicaltrials.gov/ct2/show/NCT04854668
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Association between empirical dietary inflammatory pattern (EDIP) and survival in
patients with stage Ill colon cancer: Findings from CALGB/SWOG 80702 (Alliance).

Sara K. Char, Qian Shi, Tyler Zemla, Chao Ma, En Cheng, Priya Kumthekar, Katherine A. Guthrie, Felix Couture, J. Phillip Kuebler, Pankaj Kumar, Benjamin R. Tan,
Smitha S. Krishnamurthi, Brian M. Wolpin, Francois J. Geoffroy, Fred Tabung, Anthony F. Shields, Eileen M. O'Reilly, Jeffrey A. Meyerhardt, Chen Yuan, Kimmie Ng;
Department of Medical Oncology, Dana-Farber Cancer Institute, Boston, MA; Alliance Statistics and Data Management Center, Mayo Clinic, Rochester, MN; Department of
Epidemiology and Population Health, Albert Einstein College of Medicine, Bronx, NY; Northwestern Memorial Hospital, Chicago, IL; SWOG Statistics and Data Management
Center, Fred Hutchinson Cancer Center, Seattle, WA; CHU de Québec, Quebec, QC, Canada; Columbus NCI Community Oncology Research Program, Columbus, OH; lllinois
CancerCare, P.C., Peoria, IL; Siteman Cancer Center, Washington University School of Medicine, St. Louis, MO; Department of Hematology and Medical Oncology, Cleveland
Clinic, Cleveland, OH; The Ohio State University College of Medicine and Comprehensive Cancer Center, Columbus, OH; Department of Oncology, Karmanos Cancer Institute,
Wayne State University, Detroit, MI; Memorial Sloan Kettering Cancer Center, Weill Cornell Medical College, New York, NY

Background: Systemic inflammation has been implicated in colon cancer progression. We
examined whether intake of a proinflammatory diet is associated with survival among patients
(pts) with stage III colon cancer. Methods: This prospective cohort study was nested within a
randomized phase III trial of adjuvant therapy in pts with stage III colon cancer who had
undergone curative-intent resection. EDIP score — a validated tool to classify the inflammatory
nature of diets — was derived as a cumulative exposure using data from food-frequency
questionnaires completed within 6 weeks of randomization and 14-16 months (mo) after
randomization. Cox proportional hazards regression was used to assess the associations of
EDIP with disease-free survival (DFS) and overall survival (OS). Results: Of 1625 included pts,
the mean (SD) age was 60.9 (10.5) years (yrs). Compared to pts in the lowest EDIP quintile, pts in
the highest quintile (a more inflammatory diet) were younger (58.7 = 10.8 vs 61.3 = 9.5 yrs old)
and more likely to be female (64.0% vs 48.9%) and have worse performance status (ECOG 1-2:
35.7% vs 19.4%). Pts in the highest quintile were less likely to be White (76.6% vs 92.0 %) and
more likely to be Black (15.4% vs 3.7%). Baseline aspirin use, assigned chemotherapy (3 mo vs 6
mo), and assigned pharmacotherapy (celecoxib vs placebo) were not significantly different
across EDIP quintiles. Compared with pts in the lowest EDIP quintile, pts in the highest quintile
had significantly worse OS (multivariable hazard ratio [HR] 1.87, 95% confidence interval [CI]
1.26-2.77, Ptrenq=0.01), but not DFS (HR 1.36, 95% CI 0.99-1.86, Pienq=0.22). Diet and physical
activity jointly influenced OS. Those with lower EDIP scores (quintiles 1-4, 80% of the study
population) and higher physical activity (=9 MET-h/wk) had the best OS (HR 0.37, 95% CI
0.25-0.53) compared with pts in the highest EDIP quintile (20% of the study population) and
lower physical activity (<9 MET-h/WK) (Pinteraction <0.001). The association between higher
EDIP and OS was consistent when analyzed by celecoxib and placebo treatment arms (Pinteraction
0.54). The relationship between EDIP and OS did not differ significantly according to aspirin
use, with HR1.60 (95% CI 0.71-3.60) among aspirin users and HR 2.01 (95% CI 1.27-3.16) among
aspirin non-users (Pinteraction 0-06). Conclusions: Our findings suggest that greater intake of a
proinflammatory dietary pattern is associated with worse OS in pts with stage III colon cancer.
Regular physical activity may attenuate the association, and further investigation of diet and
physical activity intervention is warranted. Support: U10CA180821, U10CA180882,
U24CA196171, U10CA180863, CCS 707213, UG1CA233234, U10CA180820, U10CA180868,
U10CA180888; https://acknowledgments.alliancefound.org. Pfizer; ClinicalTrials.gov Identi-
fier: NCT01150045. Research Sponsor: None.
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A randomized phase Il trial of the impact of a structured exercise program on
disease-free survival (DFS) in stage 3 or high-risk stage 2 colon cancer: Canadian
Cancer Trials Group (CCTG) CO.21 (CHALLENGE).

Christopher M. Booth, Janette L. Vardy, Christopher J. O'Callaghan, Sharlene Gill, Christine Friedenreich, Rebecca KS Wong, Haryana M. Dhillon, Victoria Coyle,

Neil Sun Chua, Derek J. Jonker, Philip James Beale, Kamal Haider, Patricia A. Tang, Tony Bonaventura, Ralph Wong, Howard J. Lim, Matthew E. Burge, Patti O'Brien,
Dongsheng Tu, Kerry S. Courneya; Queen's University, Kingston, ON, Canada; Faculty of Medicine and Health, University of Sydney & Sydney Cancer Survivorship Centre,
New South Wales, Australia; Canadian Cancer Trials Group, Queen'’s University, Kingston, ON, Canada; BC Cancer - Vancouver, Vancouver, BC, Canada; Alberta Health
Services - Cancer Care, Calgary, AB, Canada; Princess Margaret Cancer Centre, University Health Network, Toronto, ON, Canada; Faculty of Science, School of Psychology,
Centre for Medical Psychology & Evidence-based Decision-making, Psycho-Oncology Cooperative Research Group, The University of Sydney, Sydney, NSW, Australia;
Queen'’s University Belfast, Belfast, United Kingdom; Cross Cancer Institute, University of Alberta, Edmonton, AB, Canada; The Ottawa Hospital Cancer Centre, Ottawa, ON,
Canada; Concord Cancer Centre, Concord Hospital, Concord, NSW, Australia; Saskatoon Cancer Centre, University of Saskatchewan, Saskatoon, SK, Canada; Tom Baker
Cancer Centre, Calgary, AB, Canada; Newcastle Private Hospital, Waratah, NSW, Australia; CancerCare Manitoba, Winnipeg, MB, Canada; BC Cancer - Vancouver, University
of British Columbia, Vancouver, BC, Canada; Royal Brisbhane and Women's Hospital, Herston, QLD, Australia; Canadian Cancer Trials Group, Kingston, ON, Canada; Faculty
of Kinesiology, Sport, and Recreation, University of Alberta, Edmonton, AB, Canada

Background: Multiple observational studies have reported that post-diagnosis physical activity
(PA) is associated with reduced recurrence rates in early-stage colon cancer but epidemiologic
data is limited by confounding and reporting bias. CCTG CO.21 was designed to test the
hypothesis that a meaningful increase in recreational PA after adjuvant therapy is achievable
and will improve DFS in stage 3 or high-risk stage 2 colon cancer. Methods: CCTG CO.21 enrolled
patients at 55 sites in 6 countries. Patients with resected stage 3 or high-risk stage 2 colon
cancer who had received adjuvant chemotherapy were randomized to a structured exercise
program (SEP) or health education materials (HEM). HEM participants received education
materials promoting PA and healthy nutrition in addition to standard surveillance. SEP par-
ticipants worked with a PA consultant who delivered an exercise intervention using behavior
change methodology over 3 years. The SEP goal was to increase recreational PA by at least 10
MET-hours/week from baseline during the first 6 months and sustain this for 3 years. Par-
ticipants chose the type, frequency, intensity and duration of aerobic exercise. The primary
endpoint is DFS compared by a stratified log-rank test performed on an intention-to-treat
basis. Secondary endpoints include overall survival (OS) and patient-reported outcomes (SF-36
physical function scale was primary PRO). Results: Between 2009 and 2024,889 participants
were randomized to SEP (n=445) or HEM (n=444); 51% female, median age 61 years, 90% stage
3 disease. Compared to HEM, SEP resulted in statistically significant improvements in recre-
ational PA, predicted VO2max, and 6-minute walk distance, all maintained over the 3-year
intervention period. With a median follow-up of 7.9 years, 224 DFS events (93 in SEP and 131 in
HEM) and 107 deaths (41 in SEP and 66 in HEM) were observed. 5-year DFS was 80% in SEP and
74% in HEM (HR 0.72; 95% CI 0.55-0.94; p=0.017). 8-year OS was 90% in SEP and 83% in HEM
(HR=0.63; 95% CI=0.43-0.94; p=0.022). SF-36 physical function was substantially improved
with SEP at 6 months (mean change scores 7.42 vs 1.10, p<0.001) and was sustained to
24 months. In the safety analysis, 19% (79/428) of patients on SEP reported any grade of
musculoskeletal adverse event (MSK AE) over the course of the study, compared to 12% (50/
433) on HEM. 10% (8/79) of MSK AE on SEP were considered to be related to participation in the
PA program. Conclusions: Inpatients with stage 3 and high-risk stage 2 colon cancer, a 3-year
structured exercise program initiated shortly after completion of adjuvant chemotherapy
improves DFS, OS, patient-reported physical functioning, and health-related fitness. Health
systems should incorporate structured exercise programs as standard of care for this patient
population. Clinical trial information: NCT00819208. Research Sponsor: Canadian Cancer So-
ciety; National Health and Medical Research Council; Cancer Research UK; University of Sydney
Cancer Research Fund.


http://www.clinicaltrials.gov/ct2/show/NCT00819208
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Aspirin as secondary prevention for colorectal cancer liver metastases (ASAC): A
multicenter, randomized, double-blind, placebo-controlled, phase 3 trial.

Sheraz Yaqub, Bjgrn Atle Bjgrnbeth, Jon-Helge Angelsen, Richard Fristedt, Claus Wilki Fristrup, Oskar Hemmingsson, Bengt Isaksson, Ingebjgrg Soterud Juel,
Anders Riegels Knudsen, Peter Ngrgaard Larsen, Kim Erlend Mortensen, Inge Christoffer Olsen, Per Sandstrom, Oddvar Mathias Sandvik, Ernesto Sparrelid,

Helena Anna Taflin, Morten Valberg, Kjetil Tasken Sr., The ASAC Study Group; Department of Hepato-Pancreato-Biliary Surgery, Oslo University Hospital and University of
Oslo, Institute of Clinical Medicine, Oslo, Norway; Oslo University Hospital, Oslo, Norway; Department of Surgery, Haukeland University Hospital and Department of Clinical
Medicine, University of Bergen, Bergen, Norway; Department of Clinical Sciences Lund, Surgery, Lund University and Skane University Hospital, Lund, Sweden; Department
of Surgical Gastroenterology, Odense University Hospital, Odense, Denmark; Department of Diagnostics and Intervention, Surgery, Umeé University, Umed, Sweden;
Department of Surgical Sciences, Uppsala University, Uppsala, Sweden; Department of Gastrointestinal Surgery, Clinic of Surgery, St. Olav's Hospital, Trondheim University
Hospital, Trondheim, Norway; Department of Surgery, Aarhus University Hospital, Aarhus, Denmark; Department of Gastrointestinal Surgery, Rigshospitalet, Copenhagen,
Denmark; Department of Gastrointestinal Surgery, University Hospital of North Norway, Tromsg, Norway; Department of Research Support for Clinical Trials, Oslo
University Hospital, Oslo, Norway; Department of Surgery, Biomedicine and Clinical Sciences, Linkdping University, Linkdping, Sweden; Department of Gastrointestinal
Surgery, Stavanger University Hospital, Stavanger, Norway; Division of Surgery and Oncology, Department of Clinical Science, Intervention, and Technology, Karolinska
Institutet, Karolinska University Hospital, Stockholm, Sweden; Department of Surgery, Institute of Clinical Sciences, Sahlgrenska Academy, University of Gothenburg and
Region Vistra Gotaland, Sahlgrenska University Hospital, Department of Surgery, Gothenburg, Sweden; Department of Biostatistics, Oslo Centre for Biostatistics and
Epidemiology, Institute of Basic Medical Sciences, University of Oslo and Oslo Centre for Biostatistics and Epidemiology, Oslo University Hospital, Oslo, Norway;
Department of Cancer Immunology, Institute for Cancer Research, Oslo University Hospital and University of Oslo, Oslo, Norway

Background: Approximately 50% of patients with colorectal cancer develop liver metastases,
and while surgical resection improves survival, over half experience recurrence. Evidence from
laboratory and epidemiologic studies suggests that aspirin may have antineoplastic effects in
colon cancer, but its role in the secondary prevention of colorectal cancer liver metastases
remains unclear. Methods: This phase 3, randomized, double-blind, placebo-controlled trial
was conducted across 14 centers in Norway, Sweden, and Denmark. Patients (aged =18 years
old) radically treated for colorectal cancer liver metastases were randomly assigned in a1:1ratio
using computer-generated blocks to receive aspirin 160 mg or placebo once daily for 3 years or
until disease recurrence. Investigators and patients were masked to the treatment allocation.
The primary endpoint was 3-year disease-free survival from the start of medication, with
analyses performed on the full analysis set. The hazard ratio comparing the two treatment
groups was estimated by Cox regression, and the 3-year disease-free survival in each group was
estimated by the Kaplan-Meier method. Results: Between Dec 2017 and Jan 2022, 466 patients
were randomly assigned to treatment (aspirin, n=234; placebo, n=232). There were 38 who did
not start treatment (17/21 allocated to aspirin/placebo). All patients who started medication
were included in the full analysis set (aspirin, n=217; placebo, n=211). Of these patients, the
mean age was 62 years and 272 (64%) were males and 156 (36%) females. The primary tumor
site was in right colon, left colon, or rectum in 98 (45.2%), 37 (17.1%), 82 (37.8%) in the aspirin
group and 94 (44.5%), 54 (25.6%), 63 (29.9%) in the placebo group, respectively. Synchronous
liver metastasis was present in 98 (45.2%) and 88 (41.7%) in the aspirin and placebo groups,
respectively. The 3-year disease-free survival showed a hazard-ratio (HR) estimate of 1.06
(95% confidence interval (CI) 0.77—1.45, p-value 0.64) in disfavor of aspirin. The probability of
surviving past 36 months was 76.1% in the aspirin group and 84.9% in the placebo group, with
an overall survival HR of 1.60 (95% CI 0.99—2.61, p=0.057) in favor of the placebo. Adverse
events were reported in 53 patients in the aspirin group (24.4%) and 42 patients in the placebo
19.9%). Among these, 17 participants in the aspirin group and 4 in the placebo group (7.8% vs
1.9%) had at least one serious adverse event. There were no treatment-related deaths in either
group. Conclusions: This phase 3 trial showed that in patients with colorectal cancer liver
metastasis, daily aspirin 160 mg after complete tumor removal did not improve disease-free or
overall survival. Additionally, aspirin was associated with an increased incidence of serious
adverse events. Clinical trial information: NCT03326791. Research Sponsor: Norwegian Cancer
Society; Research Council of Norway; Therapy Research in the Specialist Health Services
Norway (KLINBEFORSK); Oslo University Hospital.


http://www.clinicaltrials.gov/ct2/show/NCT03326791
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Panitumumab retreatment followed by regorafenib versus the reverse sequence in
chemorefractory metastatic colorectal cancer patients with RAS and BRAF wild-type
circulating tumor DNA (ctDNA): Results of the phase Il randomized PARERE trial by
GONO.

Chiara Cremolini, Paolo Ciraci, Filippo Pietrantonio, Sara Lonardi, Marco Maria Germani, Adele Busico, Paolo Manca, Gianmarco Ricagno, Nicoletta Pella, Vincenzo Formica,
Mario Scartozzi, Valentina Burgio, Samantha Di Donato, Roberto Moretto, lolanda Capone, Federica Palermo, Federica Marmorino, Gianluca Masi, Luca Boni,
Daniele Rossini; Unit of Medical Oncology 2, Azienda Ospedaliera Universitaria Pisana and Department of Translational Research and New Technologies in Medicine and
Surgery, University of Pisa, Pisa, Italy; Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, Italy; Veneto Institute of Oncology 10V, IRCCS, Padua, Italy; Pathology Unit 2,
Department of Diagnostic Innovation, Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, Italy; Department of Surgery, Oncology and Gastroenterology, University of
Padua and Medical Oncology 1, Veneto Institute of Oncology IOV - IRCCS, Padua, Italy; Department of Oncology, ASUFC University Hospital of Udine, Udine, Italy; Medical
Oncology Unit, Department of Systems Medicine, Tor Vergata University Hospital, Rome, Italy; Medical Oncology Unit, University Hospital and University of Cagliari,
Cagliari, Italy; Department of Oncology, IRCCS San Raffaele Scientific Institute Hospital, Vita-Salute San Raffaele University, Milan, Italy; Medical Oncology Department
ASL Toscana Centro, Santo Stefano Hospital, Prato, Italy; Unit of Medical Oncology 2, Azienda Ospedaliera Universitaria Pisana, Pisa, Italy; Clinical Epidemiology Unit,
IRCCS Ospedale Policlinico San Martino, Genoa, Italy; Department of Experimental and Clinical Medicine, University of Florence, Oncology Unit, Careggi University Hospital,
Florence, Italy

Background: Retreatment (re-tx) with anti-EGFR monoclonal antibodies offers a promising
approach to extend the continuum of care of patients (pts) with RAS and BRAF wild-type (wt)
metastatic colorectal cancer (mCRC) with no mutations of resistance in their ctDNA at the time
of treatment re-exposure. Methods: PARERE (NCT'04787341) is an open-label, multicenter,
randomized phase II trial investigating the optimal sequencing of panitumumab (pani) and
regorafenib (rego) in the chemorefractory setting of RAS and BRAF wt mCRC pts, who previously
derived benefit from first-line anti-EGFR-containing regimens, then received at least one
intervening anti-EGFR-free line of treatment, and were prospectively selected for the absence
of RAS and BRAF mutations in their ctDNA. Eligible pts were randomized 1:1 to receive pani
followed by rego after progression (arm A) versus the reverse sequence (arm B). Primary
endpoint was overall survival (0S). 155 events were required to detect a hazard ratio (HR) of
0.69 in favor of arm B, using a two-sided unstratified log-rank test, with type I error of 0.15 and
80% power. Secondary endpoints included 15 and 2™ objective response rate (ORR), disease
control rate (DCR), progression-free survival (PES), and safety. Results: From December 2020
to December 2024, 428 pts from 37 Italian centers underwent molecular screening, and 213 with
RAS and BRAF wt ctDNA were randomized (arm A/B = 106/107). Median age was 61 and 64 years
(A/B), most pts had left-sided primary tumors (92/88%, A/B), and had received a median of 2
prior lines of therapy in both tx arms. After a median follow-up of 23.5 months (mos), 194 and
135 1°tand 2™ disease progression events were recorded, while OS data were not mature yet. Key
efficacy outcomes are summarized in the table. Adverse events occurred with the expected
frequency and grade in both treatment arms. Conclusions: PARERE is the largest randomized
trial demonstrating an ORR and PFS advantage in favor of liquid biopsy-guided anti-EGFR re-
tx, compared to regorafenib, in the late-line setting of RAS/BRAF wt mCRC. Clinical trial
information: NCT04787341. Research Sponsor: GONO Foundation; Amgen; Bayer.

ARM A? ARM B
pani, N =106 rego, N = 107 p* p**
1% PFS, median mos 41 2.4 HR: 1.23 (95% CI: 0.93 - 1.64) 0.15 0.12
1! ORR, % 16.0 1.9 OR: 0.1 (95% CI: 0.01 — 0.44); p < 0.01
1 DCR, % 59.4 31.8 OR: 0.32 (95% Cl: 0.18 — 0.56); p < 0.01
ARM A? ARM B
rego, N =75 pani, N =70
2" PFS, median mos 2.7 3.7 HR: 0.76 (95%Cl: 0.54 = 1.07) 0.12 0.07
2" ORR, % 0 17.4 OR: NA (95% CI: 3.44 - NA); p < 0.01
2" DCR, % 37.3 55.7 OR: 2.17 (95% CI: 1.11 — 4.27); p = 0.02
Per protocol population®
2" PFS, median mos 2.7 39 HR: 0.71 (95%Cl: 0.5 - 1.01)  0.06 0.03

OR, Odds Ratio; Cl, confidence interval; NA, not assessable; *Cox proportional hazards model; **stratified
log-rank test according to ECOG PS; ®reference; °pts actually treated with rego and pani (A/B, N = 68/69).


http://www.clinicaltrials.gov/ct2/show/NCT04787341
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JMT101 in combination with irinotecan and SG001 versus regorafenib in patients
with metastatic colorectal adenocarcinoma (mCRC): Results of a randomized,
controlled, open-label, phase Il study.

Jianmin Xu, Wentao Tang, Rongbo Lin, Xiwen Huang, Yangiao Zhang, Xiujuan Qu, Hailong Liu, Zhenyang Liu, Hongxia Lu, Jing Huang, Junli Xue, Bo Liu, Jinheng Hao,
Xiugao Yang, Yang Yang, Yangzhi Su, Jianhong Cheng, Xuechao Wan, Yane Song, Ran Zhang; Department of Colorectal Surgery, Zhongshan Hospital Fudan University,
Shanghai, China; Department of Gastrointestinal Medical Oncology, Clinical Oncology School of Fujian Medical University, Fujian Cancer Hospital, Fuzhou, China; Meizhou
People’s Hospital, Meizhou, China; Second Department of Gastroenterology, Harbin Medical University Cancer Hospital, Harbin, China; Department of Medical Oncology,
the First Hospital of China Medical University, Shenyang, China; Department of Oncology, Chenzhou First People’s Hospital, Chenzhou, China; Department of
Gastroenterology and Urology, Hunan Cancer Hospital, The Affiliated Cancer Hospital of Xiangya School of Medicine, Central South University, Changsha, China;
Department of Gastroenterology, Shanxi Province Cancer Hospital/Shanxi Hospital Affiliated to Cancer Hospital, Chinese Academy of Medical Sciences/Cancer Hospital
Affiliated to Shanxi Medical University, Taiyuan, 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 Oncology, East Hospital Affiliated to Tongji University,
Shanghai, China; Department of Gastroenterology, Cancer Hospital Affiliated to Shandong First Medical University, Jinan, China; CSPC Pharmaceutical Group Co., Ltd.,
Shijiazhuang, China

Background: Both Becotatug (JMT101, humanized IgGi anti-EGFR monoclonal antibody
[mAb]) + chemotherapy, and Enlonstobart (SGoo1, humanized IgG4 anti-PD-1 mAb), dem-
onstrated promising antitumor activity with favorable safety in advanced solid tumors. This
study evaluates the safety and preliminary efficacy of JMT101 + SG001 + irinotecan in patients
(pts) with metastatic colorectal adenocarcinoma (mCRC). Methods: This multicenter, ran-
domized, open-label phase II study enrolled pts with histologically or cytologically confirmed
RAS/BRAF wild-type mCRC without MSI-H/dMMR, who had progressed after = 2 prior sys-
temic therapies. Upon dose confirmation in safety run-in part (SRI, 3-6 pts, JMT101 6 mg/kg +
irinotecan 180 mg/m? + SG001 240 mg Q2W), eligible pts, stratified by PD-L1 expression (+/-),
were randomized 1:1:1 to receive either JMT101 + irinotecan + SG001 (Arm A), JMT101 +
irinotecan (Arm B), or regorafenib 160mg QD, days 1-21 of 28-day cycles (Arm C). The primary
endpoint is the ORR per RECIST v1.1 by investigator. Results: After the SRI in 3 pts, 106
additional pts (median age 58 yrs [25-74], 62.3% male) were randomized (36/35/35 in Arm
A/B/C). As of Jan 24, 2025, all SRI pts and 69/106 (65.1%) randomized pts (18/21/30 in Arm A/B/
C) completed treatment. The median follow-up was 7.4 months, with 34, 35, 34 efficacy-
evaluable pts in Arm A, B, and C, respectively. Detailed efficacy data are shown in the table. Arm
A and B had comparable ORR, DCR, and PFS, all statistically superior to Arm C. The median OS
was not reached. Grade = 3 treatment-related adverse events (TRAEs) occurred in 38.9% (14/
36), 54.3% (19/35), and 48.6% (17/35) pts in Arm A, B, and C, respectively. No TRAEs led to
discontinuation in Arm A/B, compared to 2/35 (5.7%) in Arm C. No TRAEs leading to death
occurred. Conclusions: Our results demonstrated a promising response rate and a tolerable
safety profile of JMT101 + irinotecan +/- SG001 in pts with mCRC. Preliminary data support
continued investigation, with updated results to follow. Clinical trial information:
NCT06089330. Research Sponsor: Shanghai JMT-Bio Technology Co., Ltd.

mPFS
6 mo- mo (95% P
CR PR SD PD NE ORR RD* DCR RD" DoR cl)  value*
SRI 0 1 0 2 0 333 / 33.3 / / 2.0 /
(33.3) (66.7) (0.84, (0.84, 0.92,
90.6) 90.6) NR)
Arm 0 441 412 82.4 20.6 48.0 57  0.003

15 13 4 2
A (441)(382)(11.8) (5.90) (27.2, (237, (655,  (0.06, (127, (3.75,
62.1) 58.6) 932) 41.1) 77.0)  NR)

Am 0 12 18 5 0 343 31.1 85.7 23.9 7.4 74  <0.001
B (34.3) (51.4) (14.3) (19.1, (146, (697, (3.85 (25.8, (3.91,
522)  47.5)  952)  439)  92.0)  NR)

Am 0 1 20 13 0 29(0.07, Ref 61.8 Ref. / 29  1.000
C  (2.90) (58.8) (38.2) 15.3) (43.6, (2.14,
77.8) 3.71)

Data are n (%) or % (95% Cl), unless noted.
“Rate difference, analyzed by Cochran-Mantel-Haenszel test.
#Estimated via stratified log - rank test, stratifying by PD-L1 expression (+/-).


http://www.clinicaltrials.gov/ct2/show/NCT06089330
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Safety and efficacy of reduced-port laparoscopic surgery for patients with colon and
upper rectal cancer.

Jun Huang, Tingyu Mou, You Li, Taicheng Zhou, Zhimin Liu, Bang Hu, Fang He, Yandong Zhao, Qijun Yao, Fengyun Pei, Menghan Wang; Department of Colorectal Surgery,
The Sixth Affiliated Hospital, Sun Yat-sen University, Guangzhou, China; Nanfang Hospital, Southern Medical University, Guangzhou, China; Ruijin Hospital, Shanghai
Jiaotong University, School of Medicine, Shanghai, China; The Sixth Affiliated Hospital of Sun Yat-sen University, Guangzhou, China; Department of General
Surgery(Coloproctology), the Sixth Affiliated Hospital, Sun Yat-sen University, Guangzhou, China; Department of Radiation Oncology, the Sixth Affiliated Hospital, Sun Yat-
sen University, Guangzhou, China; Department of Pathology, The Sixth Affiliated Hospital, Sun Yat-sen University, Guangzhou, China; The Sixth Affiliated Hospital, Sun Yat-
sen University, Guangzhou, China; Department of Colorectal Surgery, the Sixth Affiliated Hospital, Sun Yat-sen University, Guangzhou, China

Background: Radical laparoscopic resection is the mainstay of treatments for non-metastatic
colorectal cancer (CRC). Reduced-port laparoscopic surgery (RPLS) has emerged with the
concept of more minimal invasion on the basis of conventional laparoscopic surgery (CLS).
RPLS has only 3 or 4 ports for surgeon and observer, which might increase the difficulty of the
operation. The efficacy and safety of RPLS for CRC remains unclear. This study aims to evaluate
the curative effect and safety of RPLS versus CLS for resectable CRC, which is registered with
ClinicalTrials.gov (NCT05953662). Methods: From July 2023 to December 2024, a total of 500
patients with CRC received surgical treatment in the Sixth Affiliated Hospital of Sun Yat-sen
University, Nanfang Hospital of Southern Medical University and Ruijin Hospital of Shanghai
Jiao Tong University School of Medicine were enrolled in this prospective cohort study. The
primary outcome measure is 1 year disease free survival (DFS). The secondary outcome mea-
sures are total operation time, intraoperative blood loss, postoperative hospital stays, com-
plication rate, mortality, 3 years DFS and OS. Patients were randomized divided into RPLS group
(n=250) and CLS group (n=250). The study has completed recruitment. Results: There were no
significant differences of the clinical characteristics between the two groups. The RPLS group
had significantly less intraoperative blood loss (26.23+22.33 ml vs 50.72+80.10 ml, P<0.001).
The total operation time was also shorter for the RPLS group (147.89+52.40 min Vs
189.77%67.79 min, P<o.001). The postoperative hospital stay was shorter for the RPLS group
(7.63=4.45 days vs 8.22+3.61 days, P<o0.001). Regarding postoperative complications, the RPLS
group is comparable with CLS group in a total of grade I/II/III complication rate (6% vs 3.2%,
P=0.154). Grade III complications were few in both groups, presenting in 0.4% of the RPLS group
and 0.8% of the CLS group. The pTNM stage distribution was similar between the groups, with
no significant differences (P=0.59). The mean number of harvested lymph nodes was similar
(22.25*13.72 vs 23.55+18.22, P=0.413), as well as the mean number of positive lymph nodes
(1.04*2.54 vs 0.93*2.23, P=0.556). All of the participants were received a radical resection (R0
resection) with negative margin and circumferential resection margin. There was no mortality
in 30 days postoperative. With a median follow-up of 10 months, 2 cases experienced metastasis
in the RPLS group and 4 cases in the CLS group experienced postoperative recurrence and
metastasis. Conclusion: RPLS demonstrated non-inferiority in surgical safety compared to
CLS, with significantly less intraoperative blood loss, shorter operation time. Additionally,
RPLS showed superior postoperative recovery, with a shorter hospital stay. We need a long-
term follow-up to validate the oncology safety of the reduced-port approach. Clinical trial
information: NCT05953662. Research Sponsor: National Natural Science Foundation of China.


http://www.clinicaltrials.gov/ct2/show/NCT05953662
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Trastuzumab deruxtecan (T-DXd) vs ramucirumab (RAM) + paclitaxel (PTX) in
second-line treatment of patients (pts) with human epidermal growth factor re-
ceptor 2-positive (HER2+) unresectable/metastatic gastric cancer (GC) or gas-
troesophageal junction adenocarcinoma (GEJA): Primary analysis of the
randomized, phase 3 DESTINY-Gastric04 study.

Kohei Shitara, Mahmut Gumus, Filippo Pietrantonio, Sara Lonardi, Christelle De La Fouchardiere, Clélia Coutzac, Jeroen Dekervel, Daniel Hochhauser, Lin Shen,
Wasat Mansoor, Bo Liu, Lorenzo Fornaro, Min-Hee Ryu, Jeeyun Lee, Fabricio Souza, Lori Jukofsky, Yumin Zhao, Takahiro Kamio, Aziz Zaanan, Eric Van Cutsem; National
Cancer Center Hospital East, Kashiwa, Japan; Istanbul Medeniyet University, Prof. Dr. Suleyman Yalcin City Hospital, Istanbul, Turkey; Fondazione IRCCS Istituto Nazionale
dei Tumori, Milan, Italy; Veneto Institute of Oncology 10V, IRCCS, Padua, Italy; Centre Léon Bérard, Lyon, France; Department of Medical Oncology, Centre Léon-Bérard,
Lyon, France; University Hospitals Gasthuisberg and University of Leuven, Leuven, Belgium; University College Hospital Macmillan Cancer Centre, London, United Kingdom;
State Key Laboratory of Holistic Integrative Management of Gastrointestinal Cancers, Department of GI Oncology, Peking University Cancer Hospital & Institute, Beijing,
China; Christie NHS Foundation Trust, Manchester, United Kingdom; Shandong Cancer Hospital, Jinan City, China; Azienda Ospedaliero Universitaria Pisana, Pisa, Italy;
Asan Medical Center, University of Ulsan College of Medicine, Seoul, South Korea; Samsung Medical Center, Seoul, South Korea; Daiichi Sankyo, Inc., Basking Ridge, NJ;
Hopital Européen Georges Pompidou, Department of Digestive Oncology, Paris, France

Background: T-DXd 6.4 mg/kg is approved for pts with metastatic HER2+ GC/GEJA who
received a prior trastuzumab-based regimen based on prior phase 2 studies. This is the primary
efficacy analysis from a planned interim analysis of DESTINY-Gastrico4 (NCT04704934), a
global, randomized, multicenter, open-label, phase 3 study evaluating the efficacy and safety of
T-DXd vs RAM + PTX in pts with HER2+ unresectable/metastatic GC/GEJA in this second-line
setting. Methods: After biopsy-confirmed HER2+ status (IHC 3+ or IHC 2+/ISH+), pts were
randomized 1:1 to T-DXd 6.4 mg/kg or RAM + PTX. The primary endpoint was overall survival
(0S). OS between the 2 arms was compared by a log-rank test stratified using randomization
factors. Secondary endpoints by investigator assessment include progression-free sur-
vival (PFS), confirmed objective response rate (CORR), disease control rate (DCR), and safety.
Results: At data cutoff (October 24, 2024), 494 pts were assigned (T-DXd, n = 246; RAM + PTX,
n = 248). Based on 266 OS events observed (information fraction = 78.5%), efficacy superiority
was achieved (2-sided P < 0.0228). Median (m) (95% CI) OS follow-up was 16.8 mo (14.0-20.0)
for T-DXd and 14.4 mo (13.1-19.7) for RAM + PTX. mOS (95% CI) was 14.7 mo (12.1-16.6) for
T-DXd vs 11.4 mo (9.9-15.5) for RAM + PTX (hazard ratio [HR], 0.70; P = 0.0044). Additional
efficacy data are in the Table. Median (range) treatment duration was 5.4 mo (0.7-30.3) with
T-DXd and 4.6 mo (0.9-34.9) with RAM + PTX. Treatment-emergent adverse events (TEAESs)
were reported in 244/24/ (100%) vs 228/233 pts (97.9%) with T-DXd vs RAM + PTX, respec-
tively; 68.0% vs 73.8% were grade (G) =3. Serious TEAEs with T-DXd vs RAM + PTX occurred in
£41.0% Vs 43.3% of pts; TEAEs associated with drug discontinuation occurred in 14.3% vs 17.2%
of pts. Independently adjudicated drug-related interstitial lung disease/pneumonitis occurred
in 34 pts (13.9%) with T-DXd (1 G3, 0 G4/5) vs 3 pts (1.3%) with RAM + PTX (2 G3, 1 G5).
Conclusions: T-DXd showed statistically significant and clinically meaningful improvement in
0OS over RAM + PTX in pts with HER2+ unresectable/metastatic GC/GEJA, reinforcing its use as a
second-line standard of care. The safety profile of T-DXd 6.4 mg/kg was consistent with the
known safety profile of T-DXd in GC/GEJA, with no new safety signals. Clinical trial informa-
tion: NCT04704934. Research Sponsor: Daiichi Sankyo, Inc.

T-DXd RAM + PTX HR (95% CI)
Efficacy n = 246 n = 248 P value
mOS (95% Cl), mo 14.7 (12.1-16.6) 11.4 (9.9-15.5) 0.70 (0.55-0.90)
P=0.0044
mPFS (95% Cl), mo 6.7 (5.6-7.1) 5.6 (4.9-5.8) 0.74 (0.59-0.92)
P=0.0074
cORR (95% ClI), % 44.3 (37.8-50.9) 29.1 (23.4-35.3) P =0.0006

DCR (95% CI), % 91.9 (87.7-95.1) 75.9 (70.0-81.2)



http://www.clinicaltrials.gov/ct2/show/NCT04704934
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Results of a randomized phase Ill trial of pre-operative chemotherapy with
mFOLFIRINOX or PAXG regimen for stage I-1ll pancreatic ductal adenocarcinoma.

Michele Reni, Marina Macchini, Giulia Orsi, Letizia Procaccio, Giuseppe Malleo, Gianpaolo Balzano, llario Giovanni Rapposelli, Katia Bruna Bencardino, Mario Scartozzi,
Catia Carconi, Domenico Tamburrino, Barbara Merelli, Elisa Sperti, Giulio Belfiori, Nicole Liscia, Silvia Bozzarelli, Mariacristina Di Marco, Diego Palumbo, Valter Torri,
Massimo Falconi; Department of Medical Oncology, Pancreas Translational and Clinical Research Center, IRCCS San Raffaele Scientific Institute, Vita-Salute San Raffaele
University, Milan, Italy; Department of Medical Oncology, Pancreas Translational and Clinical Research Center, IRCCS San Raffaele Scientific Institute, Milan, Italy; Veneto
Institute of Oncology IOV, IRCCS, Padua, Italy; Pancreatic Surgery Unit, Pancreas Institute, Azienda Ospedaliera Universitaria Integrata, Verona, Italy; Division of Pancreatic
and Transplant Surgery, Pancreas Translational & Clinical Research Center, IRCCS San Raffaele Hospital, Milan, Italy; Department of Medical Oncology, IRCCS Istituto
Romagnolo per lo Studio dei Tumori (IRST) "Dino Amadori", Meldola, Italy; Niguarda Cancer Center, Grande Ospedale Metropolitano Niguarda, Milan, Italy; Medical Oncology
Unit, University Hospital and University of Cagliari, Cagliari, Italy; Division of Pancreatic and Transplant Surgery, Pancreas Translational & Clinical Research Center, IRCCS
San Raffaele Hospital, Vita-Salute San Raffaele University, Milan, Italy; Unit of Medical Oncology, Department of Oncology & Hematology, Papa Giovanni XXIII Cancer
Center Hospital, Bergamo, Italy; SCDU Oncologia Medica - A.0. Ordine Mauriziano di Torino, Turin, Italy; IRCCS Humanitas Research Hospital, Rozzano, Milan, Italy;
Department of Medical and Surgical Sciences, Alma Mater Studiorum University of Bologna, Bologna, Italy; Department of Radiology, Pancreas Translational and Clinical
Research Center, IRCCS San Raffaele Scientific Institute, Milan, Italy; Clinical Oncology Department, Mario Negri Institute - IRCCS, Milan, Italy

Background: Preoperative mFOLFIRINOX is a treatment option for patients (pts) with
resectable/borderline resectable (R/BR) pancreatic ductal adenocarcinoma (PDAC). Methods:
CASSANDRA (NCT04793932) is a multicenter phase 3 superiority trial randomizing pts <75y
with R/BR PDAC, stratified by site and CA19.9, in a 2 by 2 factorial design to receive either PAXG
(oral daily capecitabine 1250 mg/m? with biweekly cisplatin 30 mg/m?, nab-paclitaxel 150 mg/
m?, gemcitabine 800 mg/m?; arm A) or mFOLFIRINOX (biweekly 5-fluorouracil 2400 mg/m?,
irinotecan 150 mg/m?, oxaliplatin 85 mg/m?; arm B; 1°* random) for either 6 months before or
4 months before and 2 months after surgery (2™ random). The results of 1%t random are
presented. The primary endpoint is event-free survival (EFS = absence of progression, recur-
rence, 2 consecutive CA19.9 increases =20% separated by = 4 weeks, unresectability, intra-
operative metastasis, death) in the intention-to-treat population (ITT). Secondary endpoints
are overall survival (OS), radiological, CA19.9, and pathological response rate, resection rate,
toxicity, QoL in the ITT. With 173 events (260 pts) the study has a power of 80% to
demonstrate a statistically significant difference at 5% two sided stratified logrank test under
the alternative hypothesis of HR=0.65. EFS and OS were analyzed by Kaplan-Meier and log-
rank test, HR estimated by Cox proportional hazard model. Results: Between Nov 2020 and Apr
2024, 260 eligible pts (tab 1) were randomly assigned to either arm A (N=132) or B (N=128). At
data cutoff on March 1, 2025, with a median follow-up of 23.9 mos, 3y EFS was 30% (CI 20% —
£40%) in arm A and 14% (CI 5% — 23%) in arm B with HR 0.66 (CI 0.49-0.89, p=0.005). In A/B,
disease control rate was 98%/91% (p=0.009); CA19.9 reduction>50% 88/64% (p=<0.001);
resection rate 75/67% (p=0.165); pathologic stage < II 35/23% (p=0.03); main G3-4 toxicity
was: neutropenia 44/30%; fatigue 8/8%; diarrhea 2/5%; nausea/vomiting 7/10%; neuropathy
7/4%; AST/ALT 3/8%; infections 6/9%. Conclusions: Neoadjuvant PAXG significantly im-
proved EFS compared to mFOLFIRINOX in pts with R/BR PDAC. Clinical trial information:
NCT04793932. Research Sponsor: Non-Profit Patient Associations: MyEverest; Codice Viola;
Per la Vita; Oltre la Ricerca; Associazione Pierluigi Natalucci.

A B
Age 65 (42-76) 63 (41-76)
Females 68 (52%) 62 (48%)
KPS 90-100 123 (93%) 117 (91%)
cStage I-1I 119 (90%) 115 (90%)
n 13 (10%) 13 (10%)
R 63 (48%) 63 (49%)
BR 69 (52%) 65 (51%)
CA19.9 Normal 32 (24%) 43 (34%)

Increased Median 261 226



http://www.clinicaltrials.gov/ct2/show/NCT04793932
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PANOVA-3: Phase 3 study of tumor treating fields (TTFields) with gemcitabine and
nab-paclitaxel for locally advanced pancreatic ductal adenocarcinoma (LA-PAC).

Vincent J. Picozzi, Hani M. Babiker, Sreenivasa R. Chandana, Bohuslav Melichar, Anup Kasi, Gang Jin, Javier Gallego, Andrea J. Bullock, Hao Chunyi, Lucjan Wyrwicz,
Arsen Osipov, Christelle De La Fouchardiere, Tomislav Dragovich, Woo Jin Lee, Kynan Feeney, Philip Philip, Makoto Ueno, Eric Van Cutsem, Thomas Seufferlein,
Teresa Macarulla, PANOVA-3 Study Investigators; Virginia Mason Medical Center, Seattle, WA; Mayo Clinic, Jacksonville, FL; The Cancer and Hematology Centers, Grand
Rapids, MI; Palacky University and University Hospital Olomouc, Olomouc, Czech Republic; University of Kansas Cancer Center, Fairway, KS; Changhai Hospital, Shanghai,
China; General University Hospital Elche, Elche, Spain; Harvard Medical School, Harvard University and Beth Israel Deaconess Medical Center, Boston, MA; Beijing Cancer
Hospital, Beijing, China; National Institute of Oncology; Maria Sklodowska Curie National Cancer Research Institute, Warsaw, Poland; Cedars-Sinai Medical Center, Los
Angeles, CA; Centre Léon Bérard, Lyon, France; Baptist MD Anderson Cancer Center, Jacksonville, FL; National Cancer Center, Goyang, South Korea; St John of God
Murdoch Hospital, Murdoch, Australia; Wayne State University/Henry Ford Hospital, Detroit, MI; Kanagawa Cancer Center, Yokohama, Japan; University of Leuven, Leuven,
Belgium; University Hospital, UIm, Germany; Vall d'Hebron University Hospital, Vall d'Hebron Institute of Oncology (VHIO), Barcelona, Spain

Background: To date, no phase 3 clinical trial has demonstrated an overall survival (OS) benefit
in patients with locally advanced pancreatic adenocarcinoma (LA-PAC). TTFields are electric
fields that disrupt cancer cell division. TTFields therapy is approved for glioblastoma, pleural
mesothelioma, and metastatic non-small cell lung cancer. A phase 2 trial in PAC demonstrated
the safety and preliminary efficacy of TTFields therapy with gemcitabine with or without nab-
paclitaxel. We report final data from PANOVA-3 (NCT03377491), the largest global, phase 3,
randomized, open-label trial in LA-PAC to date. Methods: Adult patients with newly diagnosed
unresectable LA-PAC were randomized 1:1 to receive TTFields therapy (150 kHz) with
gemcitabine/nab-paclitaxel (GnP) or GnP. The primary endpoint was OS. Secondary endpoints
included progression-free survival (PES), local PFS, objective response rate (ORR), and pain-
free survival. Distant PFS (metastases beyond the pancreas and regional lymph nodes) was
assessed post hoc. Survival data were compared using the Kaplan-Meier method and alog-rank
test. Results: 571 patients were randomized. Baseline characteristics were generally well bal-
anced between the study arms. OS was significantly longer with TTFields/GnP than with GnP
(median 16.2 [95% CI: 15.0, 18.0] Vs 14.2 months [95% CI: 12.8, 15.4]; HR 0.82 [95% CI: 0.68,
0.99], p=0.039). One-year survival rate was also significantly improved with TTFields/GnP vs
GnP (68.1% [95% CI: 62.0-73.5] vs 60.2% [95% CI: 54.2-65.7], p=0.029). There was no
significant difference in PFS or local PFS between arms. Pain-free survival was significantly
longer with TTFields/GnP vs GnP (median 15.2 [95% CI: 10.3, 22.8] vs 9.1 months [95% CI: 7.4,
12.7]; HR 0.74 [95% CI: 0.56, 0.97], p=0.027). Post-hoc analysis showed significant distant PFS
benefit (median 13.9 [95% CI: 12.2, 16.8] vs 11.5 months [95% CI: 10.4, 12.9], HR 0.74 [95% CI:
0.57, 0.96], p=0.022) with TTFields/GnP vs GnP. ORR was similar between arms (36.1% [95%
CI: 30.0, 42.4] Vs 30.0% [95% CI: 24.3, 36.2], p=0.094). 97.8% and 98.9% of patients who
received TTFields/GnP and GnP, respectively, had adverse events (AEs) and 88.6% and
84.3% had grade =3 AEs. The most frequent grade =3 AEs were neutropenia (47.8% and
47.6%) and anemia (21.9% and 22.3). 81% of patients receiving TTFields/GnP had device-
related AEs, mostly grade 1/2 skin AEs, e.g., dermatitis (27.7%), rash (17.5%), and pruritus
(15.0%); grade 3 and grade 4 device-related AEs occurred in 9.1% and 0.4% of patients,
respectively. Conclusions: PANOVA-3 is the largest phase 3 trial exclusively performed in
patients with LA-PAC and the first to show a statistically significant OS benefit. With no additive
systemic toxicity and a statistically significant pain-free survival benefit, TTFields therapy is a
potential new standard treatment for LA-PAC. Clinical trial information: NCT03377491.
Research Sponsor: Novocure GmbH.


http://www.clinicaltrials.gov/ct2/show/NCT03377491
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Disitamab vedotin (DV) plus toripalimab (Tor) and chemotherapy (C)/trastuzumab
(Tra) as first-line (1L) treatment of patients (pts) with HER2-expressing locally
advanced or metastatic (la/m) gastric cancer.

Lin Shen, Zhi Peng, Changzheng Li, Linzhi Lu, Xiang Wang, Jun Zhang, Yangiao Zhang, Ting Deng, Meili Sun, Dongyan Cai, Yin Jin, Hong Zong, Feng Ye, Huiting Xu,
Mingjun Zhang, Jianzhi Liu, Dan Feng, Jianmin Fang; Beijing Cancer Hospital, Beijing, China; Peking University Cancer Hospital & Institute, Beijing, China; Shandong Cancer
Hospital, Jinan, China; Department of Gastroenterology, Gansu Wuwei Tumour Hospital, Wuwei, China; Xuzhou Central Hospital, Xuzhou, China; Rui Jin Hospital, Shanghai
Jiaotong University School of Medicine, Shanghai, China; Harbin Medical University Cancer Hospital, Harbin, China; Tianjin Cancer Hospital, Tianjin, China; Jinan Central
Hospital, Jinan, China; Affiliated Hospital of Jiangnan University, Wuxi, China; The First Affliated Hospital of Wenzhou Medical University, Wenzhou, China; The First
Affiliated Hospital of Zhengzhou University, Zhengzhou, China; Department of Medical Oncology, The First Affiliated Hospital of Xiamen University, Xiamen, China; Hubei
Cancer Hospital, Wuhan, China; The Second Affiliated Hospital of Anhui Medical University, Hefei, China; RemeGen Co., Ltd., Yantai, China; School of Life Science and
Technology, Tongji Univesity, Shanghai, China

Background: DV+T showed encouraging efficacy with manageable safety for pts with HER2-
expressing gastric or gastroesophageal junction (G/GEJ]) cancer in the second- and later-line
setting in a phase 1 trial (Wang et al, eClinicalMedicine, 2024). Here, we first report the efficacy
and safety of 1L. DV+Tor+C/Tra in pts with HER2-postive or HER2-low la/m G/GE] cancer from
the randomized phase 2 part of a seamless phase 2/3 trial. Methods: Pts with previously
untreated HER2-positive (IHC 3+, or IHC 2+/FISH+) la/m G/GE]J cancer were randomized (1:
1:1) to receive DV (2.5 mg/kg, Q2W) + Tor (3.0 mg/kg, Q2W) + CAPOX (oxaliplatin [0X]: 130 mg/
m?, day 1; capecitabine [CAP]: 1000 mg/m?, days 1-14; Q3W) (experimental group [EG] 1), or DV
+ Tor +Tra (staring dose of 8 mg/kg followed by 6 mg/kg, Q3W) (EG2), or Tor + Tra + CAPOX
(control group [CG] 1). For pts with HER2-low (IHC 1+, or IHC 2+/FISH-) la/m G/GE] cancer,
they were initially randomized (1:1) to receive DV (2.5 mg/kg) + Tor + CAPOX (EG1), or Tor +
CAPOX (CG1) in stage 1; based on the safety data from stage 1, stage 2 was designed to randomize
pts (1:1:1) to receive DV (2.5 mg/kg) + Tor + CAPOX (reduced dose: OX 100 mg/m?; CAP 750 mg/
m?) (EG2), or DV (2.0 mg/kg) + Tor + CAPOX (reduced dose) (EG3), or Tor + CAPOX (CG2). The
primary endpoint was objective response rate (ORR). Results: By date cutoff (Feb 7, 2025), 51
HER2-positive pts (mostly being HER2 IHC 3+) and 93 HER2-low pts (mostly being HER2 IHC
1+) were enrolled. In HER2-positive pts, superior ORR of 82.4% was observed in EG2. In HER2-
low pts, the ORR was 70.8% in EG1 and the hazard ratio (HR) for PFS was 0.67 compared to CG1
in stage 1, which favored the experimental group; the highest ORR was 76.9% in EG2 in stage 2.
Main outcomes are listed in the Table. Data will be updated during presentation. Conclusions: In
pts with HER2-positive la/m G/GE]J cancer, DV + Tor + Tra demonstrated a superior ORR,
offering a potential chemo-free treatment option. In pts with HER2-low la/m G/GE] cancer, DV
+ Tor + CAPOX showed superior ORR and PFS with a manageable safety profile; lowering the
CAPOX dose improved tolerability of the combination therapy while maintaining high efficacy.
Clinical trial information: NCT05980481. Research Sponsor: RemeGen Co., Ltd.

HER2-positive pts HER2-low pts

Stage 2
/ Stage 1 (dose optimization)

EG1 (n=18) EG2 (n=17) CG1 (n=16) EG1 (n=25) CG1 (n=23) EG2 (n=14) EG3 (n=15) CG2 (n=16)

Confirmed ORR*, % 66.7 82.4 68.8 70.8 47.8 76.9 60.0 46.7
(95% Cl) (41.0-86.7) (56.6-96.2) (41.3-89.0) (48.9-87.4) (26.8-69.4) (46.2-95.0) (32.3-83.7) (21.3-73.4)
Median PFS follow-up, 11.2 122 12.2 9.7 5.6
months

Median PFS (95% CI), Immature 9.7 7.2 Immature
months (5.8-NE) (5.4-11.3)
HR / 0.67 /
Any-G/G =3 TRAEs, % 100/ 100/ 100/ 100/ 100/ 100/ 100/ 100/
94.4 824 75.0 100 87.0 85.7 733 75.0

*In pts with =1 post-baseline tumor assessment. PFS, progression-free survival; NE, not estimable; G, grade; TRAE, treatment-related
adverse event.


http://www.clinicaltrials.gov/ct2/show/NCT05980481
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NAPOLI 3, a phase 3 study of NALIRIFOX in patients with metastatic pancreatic
ductal adenocarcinoma (mPDAC): Final overall survival (OS) analysis and char-
acteristics of the long-term survivors.

Vincent Chung, Mark D. Kochenderfer, Nagendra Natarajan, Grant Richard Williams, Ashley Ann Laursen, Paul Cockrum, Whitney Rhodes, Andy Surinach, Li Zhang, Jia Li,
Fiona Maxwell, Eileen M. O'Reilly, Zev A. Wainberg, Alice Zervoudakis; City of Hope, Duarte, CA; Blue Ridge Cancer Care, Roanoke, VA; Nebraska Cancer Specialists, Omaha,
NE; The University of Alabama at Birmingham, Birmingham, AL; Ipsen, Cambridge, MA; Ipsen Biopharmaceuticals, Inc., Cambridge, MA; Genesis Research Group, Hoboken,
NJ; Genesis Research, Hoboken, NJ; Ipsen, London, United Kingdom; Memorial Sloan Kettering Cancer Center, New York, NY; University of California, Los Angeles, Medical
Center, Los Angeles, CA

Background: Metastatic pancreatic ductal adenocarcinoma (mPDAC) is an aggressive malig-
nancy with a median overall survival (mOS) of between 8 and 11 months. With the use of modern
chemotherapy regimens, some patients with mPDAC have been shown to achieve long-term
survival of 18 months or longer (Rochefort et al. Oncol. 2019;24:1543—8). The aim of this analysis
was to describe long-term survivors among the North American population treated with
liposomal irinotecan plus 5-fluorouracil/leucovorin and oxaliplatin (NALIRIFOX) in the
NAPOLI 3 trial and to explore clinical and pathological factors that might be associated with
prolonged survival. Methods: Patients with confirmed untreated mPDAC randomized to receive
NALIRIFOX in NAPOLI 3 were treatment on days 1 and 15 of a 28-day cycle. In this post hoc
analysis of patients enrolled from centers in North America (n = 120), baseline characteristics
and NALIRIFOX dosing patterns were evaluated for individuals who survived for 18 months of
longer (long-term survivors; n = 15). The analysis was descriptive; no statistical tests were
performed. Kaplan—Meier methods were used to estimate mOS (interquartile range [IQR]).
Results: Among the long-term survivors, the mOS was 19.5 (IQR: 18.8—22.6) months and 53.3%
were male. At baseline, long-term survivors had a median age of 61.0 (IQR: 49.0—70.5) years,
had a median CA 19-9 level of 166.8 U/ml (IQR: 32.7—1728.4), 53.3% had Eastern Cooperative
Oncology Group Performance Score (ECOG PS) 0, 53.3% had the main pancreatic tumor located
in the body of the pancreas, 66.7% had liver metastasis, and 53.3% had = 3 metastatic sites.
Liposomal irinotecan and oxaliplatin dose reductions were experienced by 66.7% and 80.0% of
long-term survivors, respectively, and dose delays by 86.7% and 80.0%, respectively. Median
cumulative dose of liposomal irinotecan was 1229.4 (IQR: 821.9—1513.9) mg/m? for long-term
survivors and median cumulative dose of oxaliplatin was 962.3 (655.0—1470.3) mg/ml. Median
duration of exposure was 65.1 (IQR: 40.1-89.0) weeks for liposomal irinotecan and 39.9
(26.6—76.4) weeks for oxaliplatin. Conclusions: This post hoc analysis investigated character-
istics and dosing patterns of long-term survivors from NAPOLI 3 treated with NALIRIFOX in
North America. Patients with prolonged OS were generally younger (vs typical mPDAC diag-
nosis), few had tumors in the head or tail of the pancreas and, overall, CA19-9 levels and ECOG
PS were low. A large proportion of long-term survivors experienced liposomal irinotecan and/
or oxaliplatin dose reductions or treatment delays, but had prolonged exposure and high
cumulative doses of both drugs. Despite liver metastasis and = 3 metastatic sites in a substantial
proportion of long-term survivors, dose modifications and an otherwise good clinical profile
enabled attainment of along mOS. Small sample size limits the generalizability of these results.
Clinical trial information: NCT04083235. Research Sponsor: Ipsen.


http://www.clinicaltrials.gov/ct2/show/NCT04083235
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Mitomycin plus BCG as adjuvant intravesical therapy for high-risk, non—muscle-
invasive bladder cancer: A randomized phase 3 trial (ANZUP 1301).

Dickon Hayne, Alison Yan Zhang, Hayley Thomas, Stephen P. McCombie, Cynthia Hawks, Paul Anderson, Patricia A. Bastick, Emma Kate Beardsley, William Green,
Mark Frydenberg, Jeremy Grummet, Joseph Ischia, Laurence Krieger, Andrew Mitterdorfer, Manish Patel, Shomik Sengupta, Ratnesh Kumar Srivastav,

Andrew David Redfern, lan D. Davis, Martin R. Stockler, The Australian and New Zealand Urogenital and Prostate Cancer Trials Group (ANZUP); UWA Medical School,
University of Western Australia, Perth, Western Australia, Australia; NHMRC Clinical Trials Centre, University of Sydney, Sydney, NSW, Australia; NHMRC Clinical Trials
Centre, University of Sydney, Sydney, Australia; UWA Medical School, University of Western Australia, Perth, Australia; Royal Melbourne Hospital, Department of Urology,
Richmond, Australia; Southside Cancer Care, Kogarah, NSW, Australia; Frankston Hospital, Dept. of Medical Oncology, Melbourne, Australia; Nottingham University
Hospitals, Dept. of Urology, Nottingham, United Kingdom; Monash University Faculty of Medicine, Clayton, Australia; Monash University, Melbourne, Australia; University of
Melbourne, Austin Health , Heidelberg Vic, Australia; Genesis Care, North Shore, Sydney, NSW, Australia; Concord Repatriation General Hospital, Dept. of Urology, Sydney,
Australia; University of Sydney, Sydney, Australia; Monash University Eastern Health Clinical School, Box Hill, Australia; The Tweed Hospital, Tweed Heads, NSW, Australia;
Fiona Stanley Hospital, Murdoch, Western Australia, Australia; Eastern Health Clinical School, Monash University and Eastern Health, Melbourne, Australia; NHMRC Clinical
Trials Centre, The University of Sydney, Camperdown, NSW, Australia

Background: Intravesical BCG is the standard of care for high-risk non-muscle invasive
bladder (NMIBC) after maximal transurethral resection. Availability and access to BCG have
been a global challenge since 2013. We sought to determine the efficacy and safety of intra-
vesical treatment with BCG plus mitomycin (BCG+MM) compared with BCG-alone for high-
risk, BCG-naive NMIBC. Methods: This was an open-label, randomized, phase 3 trial. Eligible
participants (pts) had high-grade papillary urothelial cancer stages pTa/pT1; concurrent CIS
was allowed. Pts were randomly assigned BCG+MM vs BCG-alone. The BCG+MM regimen was
weekly induction x 9 (BCG wks 1, 2, 4, 5, 7, and 8; MM wks 3, 6, and 9) followed by 4-weekly
maintenance x 9 (MM wks 13,17, 25, 29, 37, and 41; BCGwks 21, 33, and 45: total of 9 BCG doses).
The BCG-alone regimen was weekly induction x 6, then 4-weekly maintenance x 10: total of 16
BCG doses. The primary endpoint was disease-free survival (DFS) at 2 years; secondary out-
comes included complete response on cystoscopy at 3 months (CR3mos), time-to-recurrence
(TTR), time-to-progression (TTP), overall survival (OS) and adverse events (AE). The target
sample size of 500 provided 85% power to detect an absolute improvement of 10% in DFS at 2
years with a type-1 error rate of 0.05. Cox regression was used to calculate hazard ratios (HR),
confidence intervals (CI), and account for competing risks. P-values are 2-sided and not
adjusted for multiple comparisons. Clinicaltrials.gov NCT02948543. Results: We enrolled
501 pts from DEC2013 to MAY2023: median age 70 years (IQR 63-77); pTa 53%, pT1 47%,
concurrent CIS 28%. In this primary analysis, the median follow-up was 47 months (IQR 31-64)
at the data cut-off of 06DEC2024. Analyses of all key endpoints (DFS, CR3mos, TTR, TTP and
0S) supported similar efficacy in the 2 treatment groups (see table), but none with p<0.05. The
total numbers of instillations were higher for BCG+MM than BCG-alone (4,034 vs 3,383),
whereas the total doses of BCG (2,056 vs 3,383), and median doses of BCG per pt (9 vs 16) were
lower for BCG+MM than BCG-alone. The numbers of pts with grade 3-5 AEs were 43 in BCG-
MMyvs 37in BCG-alone. The AE (of any grade) reported by the highest numbers of pts (BCG+MM
vs BCG-alone) were fatigue (109 vs 110), renal/urinary (78 vs 83), and flu-like symptoms (34 vs
60). More pts had =75% of their planned doses with BCG+MM than BCG-alone (78% vs 68%;
p=0.02). Conclusions: BCG+MM had similar efficacy and safety, but with fewer treatment
discontinuations and fewer doses of BCG than BCG-alone. BCG+MM is a good alternative to
BCG-alone. Clinical trial information: NCT02948543. Research Sponsor: Cancer Australia;
National Health and Medical Research Council; The Australian and New Zealand Urogenital and
Prostate Cancer Trials Group (ANZUP).

BCG-alone
BCG+MM N=248 N=252 HR (95% CI) p-value
DFS at 2 years 76% 1% 0.86 (0.64-1.14) 0.30
CR at 3 months 90% 86% 1.05 (0.98-1.12) 0.22
Recurrence-free at 2 years 81% 75% 0.84 (0.61-1.18) 0.31
Progression-free at 5 years 87% 81% 0.74 (0.45-1.21) 0.23
OS at 5 years 87% 87% 1.07 (0.61-1.88) 0.81



http://www.clinicaltrials.gov/ct2/show/NCT02948543
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ENLIGHTED phase 3 study: Interim results of efficacy and safety of padeliporfin
vascular targeted photodynamic therapy (VTP) in the treatment of low-grade upper
tract urothelial cancer (LG UTUC).

Vitaly Margulis, Ronald P. Kaufman Jr., Gautier Marcq, Asaf Shvero, Neal D. Shore, Sarah P. Psutka, Edward M. Uchio, Hooman Djaladat, Jay D. Raman, Ahmad Shabsigh,
Marc Colombel, Marcos Aller, Steffen Rausch, Robert Grubb, Axelle Mroz, Natalia Kudinova, Yaniv Cohen, Genia Alpert, Avigdor Joshua Scherz, Jonathan Coleman; UT
Southwestern Medical Center, Dallas, TX; Albany Medical College, Albany, NY; Lille University Hospital, Lille, France; "Chaim Sheba" Medical Center, Ramat Gan, Israel;
Carolina Urologic Research Center, Myrtle Beach, SC; Department of Urology, University of Washington, Seattle, WA; Department of Urology, University of California, Irvine
Medical Center, Orange, CA; Institute of Urology, USC Norris Cancer Center, Laton, CA; Pennsylvania State University Hershey College of Medicine, Hershey, PA; Ohio State
University Comprehensive Cancer Center, Columbus, OH; Hopital Edouard Herriot, Lyon, France; Hospital Universitario de A Coruna, Coruna, Spain; Department of Urology,
Eberhard Karls University, Tiibingen, Germany; Medical University of South Carolina, Charleston, SC; Steba France SAS, Versailles, France; Steba/Impact Biotech, Ness
Ziona, Israel; Weizmann Institute of Science, Department of Plants and Environmental Sciences, Rehovot, Israel; Memorial Sloan Kettering Cancer Center, New York, NY

Background: Padeliporfin VTP has demonstrated safety and efficacy for UTUC treatment in a
Phase 1study (NCT03617003). Padeliporfin VTP is acombination product of a drug, padeliporfin
administered IV and a optical fiber coupled laser emitting near-infrared light endoluminally to
UTUC tumors. We report the interim analysis of efficacy and safety outcomes of Padeliporfin
VTP for treatment of LG UTUC in ENLIGHTED, a Phase 3 trial (NCT04620239). Methods: This is
an open-label phase 3 study conducted in USA, EU, and Israel. Key inclusion criteria are: up to 2
biopsy-proven LG UTUC with index tumor =15mm in the kidney (=20mm in the ureter) and
absence of high-grade cytology. VTP is performed via retrograde upper tract endoscopy under
anesthetic and low light conditions, Padeliporfin is injected IV and an optical fiber, 20-40 mm
diffuser, is positioned in proximity of the tumor through the scope. After Padeliporfin injection,
the laser is activated for 10 min. Patients (Pts) are treated in two phases: Induction (ITP) and
Maintenance Treatment Phases (MTP). ITP consists of 1-3 VIPs provided at 4-week intervals
until achieving complete response (CR) or treatment failure on Primary Response Evaluation
(PRE) visit. Primary endpoint is CR on endoscopic evaluation and negative instrumental cy-
tology at the time of PRE (28 =+ 3 days post last treatment) during ITP. Pts achieving CR will
proceed to MTP and be followed with endoscopic evaluation every 3 months (mos) with VTP
provided for recurrent tumors in the period up to 12 mos. Pts completing MTP, will be followed
for additional 48 mos for long-term outcomes. A total of 100 pts are to be enrolled. Results:
Interim analysis is defined in the study protocol and conducted mid-way (50% of evaluable pts)
into the study with the cut-off date 5 November 2024. CR rate 73%, Partial Response rate 13.5%,
Disease Recurrency rate 10.8%, Disease progression rate 2.7%, Overall Response Rate 86.5%.
The most frequent TEAEs (Grade 1-2, resolved within few days) were: hematuria 14%, flank
pain 10%, procedural pain 6.4%, dysuria 5.2%, UTI 5.2%, abdominal pain 4.7%, vomiting 4.7%,
fatigue 4%, nausea 3.5%. Sixteen (9.2%) Grade 3 serious adverse events (SAE) were reported.
Grade 3 SAEs related to the VTP treatment were renal colic and flank pain, and resolved within
2 days. Conclusions: Padeliporfin VTP has demonstrated efficacy and safety aligned with
previous findings. Recruitment in ENLIGHTED trial is ongoing, with results anticipated to
support the approval of a new therapy offering clinical benefits and organ-sparing alternative
for pts. Clinical trial information: NCT04620239. Research Sponsor: Steba/Impact Biotech.


http://www.clinicaltrials.gov/ct2/show/NCT04620239
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Phase 3 AMPLITUDE trial: Niraparib (NIRA) and abiraterone acetate plus prednisone
(AAP) for metastatic castration-sensitive prostate cancer (nCSPC) patients (pts)
with alterations in homologous recombination repair (HRR) genes.

Gerhardt Attard, Neeraj Agarwal, Julie N. Graff, Shahneen Sandhu, Eleni Efstathiou, Mustafa Ozgiiroglu, Andrea J. Pereira de Santana Gomes, Karina Costa Maia Vianna,
Hong Luo, Heather H. Cheng, Won Kim, Carly Rachel Varela, Daneen Schaeffer, Shiva Dibaj, Susan Li, Fei Shen, Suneel Dinkar Mundle, David Olmos, Kim N. Chi,
Dana Rathkopf, on behalf of the AMPLITUDE Investigators; Cancer Institute, University College London, London, United Kingdom; Huntsman Cancer Institute, University of
Utah, Salt Lake City, UT; Oregon Health & Science University and Knight Cancer Institute and Veterans Affairs Portland Health Care System, Portland, OR; Peter MacCallum
Cancer Centre, Melbourne, Australia; Houston Methodist Cancer Center, Houston, TX; Istanbul University-Cerrahpasa, Cerrahpasa Faculty of Medicine, Istanbul, Turkey;
Liga Norte Riograndense Contra o Cancer, Natal, Brazil; Centro Integrado de Oncologia de Curitiba, Curitiba, Brazil; Chongging University Cancer Hospital, Chongqing, China;
University of Washington & Fred Hutchinson Cancer Center, Seattle, WA; Johnson & Johnson, Los Angeles, CA; Johnson & Johnson, Spring House, PA; Johnson & Johnson,
San Diego, CA; Johnson & Johnson, Raritan, NJ; 1+12 Biomedical Research Institute, Hospital Universitario 12 de Octubre, Madrid, Spain; BC Cancer - Vancouver Center,
University of British Columbia, Vancouver, BC, Canada; Memorial Sloan Kettering Cancer Center and Weill Cornell Medicine, New York, NY

Background: NIRA is a highly selective and potent inhibitor of poly (ADP-ribose) polymerase
(PARP)-1/2. In the MAGNITUDE trial, NIRA + AAP significantly improved radiographic
progression-free survival (rPFS) in HRR gene—altered metastatic castration-resistant prostate
cancer. The double-blind, placebo (PBO)-controlled AMPLITUDE trial (NCT04497844) eval-
uated the efficacy and safety of NIRA + AAP in HRR gene—altered mCSPC. Methods: Pts with
germline or somatic HRR gene alterations (BRCA1, BRCA2, BRIP1, CDK12, CHEK2, FANCA, PALB2,
RAD51B, RAD54L) were randomized 1:1 to a dual-action tablet (NIRA 200 mg + abiraterone
acetate 1000 mg) plus prednisone 5 mg, or PBO + AAP (hereafter AAP). Eligible pts had
received =6 mo of androgen deprivation therapy (ADT) = =6 cycles of docetaxel (DOC)
+ =45 d of AAP with metastatic disease extended beyond lymph nodes. The primary end point
is investigator-assessed rPFS (time from randomization to radiographic progression or death).
Secondary end points include time to symptomatic progression (TSP), overall survival (0S), and
safety. The Kaplan-Meier product limit method and a stratified Cox model were used for time-
to-event variables and the hazard ratio (HR) and stratified log-rank test for estimating
treatment effect. This is the first and final analysis for rPFS and the first interim analysis
(of 3) for OS (data cutoff, 7 Jan 2025). Approximately 261 rPFS events were required (2-sided «,
0.025; power, 91%) for an HR =0.64 to demonstrate efficacy. Results: 696 pts were randomized
to NIRA + AAP (n=348) or AAP (n=348). Median age was 68 y (IQR, 61-74); 55.6% had BRCA1/2
alterations, 78% were high-volume metastatic (IM1), 87% were de novo M1, and 16% had prior
DOC. Median follow-up is 30.8 mo. The primary end point was met, with rPFS significantly
longer with NIRA + AAP (median, not reached [NR]) vs AAP (29.5 mo [95% CI, 25.8-NR]; HR,
0.63[95% CI, 0.49-0.80], p=0.0001), including in the prespecified BRCA1/2 subgroup (HR, 0.52
[95% CI, 0.37-0.72], p<0.0001). TSP was significantly improved with NIRA + AAP vs AAP (HR,
0.50[95%CI, 0.36-0.69], p<0.0001; BRCA1/2: HR, 0.44[95% CI, 0.29-0.68], p=0.0001). A trend
in OS was seen at this first interim analysis (193/389 events) favoring NIRA + AAP (HR, 0.79
[95% CI, 0.59-1.04], p=0.10; BRCA1/2: HR, 0.75 [95% CI, 0.51-1.11], p=0.15). Grade 3/4 adverse
events (AEs) occurred in 75.2% with NIRA + AAP and 58.9% with AAP, most commonly anemia
(29.1% Vs 4.6%) and hypertension (26.5% vs 18.4%). Treatment discontinuations due to AEs
were low: NIRA + AAP: 11.0%; AAP: 6.9%. Conclusions: NIRA + AAP significantly improved rPFS
and TSP vs AAP in pts receiving ADT +/- prior DOC and had a favorable effect on OS. There were
no new safety signals. AMPLITUDE supports NIRA + AAP as a potential new standard of care for
pts with HRR gene—altered mCSPC. Clinical trial information: NCT04497844. Research Spon-
sor: Janssen Research & Development, LLC, a Johnson & Johnson company.


http://www.clinicaltrials.gov/ct2/show/NCT04497844
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An open label randomized non-inferiority trial comparing adjuvant platinum plus
paclitaxel to platinum plus 5-FU after curative resection in high-risk penile
carcinoma.

Aditya Dhanawat, Vanita Noronha, Nandini Sharrel Menon, Minit Jalan Shah, Vijay Maruti Patil, Amit Joshi, Gagan Prakash, Mahendra Pal, Amandeep Arora, Ankit Misra,
Supriya Goud, Sucheta Bhagwan More, Akanksha Yadav, Vedang Murthy, Priyamvada Maitre, Santosh Menon, Palak Popat, Nilesh Sable, Archi Agrawal, Kumar Prabhash;
Tata Memorial Centre, Mumbai, India

Background: There is limited evidence to guide adjuvant therapy in high-risk penile cancer.
Methods: Patients with high-risk penile cancer [> 1 inguinal lymph node (LN), perinodal
extension, pelvic LN, or LN > 4 cm] who underwent curative resection were randomized 1:1 to
receive 4 cycles of platinum plus 5-FU (PF arm) or platinum plus paclitaxel (PP arm), followed
by concurrent chemoradiotherapy. Primary endpoint was progression-free survival (PFS);
secondary endpoints were overall survival (0S), toxicities and quality of life (QoL). The study
was approved by IEC and registered with CTRI. Recruitment began in March 2017 but closed
prematurely due to slow accrual. Results: Between March 2017 and October 2024, 49 patients
were randomized (Table 1). Median follow-up was 60.1 months. There was no significant
difference in median PFS (12.5 vs 35.9 months, p=0.460), 5-year PFS (36.1% vs 38.5%), median
0S (21.6 vs 37.2 months, p=0.530) and 5-year OS (45.3% Vs 41.1%) between PF and PP arm,
respectively. Dose reductions were higher (33.3% vs 4.5%, p=0.015), similar dose delays (33.3%
vs 31.8%, p=0.916) and a non-significant increase in drug discontinuation (42.9% vs 18.2%,
p=0.078) in the PF arm. Grade 3/4 hematological (28.6% vs 4.5%), p=0.033) and gastrointestinal
(33.3% Vs 4.5%, p=0.015) toxicities were higher in PF arm. Infections (9.5% vs 13.6%, p=0.674)
and hospitalizations (38.1% vs 18.2%, p=0.146) were similar. QoL (EORTC QLQ-C30 and MSHQ)
analysis showed no difference in global health status (p=0.094), functional and symptom
scales. Patients in PF arm reported more erectile dysfunction-related bother (p=0.018) while
other MSHQ domains were similar. Conclusion: Adjuvant platinum plus 5-FU showed similar
efficacy to platinum plus paclitaxel in high-risk penile carcinoma after curative resection,
albeit with higher hematological and gastrointestinal toxicities, as well as erectile dysfunction-
related bother. Clinical trial information: CTRI/2016/12/007567. Research Sponsor: Tata Me-
morial Hospital.

Baseline and treatment details.

5-FU + Platinum Paclitaxel + Platinum
Characteristics (N = 25) (N = 24) p-value
Age (years)
Median (Range) 49 (29-70) 51 (26-70)

Co-morbidities

Hypertension 5 (20%) 5 (20.8%) 0.942
Diabetes Mellitus 5 (20%) 4 (16.7%) 0.763
Coronary Artery Disease 3 (12%) 1 (4.2%) 0.317
Prior phimosis 3 (12%) 1 (4.2%) 0.317
Smoker or smokeless tobacco 9 (36%) 10 (41.7%) 0.773
ECOG PS 0.715
0 2 (8%) 1 (4.2%)
1 21 (84%) 22 (91.6%)
2 2 (8%) 1 (4.2%)
Surgery 0.995
Glansectomy 4 (16%) 4 (16.7%)
Partial penectomy 17 (68%) 16 (66.6%)
Total penectomy 4 (16%) 4 (16.7%)
Degree of differentiation 0.566
Grade 1 2 (8%) 2 (8.3%)
Grade 2 12 (48%) 8 (33.3%)
Grade 3 11 (44%) 14 (58.3%)
Pathological T stage 0.525
T 10 (40%) 6 (25%)
T2 8 (32%) 9 (37.5%)
T3 7 (28%) 9 (37.5%)
Pathological N stage 0.950
N2 4 (16%) 4(16.7%)
N3 21 (84%) 20 (8.3%)
LVI or PNI 11 (44%) 9 (37.5%) 0.644
> 3 adjuvant cycles 15 (60%) 22 (91.6%) 0.010
Completed CTRT 12 (48%) 14 (58.3%) 0.469
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Lower-dose versus standard-dose abiraterone in patients with metastatic castra-
tion resistant prostate cancer: A multicentric randomized phase Ill non-inferiority
trial.

Minit Jalan Shah, Vanita Noronha, Nandini Sharrel Menon, Vijay Maruti Patil, Akhil Kapoor, Amrit Dhar, Supriya Goud, Archi Agrawal, Nilesh Sable, Nitesh Chavan,
Anupama Pradosh, Vikram Gota, Kumar Prabhash; Tata Memorial Centre, Mumbai, India; Tata Memorial Hospital, Mumbai, India; Hinduja Hospital, Mumbai, India;
Mahamana Pandit Madan Mohan Malviya Cancer Centre, Homi Bhabha Cancer Hospital, Tata Memorial Centre, Varanasi, India; Tata Memorial Centre, ACTREC, Mumbai,
India; ACTREC, Tata Memorial Centre, Mumbai, India; Tata Memorial Hospital, Tata Memorial Centre, HBNI, Mumbai, India

Background: Abiraterone Acetate (AbA), a novel hormonal agent, is commonly used in patients
with metastatic prostate cancer. However, the standard 1000 mg dose administered in the
fasting state often results in poor patient compliance. Its high cost further limits access in
resource-limited settings. Recently, lower-dose AbA (250 mg with a low-fat meal) has been
included in the National Comprehensive Cancer Network guidelines, however, clinical efficacy
data remain limited. This study evaluates the efficacy of lower-dose AbA in our patient cohort.
Methods: This randomized, open-label, multicenter, phase III non-inferiority trial enrolled
patients with metastatic castration-resistant prostate cancer (mCRPC). Patients were ran-
domized 1:1 to receive either lower-dose AbA (250 mg with a low-fat meal, Arm-A) or the
standard-dose (1000 mg fasting, Arm-B). The planned sample size was 314 (80% power, 5%
alphaerror, 1.37 non-inferiority margin), but slow accrual led to early trial closure. The primary
endpoint was PSA Progression Free Survival (PSA-PES). Secondary endpoints were PSA re-
sponse rates [PSA;,, PSAs, (% of patients with >30% and >50% reduction in PSA level from
baseline)], radiographic PFS, overall survival (0S), QOL, cost, and pharmacokinetic (pK) anal-
ysis (Pumas v2.6). Results: The study recruited 164 patients between September 2020 and
January 2025. The median age was 65 years (IQR 60.0-71.6), with 31.7% (n = 52) patients
aged >70 years. The ECOG-PS was 1 in 68.3% (n = 112) of patients. A total of 92.1% (n = 151)
patients had a monthly income below the national average (~17,000). The median number of
prior treatment lines was 1 (IQR, 1), with 64.0% (n = 105) receiving prior docetaxel. Arm-A
included 86 (52.4%) patients, and Arm-B had 78 (47.6%). The PSA,, and PSA;, response rates
in Arm-A were 49.4% (n = 40/81) and 38.3% (n = 31/81), compared to 55.7% (n = 39/70, p =
0.437) and 45.7% (n = 32/70, p = 0.355) in Arm-B. The median follow-up was 18.1 months (95%
CI, 16.0-20.2). The median PSA-PFS was 5.7 months (95%CI, 3.9-7.4) in Arm-A vs. 3.8 months
(95%CI, 2.0-5.6) in Arm-B [p = 0.792, HR 0.953 (95%CI, 0.663-1.369)]. The median OS was
18.1 months (95%CI, 10.0-26.2) vs. 15.1 months [95%CI, 9.3-20.9; p = 0.969; HR 0.991 (95%CI,
0.638-1.539)]. Grade >3 toxicities occurred in 36.6% (n = 30/82) patients in Arm-A and 31.6%
(n = 24/76) patients in Arm-B (p = 0.507). pK analysis (n = 27 Arm-A, n = 31 Arm-B) showed an
8-fold higher AbA blood concentration in Arm-B [median Cpax 80.5 ng/ml (range, 7.94-648),
AUC 226 ng/ml*h (range, 27.2-1580)], vs. Arm-A [median Cmax 10 ng/ml (range, 0.44-134.0),
AUC 28.7 ng/ml*h (range, 0.22-158)]. Conclusion: Lower-dose AbA shows comparable efficacy
to the standard-dose despite significantly lower blood levels, making it a viable alternative.
This challenges the traditional MTD-based dose determination of anti-cancer drugs. Clinical
trial information: CTRI/2020/08/026967. Research Sponsor: None.
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TRUST: Trial of radical upfront surgical therapy in advanced ovarian cancer (ENGOT
ov33/AGO-OVAR OP7).

Sven Mahner, Florian Heitz, Sahar Salehi, Alexander Reuss, Frederic Guyon, Andreas Du Bois, Philipp Harter, Christina Fotopoulou, Denis Querleu, Berit J. Mosgaard,
Bernhard Kraemer, Francesco Raspagliesi, Bjoern Lampe, Alexander Burges, Barbara Schmalfeldt, Pauline Wimberger, Holger Bronger, Dennis S. Chi, Jalid Sehouli,
Giovanni Damiano Aletti; Department of Obstetrics and Gynecology, University Hospital, Ludwig-Maximilians-Universitdt Miinchen, Munich, Germany; Department of
Gynecology & Gynecologic Oncology, Ev. Kliniken Essen-Mitte, and AGO-studygroup, Essen, Germany; Karolinska Institutet, Stockholm, Sweden; KKS Marburg, Marburg,
Germany; Institut Bergoni, Bordeaux, France; Kliniken Essen-Mitte, Evangelische Huyssens-Stiftung/Knappschaft GmbH, Essen, Germany; Imperial College London,
London, United Kingdom; Fondazione Policlinico Universitario A. Gemelli, Rome, Italy; NSGO & Copenhagen University Hospital, Copenhagen, Denmark; Eberhard Karls
University of Tiibingen, Tiibingen, Germany; Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, Italy; Kaiserswerther Diakonie, Diisseldorf, Germany; University
Hospital, LMU Munich, Munich, Germany; Universitatsklinikum Hamburg-Eppendorf, Hamburg, Germany; Universitatsklinikum Carl Gustav Carus, Technische Universitat
Dresden, Dresden, Germany; TU Munich, Miinchen, Germany; Memorial Sloan Kettering Cancer Center, New York, NY; Department of Gynecology with Center for
Oncological Surgery, Charité Medical University, Berlin, Germany; Division of Gynecologic Oncology, European Institute of Oncology, IEO, IRCCS, Milan, Italy

Background: Optimal timing of cytoreduction in non-frail patients (pts) with seemingly re-
sectable stage IIIB-IVB ovarian, tubal, and peritoneal carcinoma (OC) remains controversial.
Methods: TRUST is an international randomized multicenter phase III trial in pts with stage
IIIB-1VB OC and good performance status (ECOG 0/1) comparing primary cytoreductive surgery
(PCS) followed by 6 cycles of intravenous (iv) chemotherapy to 3 cycles of neoadjuvant iv
chemotherapy (NACT) followed by interval cytoreductive surgery (ICS) and 3 further iv cycles.
Maintenance treatment with bevacizumab and/or PARP inhibitors was allowed if selection
criteria was similar for both arms. Pts were eligible for the study if preoperative clinical and
radiologic assessment identified them as potential candidates for PCS. To ensure surgical
quality, participating centers complied with an onsite surgery quality assurance audit, had
adequate infrastructure, surgical proficiency (complete resection rates =50% in PCS) and
sufficient volume (=36 PCS/year). The intent to treat analysis population included all eligible
pts with confirmed stage IIIB-IVB disease. The primary endpoint was overall survival (0OS).
Superiority was tested using a two-sided stratified log-rank test with significance level 0.05.
Secondary endpoints were progression-free survival (PFS) and surgical complications. Results:
Atotal of 688 eligible pts (median age: 63y; range: 32-83) underwent randomization: 345 were
assigned to PCS and 343 to NACT/ICS. 91% had high-grade serous histology. Complete resection
was achieved in 61.7%/62.9% of all randomized/all operated pts in the PCS group and 72%/
76.6% in the ICS group. Median PFS was 22.2 months in the PCS group, and 19.7 months in the
ICS group (HR 0.80 95%CI: 0.66-0.96; p=0.02). Median OS was 54.3 months in the PCS group
and 48.3 months in the ICS group (HR 0.89 95%CI: 0.74-1.08; p=0.24). Pts with complete
cytoreduction after PCS had the most favorable outcome, with a median PFS and OS of 27.9 and
67.0 months, respectively. A long-term benefit from PCS was seen in all analyzed subgroups.
The benefit of PCS was most prominent in stage I1I pts (n=468): median PFS for PCS vs ICS, 26.3
vs 21.4 mos; median OS for PCS vs ICS, 63.7 vs 53.2 months. Major postoperative complication
rates were acceptable, with a 30-day postoperative mortality rate of < 1% in both groups.
Conclusions: In expert centers with proven surgical quality, PCS followed by iv chemotherapy
resulted in a significantly longer median PFS and a numerically longer OS compared to NACT/
ICS in non-frail OC pts. Although statistical significance in the primary endpoint was not
reached, this is the first randomized trial to show a benefit of PCS over ICS. This benefit is likely
to be associated with the high complete resection rate, reinforcing PCS as a standard of care in
non-frail pts with seemingly resectable advanced OC. Clinical trial information: NCT02828618.
Research Sponsor: None.


http://www.clinicaltrials.gov/ct2/show/NCT02828618
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Sentinel lymph node biopsy versus pelvic lymphadenectomy in cervical cancer: The
PHENIX trial.

Hua Tu, He Huang, Yanfang Li, Xiaojun Chen, Chunyan Wang, Yanna Zhang, Min Zheng, Hu Zhou, Aijun Yu, Weiguo Lv, Jing Xiao, Ji-Bin Li, Weiwei Feng, Beihua Kong,
Xipeng Wang, Jihong Liu; Sun Yat-sen University Cancer Center, Guangzhou, China; Obstetrics & Gynecology Hospital of Fudan University, Shanghai, China; Cancer
Hospital of China Medical University, Liaoning Cancer Hospital & Institute, Shenyang, China; Department of Gynecologic Oncology, State Key Laboratory of Oncology in
South China, Collaborative Innovation Center for Cancer Medicine, Sun Yat-Sen University Cancer Center, Guangzhou, China; Anhui Provincial Cancer Hospital, Hefei, China;
Zhejiang Cancer Hospital, Hangzhou, China; Department of Gynecologic Oncology, Women's Hospital, School of Medicine, Zhejiang University, Hangzhou, China;

Guangdong Province Traditional Chinese Medical Hospital, Guangzhou, China; State Key Laboratory of Oncology in South China, Guangdong Provincial Clinical Research
Center for Cancer, Sun Yat-sen University Cancer Center, Guangzhou, China; Ruijin Hospital, Shanghai Jiaotong University, School of Medicine, Shanghai, China; Qilu
Hospital of Shandong University, Jinan, China; Shanghai First Maternity and Infinity Hospital of Tongji University, Shanghai, China; Gynecologic Oncology Department of
Sun Yat-sen University Cancer Center; State Key Laboratory of Oncology in South China; Collaborative Innovation Center for Cancer Medicine, Guangzhou, China

Background: Limited data is available on survival outcomes following sentinel lymph node
biopsy (SLNB) as a substitute for pelvic lymphadenectomy (PL) in cervical cancer. We aimed to
prospectively compare survival outcomes between the two approaches for lymph node dis-
section in cervix cancer. Methods: This multicenter, non-inferiority, randomized controlled
trial involves patients with FIGO 2009 stage IA1 (lymphovascular invasion), IA2, IB1, or ITA1
cervical cancer, including squamous-cell carcinoma, adenocarcinoma, or adenosquamous
carcinoma. Patients with radiological nodal metastases were excluded. All patients underwent
SLNB first and all sentinel lymph nodes (SLNs) were examined by frozen section. Based on SLN
status, patients were intraoperatively assigned to PHENIX-I (SLN-negative) or PHENIX-II
(SLN-positive) cohorts and then randomized 1:1 to undergo PL or not. Side-specific PLs were
performed in cases of unilateral detection and radical hysterectomies were performed for all
patients. The primary endpoint was disease-free survival. Results: Between December 2015 and
December 2023, 908 patients with at least one SLN detected were enrolled and randomized
intraoperatively, including 838 SLN-negative patients in PHENIX-I and 70 SLN-positive pa-
tients in PHENIX-II (early terminated). Patients were assigned to undergo SLNB alone (455
cases: 420 in PHENIX-I, 35 in II) or PL (453 cases: 418 in PHENIX-I; 35 in II). The median age
was 48 years (23 to 65) and the bilateral SLN detection rate was 82.6%. The clinicopathological
characteristics, surgical approaches, and postoperative therapies were well-balanced between
the SLNB and PL groups. SLNB demonstrated significantly shorter operative duration (P <
0.0001), less blood loss (P < 0.001), and lower morbidities (P < 0.001) compared to PL. The
median follow-up time reached 52 months (1 to 104). In PHENIX-I, recurrences were observed
in 16 patients in the SLNB group and 26 in the PL group. Retroperitoneal nodal recurrences were
observed in 9 patients in the PL group, whereas no such recurrence was detected in the SLNB
group (P < 0.05). There were 3 cancer-specific deaths in the SLNB group and 14 in the PL group.
The 3-year disease-free survival rates were 96.8% for the SLNB group and 94.5% for the PL
group (HR = 0.61, 95% confidence interval [CI] 0.33-1.14, P = 0.12); the 3-year cancer-specific
survival rates were 100.0% for the SLNB group and 97.8% for the PL group (HR = 0.21, 95%CI
0.06-0.74, P = 0.007). Similar comparative trend was observed in PHENIX-II despite its early
termination (HR = 0.47, 95%CI 0.14-1.58, P = 0.21 for disease-free survival; HR = 0.23, 95%CI
0.05-1.08, P = 0.061 for cancer-specific survival). Conclusion: When SLNB succeeds in cervical
cancer, PL should be abandoned as it provides no survival benefit and increases surgical
morbidity, yet may unexpectedly correlate with elevated risks of nodal recurrence and
cancer-specific mortality. Clinical trial information: NCT02642471. Research Sponsor: The
Health and Medical Cooperation Innovation Special Program of Guangzhou Municipal Science
and Technology.


http://www.clinicaltrials.gov/ct2/show/NCT02642471
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Pembrolizumab with chemoradiotherapy in patients with high-risk locally advanced
cervical cancer: Final analysis results of the phase 3, randomized, double-blind
ENGOT-cx11/G0G-3047/KEYNOTE-A18 study.
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Rudolf Lampé, Limor Helpman, Jalid Sehouli, Flora Zagouri, Yong Man Kim, Peng Liu, Karin Sayuri Yamada, Sarper Toker, Sandro Pignata, Domenica Lorusso, on behalf of
the ENGOT-cx11/G0G-3047/KEYNOTE-A18 Investigators; University of Virginia School of Medicine, Charlottesville, VA; Department of Obstetrics and Gynecology, National
Clinical Research Center for Obstetric & Gynecologic Diseases, Peking Union Medical College Hospital, Beijing, China; Saitama Medical University International Medical
Center, Hidaka, Japan; Integra Cancer Institute, Edificio Integra Medical Center, Guatemala City, Guatemala; Hospital de Alta Complejidad de La Libertad Virgen de La
Puerta, Trujillo, Peru; Oncocentro, Valparaiso, Chile; Instituto Brasileiro de Controle do Cancer, S3o Paulo, Brazil; Chelyabinsk Regional Clinical Center of Oncology and
Nuclear Medicine, Chelyabinsk, Russian Federation; University of Debrecen, Faculty of Medicine, Department of Obstetrics and Gynecology, Debrecen, Hungary; Sheba
Medical Center, Tel Aviv University Faculty of Medical and Health Sciences, Ramat Gan, Israel; Department of Gynecology with Center for Oncological Surgery, Charité -
Universitatsmedizin Berlin, and North-Eastern German Society of Gynaecologic Oncology (NOGGO) and AGO Study Group, Berlin, Germany; Alexandra Hospital, Athens,
Greece; Asan Medical Center, University of Ulsan, Seoul, South Korea; Merck & Co., Inc., Rahway, NJ; Department of Urology and Gynecology, Istituto Nazionale Tumori
IRCCS Fondazione G. Pascale, Napoli, Italy; Fondazione Policlinico Universitario A Gemelli IRCCS, and Humanitas San Pio X, Milan, Italy

Background: Prior results from ENGOT-cx11/GOG-3047/KEYNOTE-A18 (NCT04221945)
showed that pembro + CCRT and then continued after CCRT provided statistically significant
and clinically meaningful improvements in OS and PFS vs CCRT alone in pts with newly
diagnosed, previously untreated, high-risk LACC. We present the final analysis (FA) results
from this study. Methods: Eligible pts with newly diagnosed, previously untreated, high-risk
LACC (FIGO 2014 stage IB2-11B with node-positive disease or stage III-IVA regardless of lymph
node status) were randomized 1:1 to 5 cycles of pembro 200 mg or placebo (pbo) Q3W + CCRT,
then 15 cycles of pembro 400 mg or pbo Q6W. The CCRT regimen included 5 cycles (with
optional 6th dose) of cisplatin 40 mg/m?> Q1W + EBRT then brachytherapy. Pts were stratified by
planned EBRT type (intensity-modulated radiotherapy [IMRT] or volumetric-modulated arc
therapy [VMAT] vs non-IMRT or non-VMAT), stage at screening (stage IB2-1IB vs III-IVA) and
planned total radiotherapy dose (<70 Gy vs =70 Gy equivalent dose). Primary endpoints are PFS
per RECIST version 1.1 by investigator and OS. Results: 1060 pts were randomized to pembro +
CCRT (n=529) or pbo + CCRT (n=531). At the protocol-specified FA (Jan 7, 2025, data cutoff),
median follow-up was 41.9 mo (range, 24.8-55.0). 86 pts had received post-progression
immunotherapy; of those, 64 had received pembro. Pembro + CCRT continued to show clinically
meaningful improvements in OS and PFS vs pbo + CCRT (Table). The benefit of pembro + CCRT
was generally consistent in prespecified subgroups, including pts with stage IB2-IIB node-
positive disease (OS HR=0.92 [95% CI, 0.62-1.38]; PFS HR=0.84 [95% CI, 0.63-1.14]). The
grade =3 TRAE incidence was 69.5% in the pembro + CCRT group and 61.5% in the pbo + CCRT
group. Conclusion: With an additional 12 mo median follow-up, pembro + CCRT continued to
show clinically meaningful improvements in OS and PFS vs pbo + CCRT in pts with high-risk
LACC and had a manageable safety profile. These data are consistent with the prior interim
analysis and provide further support for pembro + CCRT as the new standard of care for this
population. Clinical trial information: NCT04221945. Research Sponsor: Merck Sharp & Dohme
LLC, a subsidiary of Merck & Co., Inc., Rahway, NJ, USA.

Summary of PFS and OS in ENGOT-cx11/GOG-3047/KEYNOTE-A18.

Final Analysis Interim Analysis 2 Interim Analysis 1
07JAN25 08JAN24 09JAN23

Pembro + CCRT Pbo + CCRT Pembro + CCRT Pbo + CCRT Pembro + CCRT Pbo + CCRT
0S, median (95% CI)  NR (NR-NR)  NR(NR-NR)  NR(NR-NR)  NR(NR-NR)  NR (NR-NR)  NR (NR-NR)
81.8% 9 82.69

36-mo 0S 8% 74.4% 2.6% 74.8% NR (NR-NR)  NR (NR-NR)
HR (95% CI) 0.73 (0.57-0.94) 0.67 (0.50-0.90); 0.73 (0.49-1.07);
P=0.0040 P=0.0541
PFS, median (95% Cl) 47.6 (47.6-NR) 47.5 (41.0-NR) NR (NR-NR) NR (32.0NR) NR (NR-NR)  NR (NR-NR)
24-mo PFS 70.6% 59.7% 70.6% 58.6% 67.8% 57.3%
HR (95% CI) 0.72 (0.59-0.87) 0.68 (0.56-0.84) 0.70 (0.55-0.89);
P=0.0020

NR=not reached.


http://www.clinicaltrials.gov/ct2/show/NCT04221945
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FIRST/ENGOT-0V44: A phase 3 clinical trial of dostarlimab (dost) and niraparib
(nira) in first-line (1L) advanced ovarian cancer (aOC).

Anne-Claire Hardy-Bessard, Eric Pujade-Lauraine, Richard G. Moore, Frangois Montestruc, Andres Redondo, Mansoor Raza Mirza, Nataliya Volodko, Tudor-Eliade Ciuleanu,
Lucy Gilbert, Ram Eitan, Flora Zagouri, Sandro Pignata, Rosalind Glasspool, Jacobus Pfisterer, Rebecca Phaeton, Charles K. Anderson, Manuel Rodrigues, Fernanda Musa,
Isabelle Laure Ray-Coquard, Kathleen N. Moore; Centre Armoricain d'Oncologie, CARIO-HPCA, and GINECO, Plérin, France; ARCAGY-GINECO, Paris, France; Wilmont Cancer
Institute, University of Rochester, Rochester, NY; Statistician GINECO Committee, Paris, France; Hospital Universitario La Paz and GEICO, Madrid, Spain; Rigshospitalet -
Copenhagen University Hospital, Department of Cancer Treatment, Copenhagen, Denmark; Department of Oncology and Radiology, Danylo Halytsky Lviv National Medical
University, Lviv, Ukraine; Institutul Oncologic Prof. Dr. lon Chiricut, Cluj-Napoca, Romania; Division of Gynecologic Oncology, Research Institute, McGill University Health
Centre, Gerald Bronfman Department of Oncology, McGill University, Montreal, QC, Canada; Rabin Medical Center, Tel Aviv University, Tel Aviv, Israel; Alexandra Hospital,
Athens, Greece; Istituto Nazionale Tumori di Napoli IRCCS - Fondazione G. Pascale and MITO, Naples, Italy; Beatson West of Scotland Cancer Centre and School of Cancer
Sciences, University of Glasgow, Glasgow, United Kingdom; AGO Study Group, Wiesbaden, Germany & Gynecologic Oncology Center, Kiel, Germany; GSK, Collegeville, PA;
Willamette Valley Cancer Institute and Research Center, Eugene, OR; Institut Curie and GINECO, Paris, France; Providence-Swedish Cancer Institute, Seattle, WA; Centre
Léon Bérard and GINECO, Lyon, France; Stephenson Cancer Center at The University of Oklahoma Health Sciences Center, Oklahoma City, OK

Background: The FIRST/ENGOT-0V44 trial evaluated adding dost, a programmed cell death
protein-1inhibitor, to 1L platinum-based chemotherapy (PBCT) and nira maintenance (MT) =
bevacizumab (bev) in patients (pts) with aOC. Methods: In this randomized, double-blind,
phase 3 trial, pts with newly diagnosed stage III-1V, high-grade nonmucinous epithelial OC
received 1-cycle run-in of PBCT = bev and were randomized (1:1:2) to arm 1 (PBCT+placebo
[PBO] with PBO MT), arm 2 (PBCT+PBO with nira+PBO MT), or arm 3 (PBCT+dost with
dost+nira MT). Stratification factors included intended bev use (yes/no), homologous recom-
bination repair (HRR) mutation status (BRCA-mutated; BRCA wild-type HRR-positive; BRCA
wild-type HRR-negative/not determined), and stage III disease with postoperative residual
disease <1cm (yes/no). After approvals for 1L. MT poly(ADP-ribose) polymerase inhibitors, arm
1 enrollment closed, and pts were randomized (1:2) to arms 2 or 3. The primary endpoint was
investigator-assessed progression-free survival (PFS) per RECIST v1.1, assessed in arms 2 and
3, and analyzed per randomized treatment. Safety was assessed among pts who received =1
dose of study treatment and analyzed per treatment received. The data cutoff was October 31,
202/. Results: Randomization was from 14Nov2018 to 05Jan2021. Efficacy analyses included
1138 randomized pts (arm 2, n=385; arm 3, n=753; stage IV disease at diagnosis, 37.3%; planned
interval surgery, 54.6%; inoperable, 9.8%; homologous recombination-deficient [HRd] dis-
ease, 39.0%; programmed cell death ligand 1 [PD-L1]—-positive tumors, 33.4% [of n=951 with
nonmissing PD-L1 status]; median follow-up, 45.9 mo [IQR, 24.2—54.1]). Patient character-
istics were balanced between arms. PFS was statistically significantly longer in arm 3 vs arm 2
(median PFS, 20.63 vs 19.19 mo, respectively; hazard ratio [HR], 0.85; 95% CI, 0.73—0.99;
P=0.0351). PFS was reported in subgroups with PD-Li—positive tumors (HR, 0.84; 95% CI,
0.61—-1.17), HRd tumors (HR, 0.95; 95% CI, 0.72—1.24), and concurrent bev use (yes: HR, 0.84;
95% CI, 0.68-1.03; no: HR, 0.86; 95% CI, 0.69—1.08).There was no statistically significant
difference in overall survival (0S), a key secondary endpoint, between arms 3 and 2 (median OS,
4439 Vs 45.37 mo, respectively; HR, 1.01; 95% CI, 0.86—1.19; P=0.9060). The safety population
(N=1321; arms 1—3) included 34 pts randomized to arm 1 who, upon unblinding, received arm 2
treatment; 10 randomized pts did not receive study treatment and were excluded from safety
analyses. Median duration of exposure was 11.3, 15.2, and 15.2 mo in arms 1, 2, and 3, respec-
tively. Safety results were generally consistent with the known profiles of each agent of the
study. Conclusion: Adding dost to 1L PBCT and nira MT = bev improved PFS in pts with aOC. No
0S difference was observed. Clinical trial information: NCT03602859. Research Sponsor: This
study (NCT03602859) was sponsored by GSK.


http://www.clinicaltrials.gov/ct2/show/NCT03602859
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ROSELLA: A phase 3 study of relacorilant in combination with nab-paclitaxel versus
nab-paclitaxel monotherapy in patients with platinum-resistant ovarian cancer
(GOG-3073, ENGOT-0v72).

Alexander Olawaiye, Laurence Gladieff, Lucy Gilbert, Jae-Weon Kim, Mariana Scaranti, Vanda Salutari, Elizabeth Hopp, Linda R. Mileshkin, Alix Devaux, Michael McCollum,
Ana Oaknin, Aliza L. Leiser, Nicoletta Colombo, Andrew R. Clamp, Boglarka Balazs, Giuseppa Scandurra, Emilie Kaczmarek, Hristina I. Pashova, Sachin Gopalkrishna Pai,
Domenica Lorusso; University of Pittsburgh School of Medicine and Magee-Women's Hospital, Gynecologic Oncology Group, Pittsburgh, PA; Oncopole Claudius Regaud
IUCT-Oncopole, Toulouse, France; Division of Gynecologic Oncology, Research Institute, McGill University Health Centre, Gerald Bronfman Department of Oncology, McGill
University, Montreal, QC, Canada; Department of Obstetrics and Gynecology, Seoul National University, College of Medicine, Seoul, South Korea; DASA Oncologia, Hospital
9 de Julho, Sdo Paulo, Brazil; Department of Woman, Child and Public Health, Fondazione Policlinico Universitario Agostino Gemelli, Rome, Italy; Medical College of
Wisconsin, Milwaukee, WI; Department of Medical Oncology, Peter MacCallum Cancer Centre, Melbourne, Australia; Oncology Department of Grand Hopital de Charleroi,
Charleroi, Belgium; Virginia Oncology Associates, Norfolk, VA; Medical Oncology Service, Vall d'Hebron Institute of Oncology, Vall d'Hebron Barcelona Hospital Campus,
Barcelona, Spain; Rutgers Cancer Institute of New Jersey, New Brunswick, NJ; University of Milan Bicocca, European Institute of Oncology, Milan, Italy; The Christie NHS
Foundation Trust and University of Manchester, Manchester, United Kingdom; Department of Gynecology, Hungarian National Institute of Oncology, Budapest, Hungary;
Medical Oncology Unit, Cannizzaro Hospital, Catania, Italy; Centre Oscar Lambret, Lille, France; Corcept Therapeutics Incorporated, Redwood City, CA; Department of
Biomedical Science, Humanitas University, Pieve Emanuele, Milan and Humanitas San Pio X Hospital, Milan, Italy

Background: Relacorilant is an investigational, oral, selective glucocorticoid receptor antag-
onist (SGRA) that increases tumor sensitivity to chemotherapy-induced apoptosis. In a phase 2
study, the addition of relacorilant to nab-paclitaxel improved progression-free survival (PFS)
and showed a trend towards improved overall survival (0OS), with a comparable safety profile to
nab-paclitaxel monotherapy, in patients with platinum-resistant ovarian cancer (PROC). The
aim of this phase 3 study is to confirm the efficacy and safety of relacorilant + nab-paclitaxel in a
larger population. Methods: ROSELLA (NCT05257408) is a randomized, controlled, open-label,
global study of relacorilant + nab-paclitaxel compared to nab-paclitaxel monotherapy in
patients with PROC. Patients were randomized 1:1 to either relacorilant (150 mg the day before,
day of, and day after nab-paclitaxel) + nab-paclitaxel (80 mg/m>on days 1, 8, and 15 of each 28-
day cycle) or nab-paclitaxel alone (100 mg/m?” on the aforementioned schedule). Randomi-
zation was stratified by prior lines of therapy and region. Key eligibility criteria included 1—3
prior lines of anticancer therapy and prior bevacizumab. The dual primary endpoints are PFS by
blinded independent central review (BICR) and OS. Secondary endpoints include PFS by in-
vestigator, objective response rate, best overall response, duration of response, and safety. PFS
and OS endpoints were analyzed using Kaplan-Meier methods. A 2-sided stratified log-rank
test was used to compare treatment groups. Hazard ratios (HR) were estimated with a Cox
regression model. Results: A total of 381 women were randomized, all baseline characteristics
were well balanced and 39% had received prior therapy in the PROC setting. ROSELLA met its
primary endpoint: Patients receiving relacorilant + nab-paclitaxel had a statistically significant
improvement in PFS by BICR compared to nab-paclitaxel monotherapy (HR 0.70, 95% CI 0.54-
0.91, median 6.5 v 5.5 months, P=0.008); PFS by investigator showed a consistent benefit (HR
0.71, P=0.003). At an interim analysis, there was a clinically significant improvement in OS with
the addition of relacorilant to nab-paclitaxel (HR 0.69, 95% CI 0.52-0.92, median 16.0 v
11.5 months, P=0.01). Adverse events (AEs) were comparable across study arms, relacorilant
+ nab-paclitaxel was well tolerated with no new safety signals. The most frequently reported
AEs were known toxicities of nab-paclitaxel: anemia (58%), neutropenia (56%), and nausea
(39%). Conclusion: Relacorilant + nab-paclitaxel is the first treatment regimen to
demonstrate a PFS and OS benefit in patients with PROC compared to a weekly taxane, the
most efficacious comparator. These positive efficacy data and a favorable safety profile position
relacorilant + nab-paclitaxel as a new standard for patients with PROC, without the need for
biomarker selection. Clinical trial information: NCT05257408. Research Sponsor: None.


http://www.clinicaltrials.gov/ct2/show/NCT05257408
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PD-1 blockade with toripalimab incorporated into induction chemotherapy and
radiotherapy with or without concurrent cisplatin in locoregionally advanced na-
sopharyngeal carcinoma (DIAMOND): A multicenter, non-inferiority, phase 3, ran-
domized controlled trial.

Jun Ma, Ying Sun, Cheng Xu, Liangfang Shen, Feng Jin, Kunyu Yang, Guangyuan Hu, Ying Huang, Wen-Fei Li, Ling Guo, Xiaodong Zhu, Ying Wang, Ning Zhang, Desheng Hu,
Guorong Zou, Xiaozhong Chen, Shaowen Xiao, Jingao Li, Jing-Ping Yun, Jibin Li; Department of Radiation Oncology, Sun Yat-sen University Cancer Center, State Key
Laboratory of Oncology in South China, Guangdong Key Laboratory of Nasopharyngeal Carcinoma Diagnosis and Therapy, Guangdong Provincial Clinical Research Center
for Cancer, Guangzhou, China; Sun Yat-sen University Cancer Center; Collaborative Innovation Center for Cancer Medicine; State Key Laboratory of Oncology in South
China; Guangdong Key Laboratory of Nasopharyngeal Carcinoma Diagnosis and Therapy, Guangzhou, Guangdong, China; Sun Yat-sen University Cancer Center;
Collaborative Innovation Center for Cancer Medicine; State Key Laboratory of Oncology in South China; Guangdong Key Laboratory of Nasopharyngeal Carcinoma
Diagnosis and Therapy, Guangzhou, China; Xiangya Hospital of Central South University, Changsha, China; Department of Oncology, Affiliated Hospital of Guizhou Medical
University, Affiliated Cancer Hospital of Guizhou Medical University, Guiyang, China; Cancer Center, Union Hospital, Tongji Medical College, Huazhong University of Science
and Technology, Wuhan, China; Department of Oncology, Tongji Hospital, Tongji Medical College, Huazhong University of Science and Technology, Wuhan, China; Sun Yat-
sen University Cancer Centre, State Key Laboratory of Oncology in South China, Collaborative Innovation Centre for Cancer Medicine, Guangdong Key Laboratory of
Nasopharyngeal Carcinoma Diagnosis and Therapy, Guangzhou, China; Department of Nasopharyngeal Carcinoma, Sun Yat-Sen University Cancer Centre, Guangzhou,
China; Affiliated Tumor Hospital of Guangxi Medical University, Guangxi, China; Radiation Oncology Center, Chongging University Cancer Hospital, Chongging, China; First
People’s Hospital of Foshan, Foshan, China; Department of Radiation Oncology, Tongji Medical College, Hubei Cancer Hospital, Huazhong University of Science and
Technology, Wuhan, China; Panyu Central Hospital, Guangzhou, China; Department of Head and Neck Tumor Radiotherapy, Cancer Hospital of the University of Chinese
Academy of Sciences, Zhejiang Cancer Hospital, Hangzhou, China; Peking University Cancer Hospital & Institute, Beijing, China; Jiangxi Cancer Hospital, Nanchang, China;
Sun Yat-sen University Cancer Center, Guangzhou, China; Clinical Trials Center, Sun Yat-Sen University Cancer Centre, State Key Laboratory of Oncology in South China,
Collaborative Innovation Centre for Cancer Medicine, Guangdong Key Laboratory of Nasopharyngeal Carcinoma Diagnosis and Therapy, Guangzhou, China

Background: This study aimed to assess the efficacy and safety of toripalimab combined with
induction chemotherapy and radiotherapy alone in locoregionally advanced nasopharyngeal
carcinoma (LANPC). Methods: Patients with non-metastatic T4N1 or N2—3 (AJCC 8™ edition)
NPC were recruited from 13 centers in China from Aug 2021 to Jul 2022 and randomly assigned (1:1)
to receive either toripalimab plus gemcitabine-cisplatin induction chemotherapy and concurrent
cisplatin-radiotherapy (standard arm) or standard therapy sparing concurrent cisplatin (cisplatin-
free arm). Toripalimab was administered at a dosage of 240 mg once every 3 wks for up to 17 cycles
(1.06 year), covering the induction (<3 cycles), radiotherapy (x3), and adjuvant (x11) phases. The
trial would be considered positive if both coprimary endpoints, failure-free survival (FFS; non-
inferiority) and the incidence of all-grade vomiting (superiority), were significantly met,
maintaining a 1-sided type I error of 5% without « splitting. A total of 532 patients were needed
to achieve 80% power to detect a HR of 1.74, with non-inferiority defined as the lower limit of the
1-sided 95% CI for the difference in 3-year FFS greater than -8%. Quality of life (QoL) was
assessed based on EORTC and FACT systems. Tolerability was measured by PRO-CTCAE ques-
tionnaires. Results: After amedian follow-up of 36 mo, intention-to-treat analysis in 532 patients
(266 vs 266) showed that the estimated 3-year FFS was 88.3% in the cisplatin-free arm and 87.6%
in the standard arm, with a difference of 0.7% (1-sided 95% CI, -4.8% t0 %; Pnon-inferiority = 0.002);
the stratified HR was 0.92 (95% CI, 0.66 to 1.79; log-rank p = 0.731). The incidence of all-grade
vomiting in safety dataset was 25.6% (68/260) in cisplatin-free arm and 69.0% (156/261) in
standard arm (x> p < 0.001); the incidence of grade 3—4 vomiting, 3.8% vs 10.3%. Acute grade 3—4
adverse events (AEs) occurred in 136 (52.3%) and 166 (63.6%) patients, including immune-
related AEs in 13 (5.0%) and 22 (8.4%) patients, in the cisplatin-free and standard arms, respec-
tively. No treatment-related death was observed. Compared to standard arm, cisplatin-free arm
had significantly better QoL in global health status, physical function, role function, nausea/
vomiting, constipation, swallowing, sexuality, and H&N total score, as well as higher tolerability
to nausea, vomiting, constipation, and fatigue during radiotherapy. Conclusions: Removing
concurrent cisplatin from toripalimab plus chemoradiotherapy provides comparable survival,
lower toxicity, and better QoL and tolerability for patients with LANPC. Clinical trial information:
NCT04907370. Research Sponsor: Shanghai Junshi Biosciences Co., Ltd.

3-yr survival (%) Cisplatin-free arm (n = 266) Standard arm (n = 266) Pron-inferiority
0s 96.1 96.5 < 0.001
LRRFS 92.9 93.6 0.001

DMFS 93.2 91.6 < 0.001



http://www.clinicaltrials.gov/ct2/show/NCT04907370
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Becotatug vedotin vs. chemotherapy in pre-heavily treated advanced nasopha-
ryngeal carcinoma: A randomized, controlled, multicenter, open-label study.

Fei Han, XiaoHui Wang, Yanqun Xiang, Lin-Quan Tang, Song Qu, Xiaolei Shu, Peng Zhang, Sufang Qiu, Yujuan Zhou, Ye Guo, Guigiong Xu, Kunyu Yang, Jingao Li, Mingjun Xu,
Fenghua Wang, Rui-Hua Xu; Radiation Oncology Department, Sun Yat-sen University Cancer Center, Guangzhou, China; Sun Yat-sen University Cancer Center, Guangzhou,
China; Nasopharyngeal Carcinoma Department, Yat-sen University Cancer Center, Guangzhou, China; Radiation Oncology Department, Guangxi Medical University Cancer
Center, Nanning, China; Radiation Oncology Department, Chongging University Cancer Hospital, Chongqing, China; Head and Neck Radiation Oncology Department,
Sichuan Cancer Hospital, Chengdu, China; Department of Radiation Oncology, Clinical Oncology School of Fujian Medical University, Fujian Cancer Hospital, Fuzhou, China;
Head and Neck Radiation Oncology Department, Hunan Cancer Hospital, Changsha, China; Department of Medical Oncology, Shanghai East Hospital, School of Medicine,
Tongji University, Shanghai, China; Nasopharyngeal Carcinoma Head and Neck Radiation Oncology Department, Zhongshan City People’s Hospital, Zhongshan, China;
Oncology Department, Union Hospital TongJi Medical College Huazhong University of Science and Technology, Wuhan, China; Head and Neck Radiation Oncology
Department, Jiangxi Cancer Hospital, Nanchang, China; Oncology Department, First Affiliated Hospital of Gannan Medical University, Ganzhou, China; Internal Medicine
Department, Yat-sen University Cancer Center, Guangzhou, China; Internal Medicine Department, Sun Yat-sen University, Guangzhou, China

Background: Becotatug vedotin (MRG003) is a novel EGFR-targeted antibody-drug conjugate.
Previous Phase I/II studies have demonstrated optimistic efficacy in R/M NPC pts who had
failed platinum chemotherapy and PD-(L)1 inhibitor. This study aimed to assess clinical
efficacy and safety of MRG003 in pts compared with chemotherapy. Method: Eligible pts with
R/M NPC had failed =2 lines of systemic chemotherapy and PD-(L)1 inhibitor, and were
randomized to receive MRG003 (2.3 mg/kg, di1, iv, Q3W) or chemotherapy (capecitabine
1000 mg/m?, po, twice daily, d1-14, Q3W; or docetaxel 75 mg/m?, iv, d1, Q3W). Randomization
was stratified according to liver metastasis (yes or no) and ECOG PS (0 or 1). The primary
endpoints were ORR and PFS assessed by BICR, and OS. Pts in the chemotherapy arm were
allowed to cross over to receive MRG003 after disease progression. Result: A total of 173 R/M
NPC pts were randomly assigned to MRG003 (n=86) or capecitabine(n=36)/docetaxel (n=51).
The median prior treatment lines (range) were 3 (2-10) vs. 3 (2-11), and the ECOG score 0 was
17.4% vs.17.2% for two arms. 40 pts (46.5%) vs. 41 pts (47.1%) of two arms had liver metastasis.
By 30 June 2024, the study reached the significantly improved BICR-assessed ORR with
MRGO003 compared to chemotherapy (30.2% vs. 11.5%, difference: 18.7%, 95%CI: 7.0%,
30.5%), P=0.0025). Also, PFS was significantly improved in the MRG003 arm (HR=0.63, 95%
CI: 0.43,0.91, P=0.0146). Median PFS (95%CI) by BICR were 5.8m (4.2, 6.2) vs. 2.8m (2.0, 5.5). As
of 30 December 2024, the updated mOS (95%CI) were 17.1m (11.4, NE) vs. 12.0m (9.7, 15.4) of
two arms (HR=0.73, 95%CI: 0.48, 1.12). By supplementary analysis excluding the impact of
crossover treatment, the HR of OS was 0.59 (95%CI: 0.37, 0.93). MRG003 has shown a trend of
survival benefits. The OS will be continually followed up. The incidence of adverse events in the
two arms was similar. 39 pts (45.3%) vs.44 pts (50.6%) in two arms experienced grade =3
TRAEs. White blood cell count decreased was the most common grade =3 TRAE of two arms
(9.3% vs. 35.6%). Conclusions: As the first ADC clinical study targeting heavily pretreated R/M
NPC, becotatug vedotin demonstrated statistically and clinically meaningful benefits while
maintaining a manageable safety profile in this population. This study will lead to a
paradigm shift in the treatment of R/M NPC. Sponsor: Lepu Biopharma Co., Ltd. Clinical trial
information: NCT05126719. Research Sponsor: None.

MRGO003 Chemotherapy

(N=86) (N=87) HR (95% Cl)
ITT analysis
Information fraction (n, %) 87,71.3
Median follow-up (m) 13.5 13.6 -
mOS (m, 95% CI) 17.1 (11.4, NE) 12.0 (9.7,15.4) 0.73 (0.48,1.12)
12-m rate (%, 95% Cl) 55.9 (44.2, 66.0) 48.9 (37.7,59.2) -
Supplementary analysis*
mOS (m, 95% CI) 17.1 (11.4, NA) 11.1 (8.5, NA) 0.59 (0.37, 0.93)

*Using hypothetical strategy to exclude the impact of crossover treatment.


http://www.clinicaltrials.gov/ct2/show/NCT05126719
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Overall survival with neoadjuvant nivolumab (NIVO) + chemotherapy (chemo) in
patients with resectable NSCLC in CheckMate 816.

Patrick M. Forde, Jonathan Spicer, Mariano Provencio, Tetsuya Mitsudomi, Mark M. Awad, Changli Wang, Shun Lu, Enriqueta Felip, Stephen Broderick, Scott Swanson,
Julie R. Brahmer, Keith Kerr, Tudor-Eliade Ciuleanu, Fumihiro Tanaka, Gene B. Saylors, Keneng Chen, Lily Wang, Quyen Duong, Nicolas Girard; Trinity St. James's Cancer
Institute, Trinity College Dublin, Dublin, Ireland; McGill University Health Centre, Montreal, QC, Canada; Hospital Universitario Puerta de Hierro, Madrid, Spain; Kindai
University Faculty of Medicine, Ohno-Higashi, Osaka-Sayama, Japan; Memorial Sloan Kettering Cancer Center, New York, NY; Tianjin Lung Cancer Center, Tianjin Medical
University Cancer Institute & Hospital, Tianjin, China; Shanghai Lung Cancer Center, Shanghai Chest Hospital, Shanghai Jiao Tong University, Shanghai, China; Vall
d'Hebron University Hospital, Vall d'Hebron Institute of Oncology, Universitat Autonoma de Barcelona, Barcelona, Spain; The Bloomberg—-Kimmel Institute for Cancer
Immunotherapy, The Sidney Kimmel Comprehensive Cancer Center, Johns Hopkins Medicine, Baltimore, MD; Brigham and Women's Hospital, Boston, MA; Aberdeen Royal
Infirmary, Aberdeen, United Kingdom; Institutul Oncologic Prof Dr lon Chiricuta and University of Medicine and Pharmacy luliu Hatieganu, Cluj-Napoca, Romania; University
of Occupational and Environmental Health, Kitakyushu, Japan; Charleston Oncology, Charleston, SC; State Key Laboratory of Molecular Oncology, Peking University Cancer
Hospital & Institute, Beijing, China; Bristol Myers Squibb, Princeton, NJ; Institut du Thorax Curie-Montsouris, Institut Curie, Paris, France

Background: NIVO + chemo is an established standard of care neoadjuvant treatment (tx) for
eligible patients (pts) with resectable NSCLC and has shown statistically significant and clin-
ically meaningful improvements in EFS and pCR in the phase 3 CheckMate 816 study. Here, we
report the planned final analysis of OS from CheckMate 816 at 5-y follow-up (f/u). Methods:
Adults with stage IB (= 4 cm)—1IIIA (per AJCC v7) resectable NSCLC, ECOG PS = 1, and no known
EGFR/ALK alterations were randomized 1:1 to receive neoadjuvant NIVO + chemo Q3W or chemo
alone Q3W for 3 cycles, followed by surgery. Primary endpoints were EFS and pCR (both by
blinded independent review). OS was a key prespecified, statistically powered secondary end-
point that was tested hierarchically. Exploratory analyses included OS by ctDNA clearance and
PCR status. Results: At a median f/u of 68 mo (range, 60—85; database lock, 23 Jan 2025),
neoadjuvant NIVO + chemo demonstrated a statistically significant OS benefit vs chemo alone
(median [95% CI], not reached [NR] vs 73.7 mo [47.3—NR]; HR [95% CI], 0.72 [0.523—0.998]; P
=0.0479); 5-y OS rates were 65% vs 55%. OS favored NIVO + chemo in the subgroups defined by
tumor PD-L1 expression, baseline disease stage, and histology (Table). In an exploratory
analysis in pts with ctDNA+ at baseline (NIVO + chemo, n = 43; chemo, n = 43), pts with
presurgical ctDNA clearance (56% vs 35%) had continued OS improvement vs those without
across both tx arms (HR [95% CI]: NIVO + chemo, 0.38 [0.15-1.00]; chemo, 0.39 [0.14—1.11]).
Furthermore, pts who had pCR with NIVO + chemo had sustained OS improvement vs those
without (HR [95% CI], 0.11[0.04—0.36]; 5-y OS rates, 95% vs 56%). Neoadjuvant NIVO + chemo
continued to improve EFS vs chemo (median [95% CI], 59.6 [31.6—NR] vs 21.1 mo [16.5—36.8];
HR [95% CI], 0.68 [0.51—0.91]); 5-y EFS rates were 49% vs 34%. No new safety signals were
observed at this long-term f/u. Conclusions: CheckMate 816 is the only neoadjuvant-only
immunotherapy phase 3 trial to demonstrate a statistically and clinically significant OS benefit
at 5y for a resectable solid tumor. Pts with pCR with neoadjuvant NIVO + chemo had a ~90%
reduction in their risk of death by 5 y compared with those without pCR. The findings show
long-term survival benefit from a short course of neoadjuvant NIVO + chemo and affirm a
paradigm shift in the tx of resectable NSCLC without actionable genomic alterations. Clinical
trial information: NCT02998528. Research Sponsor: Bristol Myers Squibb.

PD-L1 PD-L1 Non-
All pts <1% 21% Stage IB/Il  Stage IIA  Squamous squamous
NIVO + NIVO + NIVO + NIVO + NIVO + NIVO +
NIVO + chemo chemo chemo chemo chemo chemo chemo
(N=179)vs (n=78)vs (n=89)vs (Nn=65)vs (n=113)vs (n=87)vs (n=92)vs

chemo chemo chemo chemo chemo chemo chemo
(N=179) (n=77) (n=89) (n=61) (n=116) (=95 (n=84)

Median NRvs 73.7 NRvs 61.8 NRvs 73.7 NRvs 76.8 NRvs 73.7 NRvs 73.7 NRvs NR
0S, mo

HR 0.72 0.89 0.51 0.77 0.70 0.71 0.72
(95%  (0.523-0.998) (0.57-1.41) (0.31-0.84) (0.44-1.35) (0.47-1.05) (0.46-1.11) (0.45-1.16)
cl)
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R-ALPS: A randomized, double-blind, placebo-controlled, multicenter phase lli
clinical trial of TQB2450 with or without anlotinib as maintenance treatment in
patients with locally advanced and unresectable (stage lll) NSCLC without pro-
gression following concurrent or sequential chemoradiotherapy.

Ming Chen, Yongling Ji, Long Chen, Qingsong Pang, Ou Jiang, Hong Ge, Yufeng Cheng, Rongrong Zhou, Xiangjiao Meng, Xuhong Min, Hui Wang, Haihua Yang, Yue Xie,
Anping Zheng, Jie Li, Bing Xia, Desheng Hu, Xi Zhang, Yong Chen, Wenhui Li; State Key Laboratory of Oncology in South China, Sun Yat-sen University Cancer Center,
Guangzhou, China; Zhejiang Cancer Hospital, Hangzhou, China; Guangxi Medical University Affiliated Tumor Hospital, Nanning, China; Department of Radiation Oncology,
Tianjin Medical University Cancer Institute & Hospital, Tianjin, Tianjin, China; The Second People’s Hospital of Neijiang City, Neijiang, China; Department of Radiation
Oncology, The Affiliated Cancer Hospital of Zhengzhou University, Zhengzhou, China; Department of Radiation Oncology, Qilu Hospital of Shandong University, Jinan,
Shandong, China; Department of Oncology, Xiangya Hospital, Central South University, Changsha, China; Thoracic Radiation Oncology Ward 1V, Shandong Provincial
Cancer Hospital, Jinan, China; Oncology Radiotherapy Department, Anhui Chest Hospital, Hefei, China; Hunan Cancer Hospital and the Affiliated Cancer Hospital of Xiangya
School of Medicine, Central South University, Changsha, China; Taizhou Hospital of Zhejiang Province, Taizhou, China; Chongging Cancer Hospital, Chongging, China;
Department of Radiation Oncology, Anyang Cancer Hospital, Anyang, China; City Cancer Hospital, Anyang, China; Department of Radiation Oncology, Shanxi Cancer
Hospital, Taiyuan, China; Hangzhou Cancer Hospital, Hangzhou, China; Hubei Cancer Hospital, Wuhan, China; Xiangya Third Hospital of Central South University, Oncology
Department, Changsha, China; Department of Radiation Oncology, The First Affiliated Hospital, Sun Yat-sen University, Guangzhou, China; Radiotherapy Department,
Yunnan Provincial Cancer Hospital, Kunming, China

Background: Benmelstobart (TQB2450) is a novel humanized IgGl monoclonal antibody
targeting programmed death-ligand 1 (PD-L1). Anlotinib, a multi-target antiangiogenic
TKI, synergizes with PD-(L)1 inhibitors by normalizing tumor vasculature to enhance T-cell
infiltration and augmenting antitumor immunity in advanced NSCLC. Methods: The phase III
R-ALPS trial (NCT04325763) randomized 553 patients with locally advanced, unresectable
stage III NSCLC and non-progression after concurrent/cequential chemoradiotherapy (60 Gy *
10%) to three arms: 1) benmelstobart (1200 mg IV q3w) + anlotinib (8 mg po di1-14/q3w); 2)
benmelstobart monotherapy; 3) placebo. Sample size: Phase I 1:1:1; Phase II 1:1. Stratification
factors: Smoking:Yes/No; Prior treatment: Sequential/Concurrent. Primary endpoint: IRC-
assessed PFS (RECIST 1.1). Results: At data cutoff (November 30, 2023): IRC-assessed mPFS:
Combination arm: 15.15 months (95% CI 9.40-21.65) vs 4.17 months with placebo (HR 0.49
(95% CI 0.36-0.66), Log-rank p<0.0001; Monotherapy: 9.69 months (95% CI 5.98-34.43) Vs
417 months with placebo (HR 0.53, 95% CI 0.39-0.72),Log-rank p<0.0001; 12-month PFS
rates: 54.9% (combination) vs 45.7% (monotherapy) vs 26.4% (placebo). OS: OS data has not
reached median time, pending updates. Grade = 3 TEAEs: 8% (combination) vs 31.8% (mono-
therapy) vs 21.2% (placebo). Most frequent: Hypertension (8.6% vs 1.0% vs 1.5%), hyper-
triglyceridemia (9.6% vs 2.8% vs 1.5%). Treatment discontinuation due to TEAEs: 5%
(combination) vs 14.2% (monotherapy) vs 9.1% (placebo). Treatment-related fatal due to
TEAESs: 2%(combination) vs 1%(monotherapy) vs and 0.8%(placebo). At data cutoff (July
8,2024): IRC-assessed mPFS: Combination arm: 17.38 months (95% CI 12.45-24.77) VS
11.20 months (95% CI 7.00-20.73) with monotherapy (HR 0.82, 95% CI 0.63-1.08) , Log-
rank p=0.1218. Conclusions: Benmelstobart, both as monotherapy and in combination with
anlotinib, significantly prolonged PFS compared to placebo. Secondary endpoints also showed
superiority, and the safety profile of the treatment group remained within acceptable param-
eters. (Funded by Chia Tai Tianqing Pharmaceutical Group Co., Ltd.; ClinicalTrials.gov number,
NCT04325763). Clinical trial information: NCT04325763. Research Sponsor: None.


http://www.clinicaltrials.gov/ct2/show/NCT04325763
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Randomized phase Il trial investigating whether atezolizumab after chemo-
radiotherapy (CRT) prolongs survival in limited stage (LS) small cell lung cancer
(SscLcC).

Bjorn Henning Gronberg, Marianne Aanerud, Daphne W. Dumoulin, Jan Nyman, Tine Schytte, Maria Moksnes Bjaanzes, Kirill Neumann, Georgios Tsakonas,

Elisabeth Anna Kastelijn, Nina Helbekkmo, Seppo W. Langer, Sacha Rothschild, Christina Appenzeller, Jos Stigt, Tine McCulloch, Hanne Sorger, Marie Sgfteland Sandvei,
Kristin Toftaker Killingberg, Trude Camilla Frgseth, Tarje Onsgien Halvorsen; Department of Clinical and Molecular Medicine, NTNU, Norwegian University of Science and
Technology and Department of Oncology, St. Olavs Hospital, Trondheim, Norway; Haukeland University Hospital, Department of Thoracic Medicine, Bergen, Norway;
Department of Pulmonary Medicine, Erasmus MC Cancer Institute, University Medical Center, Rotterdam, Netherlands; Sahlgrenska University Hospital, Goteborg, Sweden;
Department of Oncology, Odense University Hospital, Odense, Denmark; Oslo University Hospital, Department of Oncology, Oslo, Norway; Department of Pulmonology,
Akershus University Hospital, Larenskog, Norway; Department of Oncology, Karolinska University Hospital, Stockholm, Sweden; Department of Pulmonology, Sint Antonius
Hospital, Utrecht, Netherlands; University Hospital of North Norway, Department of Pulmonology, Tromsg, Norway; Department of Oncology, Copenhagen University
Hospital, Rigshospitalet, Copenhagen, Denmark; Cantonal Hospital Baden, Center Oncology / Hematology, Department Internal Medicine, Baden, Switzerland and
University of Basel, Basel, Switzerland, Basel, Switzerland; Kantonsspital St. Gallen, Sankt Gallen, Switzerland; Department of Respiratory Medicine, Isala Hospital, Zwolle,
Netherlands; Aalborg University Hospital, Aalborg, Denmark; Department of Medicine, Levanger Hospital, Levanger, Norway

Background: A majority of patients with LS SCLC relapse after potentially curative CRT and
better treatment is needed. Immunotherapy prolongs survival in extensive stage SCLC and after
CRT in non-small cell lung cancer. We investigated whether atezolizumab (“atezo”) after CRT
prolongs survival in LS SCLC. Methods: Patients with PS 0-2 and non-progression (PD) after
platinum/etoposide chemotherapy and concurrent twice-daily thoracic radiotherapy (TRT) of
45 Gy/30 or 60 Gy/40 fractions were randomized 1:1 to observation or atezo 1200 mg Q3W for 1
year, until PD or unacceptable toxicity. Atezo commenced 3-7 weeks after CRT. Randomization
was stratified by performance status (PS) (0-1 vs. 2), CRT-response (stable disease [SD] vs.
complete/partial response [CR/PR]) and TRT-dose (45 Gy vs. 60 Gy). CRT-responders were
offered prophylactic cranial irradiation (PCI) of 25-30 Gy. PCI was allowed after start of atezo.
Primary endpoint: Overall survival (OS). Secondary endpoints: Response rate (ORR),
progression-free survival (PFS) and toxicity. To detect an increase in 2-year survival from
53% to 66% with a 1-sided a=0.1 and b=0.2, 75 patients were required in each group. Results:
From July 2018-April 2022, 216 patients were included at 37 European hospitals. 170 (78.7%)
were randomized (atezo: n=85, observation: n=85). Median age was 66 years, 46% were
women, 92% had PS 0-1 and 82% stage III disease. ORR to CRT was similar in the atezo
(95%) and observation (94%) groups. 67% in both groups received PCI. Median number of
atezo-cycles was 8 (range 0-18), 2% of patients received 0 cycles and 34% completed 1 year of
treatment. Atezo was discontinued due to PD (n=18), pneumonitis (n=8), endocrinopathy
(n=3), neurotoxicity (n=2), myositis (n=2), other toxicity (n=9), patients’ wish (n=5), death
from other disease (n=2) and other (n=5). Median time until discontinuation of atezo due to
toxicity was 2.8 (range 0.1-12.1) months. After randomization (i.e. post CRT), G3-4 toxicity was
reported for 34% in the atezo group (dyspnea [n=6], fatigue [n=5], endocrinopathies [n=5],
cardiac disorder [n=4], other [n=36]), and 20% in the control group (anorexia [n=6], neurop-
athy [n=5], dyspnea [n=4], and other [n=24]). G3-4 pneumonitis occurred in 4 patients, 2 in
each group. There were 3 treatment-related deaths (neurotoxicity, pneumonitis and pneu-
monia), allin the atezo group. After 99 events and median follow-up 45.1 months (95% CI 40.7-
47.3), median OS from randomization was 43.3 months (95% CI 25.1-51.2) in the atezo and
38.8 months (95% CI 25.8-NR) in the observation group (HR 1.14, 95% CI 0.76-1.72; p=0.5).
Median PFS was 21.1 months (95% CI 9.5-43.4) in the atezo and 15.9 (95% CI 10.6-23.2) in the
observation group (HR 0.88, 95% CI 0.60-1.28, p=0.5). Conclusion: Atezolizumab therapy after
CRT did not improve progression free or overall survival in patients with LS SCLC. Clinical trial
information: NCT03540420. Research Sponsor: Roche; The Norwegian Cancer Society; Central
Norwegian Health Authority.


http://www.clinicaltrials.gov/ct2/show/NCT03540420
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Tarlatamab versus chemotherapy (CTx) as second-line (2L) treatment for small cell
lung cancer (SCLC): Primary analysis of Ph3 DeLLphi-304.

Charles M. Rudin, Giannis Socrates Mountzios, Longhua Sun, Byoung Chul Cho, Umut Demirci, Sofia Baka, Mahmut Gumus, Antonio Lugini, Tudor-Eliade Ciuleanu,
Myung-Ju Ahn, Pedro Rocha, Bo Zhu, Fiona Helen Blackhall, Tatsuya Yoshida, Taofeek K. Owonikoko, Luis G. Paz-Ares, Shuang Huang, Diana Maria Gauto,

Gonzalo Recondo, Martin Schuler; Fiona and Stanley Druckenmiller Center for Lung Cancer Research, Memorial Sloan Kettering Cancer Center, New York City, NY; Fourth
Department of Medical Oncology and Clinical Trials Unit, Henry Dunant Hospital Center, Athens, Greece; The First Affiliated Hospital of Nanchang University, Nanchang,
China; Yonsei Cancer Center, Yonsei University College of Medicine, Seoul, South Korea; Memorial Ankara Hospital, Ankara, Turkey; Interbalkan European Medical Center,
Thessaloniki, Greece; Medical Oncology Unit, Istanbul Medeniyet University Hospital, Istanbul, Turkey; Azienda Ospedaliera (AO) San Giovanni Addolorata Hospital, Rome,
Italy; Institutul Oncologic Prof Dr lon Chiricuta and University of Medicine and Pharmacy luliu Hatieganu, Cluj-Napoca, Romania; Samsung Medical Center, Sungkyunkwan
University School of Medicine, Seoul, South Korea; Vall d'Hebron University Hospital, Barcelona, Spain; The Second Affiliated Hospital of Army Medical University, PLA,
Chongging, China; The Christie NHS Foundation Trust and University of Manchester, Manchester, United Kingdom; National Cancer Center Hospital, Tokyo, Japan;
University of Maryland Marlene and Stewart Greenebaum Comprehensive Cancer Center, Baltimore, MD; Hospital Universitario 12 de Octubre, CNIO-H120 Lung Cancer Unit,
Ciberonc and Universidad Complutense, Madrid, Spain; Amgen Inc., Thousand Oaks, CA; University Hospital Essen, West German Cancer Center, Essen, Germany

Background: Tarlatamab, a bispecific T-cell engager (BiTE) immunotherapy, demonstrated
promising activity in patients (pts) with previously treated SCLC in phase 1/2 trials. We report
results from the primary analysis of the randomized controlled, phase 3 DeLLphi-304 study,
evaluating tarlatamab vs CTx in pts with SCLC following progression on or after platinum-
based chemotherapy. Methods: Pts were randomized 1:1 to tarlatamab or CTx (topotecan,
lurbinectedin or amrubicin), stratified by prior treatment with a PD-(L)1 inhibitor,
chemotherapy-free interval, brain metastases, and intended CTx. Primary endpoint was overall
survival (0S). Key secondary endpoints were progression-free survival (PFS) and patient-
reported outcomes (PRO). Other secondary endpoints included objective response rate (ORR),
duration of response (DOR), disease control rate (DCR), and safety. Results: 509 pts were
randomized (254, tarlatamab; 255, CTx). At median follow-up of 11.2 months (mo) for tarla-
tamab and 11.7 mo for CTx, pts in the tarlatamab arm had significantly longer OS (median OS:
13.6 vs 8.3 mo; hazard ratio [HR], 0.60 [95% CI: 0.47, 0.77]; P < 0.001) and PFS (median PFS: 4.2
vs 3.2 mo; HR, 0.72[95% CI: 0.59, 0.88]; P < 0.001) vs pts in the CTx arm. Tarlatamab improved
cancer-related symptoms of dyspnea and cough compared to CTx (Table). Lower rates of grade
(Gr) =3 treatment-related adverse events (TRAEs) occurred with tarlatamab vs CTx (27% vs
62%); discontinuations due to TRAEs were lower with tarlatamab (3% vs 6%). The most
common Gr =3 TRAEs were neutropenia (4%) and lymphopenia (4%) with tarlatamab and
anemia (28%) and neutropenia (22%) with CTx. Cytokine release syndrome with tarlatamab
was primarily low grade (42% Gri; 13% Gr2; 1% Gr3) and manageable. Conclusions: The
DeLLphi-304 trial showed tarlatamab significantly improved OS, PFS, and PROs, with a fa-
vorable safety and tolerability profile compared to CTx in pts with SCLC that progressed on or
after initial platinum-based CTx, defining a new standard of care for these patients. Clinical
Trial Information: NCT05740566; Legal entity responsible: Amgen Inc.; Funding: Amgen Inc.;
Editorial acknowledgement: Medical writing support for the development of this abstract was
provided by Sukanya Raghuraman, PhD, of Cactus Life Sciences, part of Cactus Communica-
tions, and was funded by Amgen Inc. Clinical trial information: NCT05740566. Research
Sponsor: Amgen Inc.

Tarlatamab CTx* Tarlatamab treatment
(n=254) (n=255) effect (P-value)
Median 0S, mo (95% CI) 13.6 (11.1-NE) 8.3 (7.0-10.2) HR = 0.60 (P < 0.001)
Median PFS, mo (95% CI) 4.2 (3.0-4.4) 3.2 (2.9-4.2) HR = 0.72 (P < 0.001)
ORR, % (95% Cl) 35 (29-41) 20 (16-26) Odds ratio = 2.13
Median DOR, mo (95% Cl) 6.9 (4.5-12.4) 5.5 (4.2-5.7) -
DCR, % (95% Cl) 68 (62-74) 64 (58-70) -
Dyspnea score, change from baseline -1.94 (-4.32, 0.45) 7.20 (4.58-9.81) MD =-9.14 (P < 0.001)
after18 wks', mean (95% CI)
Cough score, pts with improvement 41 (16) 23 (9) OR =2.04 (P=0.012)
18 wks after baseline?, n (%)
Chest pain score, pts with improvement 22 (9) 9(4) OR = 1.84 (P = 0.1005)

18 wks after baseline*, n (%)

MD: mean difference; NE: not estimable; wks, weeks.
*Topotecan (n=185), lurbinectedin (n=47), or amrubicin (n=23).
TEORTC QLQ-C30 scale.

$EORTC QLQ-LC13 scale.

§Non-significant.


http://www.clinicaltrials.gov/ct2/show/NCT05740566

LUNG CANCER—NON-SMALL CELL LOCAL-REGIONAL/SMALL CELL/OTHER THORACIC CANCERS
LBA8010 Rapid Oral Abstract Session

Perioperative nivolumab (NIVO) vs placebo (PBO) in patients (pts) with resectable
NSCLC: Updated survival and biomarker analyses from CheckMate 77T.

Tina Cascone, Mark M. Awad, Jonathan Spicer, Jie He, Shun Lu, Fumihiro Tanaka, Robin Cornelissen, Lubos B. Petruzelka, Hiroyuki Ito, Ludmila De Oliveira Koch, Lin Wu,
Sabine Bohnet, Cinthya Coronado Erdmann, Stephanie Meadows-Shropshire, Jaclyn Neely, Amy Hung, Padma Sathyanarayana, Sumeena Bhatia, Mariano Provencio; The
University of Texas MD Anderson Cancer Center, Houston, TX; Memorial Sloan Kettering Cancer Center, New York, NY; McGill University Health Centre, Montreal, QC,
Canada; National Cancer Center/National Clinical Research Center for Cancer/Cancer Hospital, Chinese Academy of Medical Sciences and Peking Union Medical College,
Beijing, China; Shanghai Lung Cancer Center, Shanghai Chest Hospital, Shanghai Jiao Tong University, Shanghai, China; University of Occupational and Environmental
Health, Kitakyushu, Japan; Erasmus MC Cancer Institute, Rotterdam, Netherlands; Charles University, Prague, Czech Republic; Kanagawa Cancer Center, Yokohama,
Japan; Hospital Israelita Albert Einstein, Sao Paulo, Brazil; Hunan Cancer Hospital, Changsha, China; University Medical Center Schleswig-Holstein, Liibeck, Germany;
Bristol Myers Squibb, Boudry, Switzerland; Bristol Myers Squibb, Princeton, NJ; Hospital Universitario Puerta de Hierro, Madrid, Spain

Background: The phase 3 CheckMate 77T study demonstrated statistically significant and
clinically meaningful improvement in EFS with perioperative NIVO vs PBO in pts with resectable
NSCLC. pCR rates were also improved. Here, we report updated EFS, OS from the first pre-
specified interim analysis, and exploratory biomarker analyses. Methods: Pts with resectable
stage ITIA-IIIB (N2; AJCC v8) NSCLC were randomized 1:1 to neoadjuvant (neoadj) NIVO +
chemotherapy (chemo) Q3W (up to 4 cycles [cyc]) followed by adjuvant (adj) NIVO Q4W (up to
13 cyc) or neoadj PBO + chemo Q3W (up to 4 cyc) followed by adj PBO Q4W (up to 13 cyc). The
primary endpoint was EFS per BICR. Secondary endpoints included pCR, OS, and safety. Ex-
ploratory analyses included efficacy by pCR status, presurgery ctDNA clearance (CL), and tumor
genomic alterations. Results: At a median follow-up of 41.0 mo (database lock, 16 Dec 2024),
NIVO continued to provide EFS benefit vs PBO (HR [95% CI], 0.61 [0.46—0.80]; 30-mo EFS
rates, 61% vs 43%) in all randomized pts and regardless of disease stage, tumor histology, or
PD-L1 expression (Table). EFS from surgery (HR [95% CI]) continued to favor NIVO vs PBO in
pts with pCR (0.90 [0.19-4.15]) or without (w/0; 0.72 [0.50—1.05]). In biomarker-evaluable pts
(NIVO, 98; PBO, 92), pts with ctDNA CL had greater EFS benefit (assessed from randomization)
vs ptsw/o (HR [95% CI]: NIVO, 0.41[0.20—0.86]; PBO, 0.62[0.31—1.22]); pts with ctDNA CL with
or w/o pCR had improved EFS vs pts w/o ctDNA CL and pCR (data to be presented). EFS (HR [95%
CI]) favored NIVO vs PBO in pts with tumor genomic alterations (KRAS, and/or STK11, and/or
KEAP1 mutations; 0.63 [0.32—1.23]) or w/o (0.65 [0.39—-1.10]). Higher ctDNA CL and pCR rates
were seen with NIVO vs PBO regardless of mutation status; additional efficacy and ctDNA
outcomes will be presented. At the first prespecified interim OS analysis, NIVO showed a trend
of OS improvement vs PBO in all randomized pts (HR [97.63% CI], 0.85 [0.58—-1.25]; median OS,
not reached in both tx arms; 30-mo OS rates, 78% vs 72%). Safety outcomes were consistent
with previous reports. Conclusions: In this update, perioperative NIVO continued to show long-
term EFS benefit and a favorable OS trend vs PBO in pts with resectable NSCLC; no new safety
signals were observed. In exploratory analyses, presurgery ctDNA CL was associated with EFS
benefit. EFS favored NIVO vs PBO regardless of KRAS, STK11, and KEAP1 mutation status. Clinical
trial information: NCT04025879. Research Sponsor: Bristol Myers Squibb.

Non-

All pts Stage Il Stage Il Squamous squamous PD-L1< 1% PD-L12>1%
NIVO NIVO NIVO NIVO NIVO NIVO NIVO
(N=229)vs (n=80)vs (n=149) vs (n=116) vs (n = 113) vs (n =93) vs (n = 128) vs
PBO PBO PBO PBO PBO PBO PBO

(N=232) (n=81) (n=149) (M=118) (=114 (=93) (n=128)

Median 46.6 vs 169 NRvs NR 42.1vs 13.4 NRvs 16.4 40.1 vs 169 40.1vs 46.6 vs 15.1
EFS, mo 19.8

HR 0.61 0.77 0.54 0.53 0.69 0.79 0.53

(95% Cl) (0.46-0.80) (0.46-1.30) (0.39-0.74) (0.35-0.80) (0.48-1.00) (0.52-1.21) (0.36—0.76)
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An international, multicenter, prospective randomized trial of adjuvant chemo-
therapy for stage la-lla non-small cell lung cancer identified as high-risk by a 14-
gene molecular assay.

David R. Spigel, Virginie Westeel, lan Churchill Anderson, Laurent Greillier, Florian Guisier, Olivier Bylicki, Firas Benyamine Badin, Gaelle Rousseau-Bussac, Clotilde Deldycke,
Frank Griesinger, Adam Bograd, Wangjian Zhong, Matthew A. Gubens, John Crowley, Heiko von der Leyen, Gavitt Alida Woodard, Johannes Ruediger Kratz, David Jablons,
Michael Mann; Sarah Cannon Research Institute Oncology Partners, Nashville, TN; CHU Besangon, Hépital J. MINJOZ, Service de Pneumologie, Besangon, France;
Providence Medical Center, Santa Rosa, CA; Assistance Publique Hopitaux de Marseille (AP-HM), Marseille, France; Hospital Center University De Rouen (CHU Rouen),
Rouen, France; HIA Sainte Anne, Toulon, France; Baptist Healthcare System, Inc., Lexington, KY; Centre Hospitalier Intercommunal De Creteil, Créteil, France; Hopital de la
Milétrie - Centre Hospitalier Universitaire de Poitiers, Poitiers, France; Pius-Hospital Oldenburg, Oldenburg, Germany; Swedish Cancer Institute, Seattle, WA; Baptist Health
Lagrange, Prospect, KY; University of California, San Francisco, San Francisco, CA; Cancer Research and Biostatistics (CRAB), Seattle, WA; Conreso, Hanover, Germany; Yale
School of Medicine, New Haven, CT

Background: Despite advances in late-stage treatments, survival of early-stage non-small cell
lung cancer (NSCLC) remains dismal, with 5-year disease free survival (DFS) of only 65% even
in stage Ia. Preliminary, non-randomized clinical data suggest the predictive efficacy of
RiskReveal, a 14-gene expression profile, in identifying stage Ia-Ila patients with non-
squamous NSCLC who benefit from adjuvant therapy. We undertook an international, multi-
center, randomized clinical trial to confirm these findings. Here, we report the results of an
early interim analysis that was planned to detect a large discrepancy in outcomes between arms.
Methods: 421 patients who underwent resection of stage pla-IIa NSCLC were categorized as
low-, intermediate-, or high-risk by the RiskReveal assay. Intermediate- and high-risk pa-
tients were randomized to observation or to 4 cycles of platinum-based adjuvant chemother-
apy. The modified intent-to-treat (mITT) population was defined as randomized patients who
continued to meet eligibility criteria either at the time of chemotherapy initiation or at ran-
domization to observation. The primary endpoint was DFS in the mITT population, defined as
the time from randomization to disease recurrence, exclusive of new primary lung cancer, or
death from any cause. DFS was compared between arms using a log-rank test and Kaplan-Meier
analysis. An early interim analysis was planned with a type I error rate of 0.02. Results: Of 194
evaluable patients at the time of the interim analysis, 87 had been randomized to adjuvant
chemotherapy (55% stage Ia), and 107 to observation (55% stage Ia). There were no significant
differences between the groups with respect to age, sex, or tumor size >4 cm; median follow-up
was 19.5 months in the chemotherapy arm and 19.0 months in the observation arm. At
24 months, adjuvant chemotherapy significantly improved DFS compared to observation,
with a HR of 0.22 (95% CI 0.06, 0.76; p=0.0087). DFS at 24 months was 96% with adjuvant
chemotherapy (95% CI 0.92, 1.00) vs. 79% with observation (95% CI 0.70, 0.90). Median DFS
was not reached in either group. Conclusion: A 1/-gene molecular assay identified a high-risk
population of stage Ia-IIa non-squamous NSCLC patients who benefited substantially from
adjuvant chemotherapy. Improved survival in lung cancer is best achieved by optimizing
outcomes in the earliest stages of disease. Identification of patients who benefit from adjuvant
chemotherapy using this predictive test could result in a dramatic improvement in survival for
the growing percentage of patients diagnosed in stages I-Ila. Although the study DSMB
recommended a halt to enrollment, follow up continues and may provide further confirmation
of this benefit. Clinical trial information: NCT01817192. Research Sponsor: Razor Genomics, Inc.


http://www.clinicaltrials.gov/ct2/show/NCT01817192
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CAMPASS: Benmelstobart in combination with anlotinib vs pembrolizumab in the
first-line treatment of advanced non-small cell lung cancer (aNSCLC)—A ran-
domized, single-blind, multicenter phase 3 study.

Baohui Han, Kai Li, Runxiang Yang, Yongzhong Luo, Wei Zuo, Chao Xie, Qingshan Li, Xingxiang Xu, Qiang Liu, Yan Yu, Qiming Wang, Tienan Yi, Yongxing Chen, Hongmei Sun,
Xuhong Min, Huagiu Shi, Hualin Chen, Jianhua Shi, Jinsheng Shi, Junzhen Gao; Shanghai Chest Hospital, Shanghai, China; Tianjin Medical University Cancer Institute &
Hospital, Tianjin, China; Internal Medicine Department 2, Yunnan Cancer Hospital (The Third Affiliated Hospital of Kunming Medical University), Kunming, China; Hunan
Cancer Hospital & The Affiliated Cancer Hospital of Xiangya School of Medicine, Central South University, Changsha, China; The First Affiliated Hospital of Nanchang
University, Nanchang, China; Cancer Hospital of Shandong First Medical University, Jinan, China; Chengde Medical College Affiliated Hospital, Chengde, China; Northern
Jiangsu People’s Hospital Affiliated to Yangzhou University, Yangzhou, China; Department of Oncology, China Shenyang The Tenth People’s Hospital, China Shenyang
Chest Hospital, Shenyang, China; Respiratory Medicine Ward 3, Harbin Medical University Cancer Hospital, Harbin, China; The Affiliated Cancer Hospital of Zhengzhou
University & Henan Cancer Hospital, Zhengzhou, Henan, China; Xiangyang Central Hospital, Xiangyang, China; Hainan Provincial People’s Hospital, Haikou, China; Jiamusi
Cancer and Tuberculosis Hospital, Jiamusi, China; Anhui Chest Hospital, Hefei, China; First Affiliated Hospital of Gannan Medical University, Ganzhou, China; Affiliated
Hospital of Guangdong Medical University, Zhanjiang, China; Linyi Cancer Hospital, Linyi, China; Cangzhou People’s Hospital, Cangzhou, China; Affiliated Hospital of Inner
Mongolia Medical University, Huhehaote, China

Background: Anti-PD-(L) 1 monotherapy has been the standard first-line treatment for PD-L1
positive NSCLC, but its clinical benefit remains unsatisfactory. Benmelstobart (TQB2450) is a
humanized monoclonal antibody against PD-L1 and anlotinib is a multikinase inhibitor that has
been approved as the standard of care in the third-line treatment of NSCLC in China. This phase
3 study aimed to compare the efficacy of benmelstobart in combination with anlotinib and
pembrolizumab as first-line treatment of PD-L1 positive aNSCLC. Methods: This is a random-
ized, single-blind, multicenter phase Ill study (NCT04964479). Eligible patients (pts) were
previous systemic treatment naive, diagnosed with locally advanced or recurrent/metastatic
NSCLC and had PD-L1 positive expression (defined as TPS =1%). Pts were randomized in a 2:1
ratio to receive either benmelstobart plus anlotinib (benmel+ anlo) or pembrolizumab plus
placebo (pem-+placebo). Anlotinib or placebo was administered orally at a dose of 12/0mg QD on
days 1-14 of a 21-day cycle, while benmelstobart or pembrolizumab was given intravenously
at a dose of 1200mg or 200mg on the first day of each cycle. The primary endpoint was
progression-free survival (PFS) assessed by independent review committee (IRC). Results:
Between August 2021 and December 2022, 531 pts were randomized (528 treated). At the data
cutoff date of 20 May 2023, the median follow-up for PFS was 11.4 months for the benmel+anlo
arm and 10.6 months for the pem+placebo arm. The study met its primary endpoint that the
median PFS was significantly prolonged to 11.0 months (95% CI 9.2-12.6) in the benmel+anlo
arm compared with 7.1 months (95% CI 5.8-9.5) in the pem+placebo arm (P = 0.007). The
hazard ratio (HR) was 0.70 (95% CI 0.55-0.91). The HR for pts with squamous cell carcinoma
and PD-L1 expression =50% was 0.63 (95% CI 0.46-0.86) and 0.60 (95% CI 0.41-0.88). The
confirmed objective response rate was also obviously higher with combination therapy (57.3%
VS. 39.6%; P < 0.001). The data for overall survival (OS) was immature. In total, 98.3% of pts in
the benmel + anlo arm and 88.1% in the pem + placebo arm experienced at least one treatment-
related adverse event (TRAE). The incidence of grade =3 TRAE was 58.5% and 29.0% in each
group, respectively. Only 5.7%/3.7% of pts permanently discontinued benmelstobart/anlotinib
since TRAE, while termination of pembrolizumab/placebo due to TRAE occurred in 8.0%/2.3%
of pts. Conclusions: To our knowledge, this is the first phase III study to demonstrate the
significant PFS benefit of a multikinase inhibitor plus an anti-PD-L1 mAb in the first-line
treatment of PD-L1-positive aNSCLC compared to pembrolizumab. Tolerability is favourable
with a lower incidence of treatment discontinuation due to TRAE. The data support this
combination as a new option for these pts. Clinical trial information: NCT04964479. Research
Sponsor: Chia Tai TianQing Pharmaceutical Group Co., Ltd.


http://www.clinicaltrials.gov/ct2/show/NCT04964479
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Savolitinib (Savo) combined with osimertinib (osi) versus chemotherapy (chemo) in
EGFR-mutant (EGFRm) and MET-amplification (METamp) advanced NSCLC after
disease progression (PD) on EGFR tyrosine kinase inhibitor (TKI): Results from a
randomized phase 3 SACHI study.

Shun Lu, Jie Wang, Nong Yang, Dongging Lv, Lijuan Chen, Lin Wu, XingYa Li, Longhua Sun, Yongfeng Yu, Bo Jin, Lin Yang, Yubiao Guo, Haipeng Xu, Tienan Yi, Aiping Zeng,
Xiaorong Dong, Jianhua Chen, Ziping Wang, Tony S. K. Mok, Weiguo Su, SACHI Study Group; Shanghai Chest Hospital, School of Medicine, Shan, Shanghai, China; Internal
Medicine, Department of Medical Oncology, National Cancer Center/National Clinical Research Center for Cancer/Cancer Hospital, Beijing, China; Hunan Cancer Hospital/
The Affiliated Cancer Hospital of Xiangya School of Medicine, Central South University; The Second People’s Hospital of Hunan Province/Brain Hospital of Hunan Province,
Hunan, China; Taizhou Hospital of Zhejiang Province affiliated to Wenzhou Medical University, Taizhou, China; Affiliated Cancer Hospital of Zhengzhou University & Henan
Cancer Hospital, Zhengzhou, China; Hunan Cancer Hospital, Changsha, China; The First Affiliated Hospital of Zhengzhou University, Zhengzhou, China; Department of
Respiratory Medicine, First Affiliated Hospital of Nanchang University, Nanchang, China; Department of Medical Oncology, Shanghai Chest Hospital, Shanghai Jiao Tong
University School of Medicine, Shanghai, China; Department of Medical Oncology, The First Hospital of China Medical University, Shenyang, China; Department of Thoracic
Surgery, Shenzhen People’s Hospital (The Second Clinical Medical College, Jinan University; The First Affiliated Hospital, Southern University of Science and Technology),
Shenzhen, China; Department of Pulmonary and Critical Care Medicine, The First Affiliated Hospital, Sun Yat-Sen University, Guangzhou, China; Clinical Oncology School of
Fujian Medical University, Fujian Cancer Hospital, Fuzhou, China; Xiangyang Central Hospital, Xiangyang, China; The Cancer Hospital Affiliated to Guangxi Medical

University, Nanning, China; Cancer Center, Union Hospital, Tongji Medical College, Huazhong University of Science and Technology, Wuhan, China; Thoracic Medicine
Department 1, Hunan Cancer Hospital/The Affiliated Cancer Hospital of Xiangya School of Medicine, Central South University, Changsha, China; Key Laboratory of

Carcinogenesis and Translational Research (Ministry of Education / Beijing), Department of Thoracic Medical Oncology, Peking University Cancer Hospital & Institute,
Beijing, China; Department of Clinical Oncology, Faculty of Medicine, The Chinese University of Hong Kong, Hong Kong, China; HUTCHMED Limited, Shanghai, China

Background: Savo, a highly selective MET-TKI, combined with osi, may overcome acquired
MET-driven resistance in EGFRm advanced NSCLC after PD on EGFR-TKIs. Here we report
primary results of the prespecified interim analysis (IA) in SACHI study, comparing efficacy and
safety of savo + osi with chemo in this disease setting. Methods: In this randomized, open-
label, phase 3 study, 250 EGFRm and METamp advanced NSCLC patients (pts) post PD on first-
line EGFR-TKI were planned (MET copy number =5 or MET/CEP7 ratio of =2.0 by FISH for pts
with prior 15t/2"¢ generation [G] EGFR-TKI; MET copy number =10 for pts with prior 3™ G
EGFR-TKI); T790M negative after PD on 1%t/2"¢ G EGFR-TKI was required. Eligible pts were
randomly assigned (1:1) to receive savo 400 or 600 mg QD (for body weight of < 50, or = 50 kg
respectively) + 0si 80 mg QD, or chemo (pemetrexed + carboplatin/cisplatin), stratified by brain
metastases, prior use of 3G EGFR-TKI, and type of EGFR mutations. Crossover to savo + osi after
IRC-PD was permitted for chemo group. The primary endpoint, PFS by investigator (INV) per
RECIST 1.1, was hierarchically tested via a stratified log-rank test in 3G EGFR-TKI treatment-
naive set firstly, then in ITT set. This is a prespecified IA conducted via an independent data
monitoring committee to assess efficacy superiority or sample size re-estimation. Results:
From 15 Oct 2021 to 30 Aug 2024 (DCO for IA), 211 pts were randomized to receive savo + osi or
chemo (n=106 vs 105). Baseline characteristics were well balanced. mPFS by INV was signif-
icantly longer with savo + osi vs chemo in both 3G EGFR-TKI treatment-naive set and ITT set
(p< 0.0001 in both sets), which met prespecified IA efficacy boundary (p<0.0099 and 0.0228 in
2 sets, respectively); in 3G EGFR-TKI treated pts, mPFS was also significantly prolonged with
savo + 0si (6.9m vs 3.0m, HR=0.32, p < 0.0001). IRC-assessed PFS benefits were consistent
(table). OS was immature at this DCO. Grade =3 TEAE occurred in 56.6% vs 57.3% of pts with
savo + osi vs chemo; savo + osi had lower rates of hematologic events than chemo. Conclusion:
Savo + osi significantly improved PFS versus chemo in METamp NSCLC post EGFR-TKI, and the
combination was safe and well tolerated. Savo + osi is a potential new treatment option for this
genomically defined population. Clinical trial information: NCT05015608. Research Sponsor:
This study is funded by HUTCHMED Limited and AstraZeneca.

Savo + osi Chemo Hazard ratio/
ITT set N=106 N=105 Odds ratio Two sided-p value
mPFS (95% CI) (INV), m 8.2(6.9,11.2) 4.5 (3.0,5.4) 0.34 <0.0001
mPFS (95% CI) (IRC), m 72 (5.7,11.1) 4.2 (4.0,5.7) 0.40 < 0.0001
ORR (95% ClI) (IRC), % 63.2 (53.3,72.4) 36.2 (27.0, 46.1) 3.05 < 0.0001
mDoR (95% CI) (IRC), m 9.7 (5.8,12.4) 4.3 (2.8,5.1) NA NA
mOS (95%Cl), m* 22.9 (16.8, NE) 17.7 (14.9, 26.3) 0.84 0.4191

*52.4% of pts in chemo group were crossover to receive savo + osi or other MET Inhibitors.


http://www.clinicaltrials.gov/ct2/show/NCT05015608
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PRAGMATICA-LUNG (SWOG S2302): A prospective, randomized study of ramu-
cirumab plus pembrolizumab versus standard of care for participants previously
treated with immunotherapy for stage IV or recurrent non-small cell lung cancer.

Konstantin H. Dragnev, Mary Weber Redman, Karen L. Reckamp, Maya Khalil, Brian S. Henick, James Moon, Pasarlai Ahmadzai, Michael Leo LeBlanc, Daniel R. Carrizosa,
Paul Joseph Hesketh, Ellen V. Sigal, Jeff Allen, Andreas N. Saltos, Bryan A. Faller, Roy S. Herbst, Charles D. Blanke, Jhanelle E. Gray; Dartmouth Cancer Center, Lebanon,
NH; Fred Hutchinson Cancer Center, Seattle, WA; Cedars Sinai Medical Center, Los Angeles, CA; Department of Medicine, Division of Hematology & Oncology, University of
Alabama at Birmingham, Birmingham, AL; Columbia University Herbert Irving Medical Center, New York, NY; SWOG Statistics and Data Management Center, Fred
Hutchinson Cancer Center, Seattle, WA; SWOG Statistics and Data Management Center Cancer Research and Biostatistics, Seattle, WA; Levine Cancer Institute, Charlotte,
NC; Lahey Hospital and Medical Center, Burlington, MA; Friends of Cancer Research, Washington, DC; Moffitt Cancer Center, Tampa, FL; Missouri Baptist Medical Center,
Saint Loius, MO; Yale Cancer Center, Yale School of Medicine, New Haven, CT; Oregon Health & Science University, Portland, OR; H. Lee Moffitt Cancer Center and Research
Institute, Tampa, FL

Background: Effective therapy after frontline immune checkpoint inhibitor (ICI)-based treat-
ment for advanced NSCLC is needed as limited options are available. Lung-MAP S1800A was a
phase II randomized study of RP versus SoC for pts with NSCLC previously treated with ICI that
showed benefit in overall survival (0S) with an improved toxicity profile over SOC. S2302
Pragmatica-Lung was designed to evaluate the impact on OS while reducing the barriers and
burdens of trial participation. Methods: S2302 is a registration-intent randomized phase III
trial for pts with advanced NSCLC who previously received ICI for at least 84 days and platinum-
based therapy, randomized to SOC or RP, stratified by immediate prior therapy including ICI
(ves/no) and PS (0/1v. 2). The pragmatic design led to eligibility focus on stage, prior therapy
and safety to enroll pts. Laboratory assessment and imaging were not required. Data collection
was developed to minimize the burden with fewer number of forms, data elements and time
points for data submitted. Only related and unexpected grade 3/4 and all grade 5 adverse events
were collected. Two interim analyses (at 40% and 60% of expected deaths) were planned. The
criteria for early reporting were a fixed sample p-value from a stratified log-rank test = 0.3156
for futility and = 0.0054 for efficacy. Results: S2302 enrolled 838 pts in 21 months (mos) from
March 2023 to December 2024 (419/arm), averaging >50 pts/month in the final 6 mos. Median
age (range) was 68 (34-88), 22% non-white /13% Black, 15% rural, 29% squamous cell
carcinoma (SCC), 63% adenocarcinoma, 81% had ICI as the most recent treatment, 13% had
PS2. The study met futility criteria for early reporting at the second interim analysis (April
2025). With 370 deaths reported and median of follow-up for alive pts of 5.2 mos (0.2-22.1
mos), 0OS is not different between the arms: HR (95% CI): 0.99 (0.81-1.22), p=0.46; median OS of
10.1 mos for RP and 9.3 for SOC. Within histologic subgroups, the HR (95% CI) for 242 pts with
SCC is 0.82 (0.56-1.22), p=0.17 and for 596 with non-SCC is 1.09 (0.85-1.39), p=0.75. Conclu-
sions: Accrual was rapid, and participant representativeness enhanced in this study with
pragmatic design features. Often understudied groups were better represented; the study
represents a contrast with the usual better prognosis of trial populations. While RP did not
improve 0S, RP was not worse than SOC overall, may benefit some with SCC, and is chemo-
therapy-free. There is some evidence of subgroups benefiting with delayed curve separation.
Longer follow-up and reported events will provide more clarity on these hypotheses. Support:
NIH/NCI/NCTN grants U10CA180888 and U10CA180819; and in part by Merck Sharp & Dohme
LLC, a subsidiary of Merck & Co., Inc., Rahway, NJ, USA, and Eli Lilly and Company. Clinical trial
information: NCT05633602. Research Sponsor: NIH/NCI/NCTN Grant; U10CA180888; NIH/
NCI/NCTN Grant; U10CA180819; Merck Sharp & Dohme LLC, a subsidiary of Merck & Co.,
Inc., Rahway, NJ, USA; Eli Lilly and Company.


http://www.clinicaltrials.gov/ct2/show/NCT05633602
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Nivolumab plus relatlimab vs nivolumab alone for the adjuvant treatment of
completely resected stage IlI-1V melanoma: Primary results from RELATIVITY-098.

Georgina V. Long, Paolo Antonio Ascierto, Jun Guo, Sunandana Chandra, Ahmad A. Tarhini, Eva Mufioz Couselo, Michele Del Vecchio, Andreia Cristina De Melo,
Helen Gogas, Reinhard Dummer, Margaret K. Callahan, Dirk Schadendorf, Peter Koelblinger, Gaelle Quereux, loannis Thomas, Bohang Chen, Alicia Mun Yen Cheong,
Patrick Djidel, Sonia Dolfi, Hussein A. Tawbi; Melanoma Institute Australia, Faculty of Medicine and Health, The University of Sydney, and Mater and Royal North Shore
Hospitals, Sydney, NSW, Australia; Istituto Nazionale Tumori IRCCS "Fondazione G. Pascale”, Naples, Italy; Peking University Cancer Hospital & Institute, Beijing, China;
Northwestern University, Chicago, IL; H. Lee Moffitt Cancer Center & Research Institute, Tampa, FL; Vall d'Hebron Institute of Oncology, Barcelona, Spain; Fondazione
IRCCS Istituto Nazionale dei Tumori, Milan, Italy; Nacional Cancer Institute, Brazil, Rio De Janeiro, Brazil; National and Kapodistrian University of Athens, Athens, Greece;
Department of Dermatology Universitat Ziirich, Ziirich, Switzerland; Memorial Sloan Kettering Cancer Center, New York, NY; University of Essen and the German Cancer
Consortium, Essen, Germany; Paracelsus Medical University, Salzburg, Austria; Nantes University Hospital, Skin Cancer Unit, Nantes, France; University of Tuebingen,
Tuebingen, Germany; Bristol Myers Squibb, Princeton, NJ; Bristol Myers Squibb, Uxbridge, United Kingdom,; Bristol Myers Squibb, Boudry, Switzerland; The University of
Texas MD Anderson Cancer Center, Houston, TX

Background: NIVO + RELA fixed-dose combination (FDC), compared with NIVO alone,
demonstrated a clinically meaningful benefit to progression-free survival (HR 0.79, 95% CI
0.66-0.95) and overall survival (0S; 0.80, 95% CI 0.66—0.99) after a 3-y follow-up, with a
manageable safety profile in patients (pts) with untreated advanced melanoma (RELATIVITY-
047). To address a current unmet need for more efficacious adjuvant regimens for completely
resected melanoma, RELATIVITY-098 was designed to evaluate adjuvant NIVO + RELA FDC vs
NIVO alone in pts after complete resection of stage III-IV melanoma (NCT05002569).
Methods: In this phase 3, randomized, double-blind study, pts aged = 12 years were stratified
by AJCC v8 stage at screening (stage IIIA/IIIB vs IIIC vs IIID/IV) and geographic region (USA/
Canada/Australia vs Europe vs rest of the world). Pts were randomized 1:1 to receive NIVO
480 mg + RELA 160 mg FDC or NIVO 480 mg every 4 weeks for a maximum of 1 year or until first
recurrence, unacceptable toxicity, or withdrawal of consent. The primary endpoint was
recurrence-free survival (RFS) by investigator; secondary endpoints included OS (key), distant
metastasis-free survival (DMFS), and safety. Results: Pts randomized to NIVO + RELA (n = 547)
vs NIVO alone (n = 546) had stage IIIA/B (38% vs 36%) or IIIC (49% vs 50%) disease; 80% vs
83% had cutaneous nonacral melanoma, 11% vs 10% had cutaneous acral, and 2% vs 1% had
mucosal. Median duration of therapy was 11.0 mo for each arm. At a minimum follow-up of 23.4
mo, there was no statistical difference in RFS for NIVO + RELA vs NIVO (Table). The RFS
outcome was generally consistent across stratification factors and prespecified subgroups. OS
was not tested per the hierarchical testing strategy. There were 148 OS events (48% data
maturity). DMFS was similar in both treatment groups (Table). Grade 3/ treatment-related
adverse events (TRAEs) occurred in 19% of pts treated with NIVO + RELA vs 8% with NIVO alone
(compared with 22% vs 12% in RELATIVITY-047); any-grade TRAEs led to discontinuation of
therapy in 17% vs 9% of pts, respectively. There were 2 treatment-related deaths with NIVO +
RELA and 1 with NIVO. Conclusions: NIVO + RELA did not result in significant RFS improvement
vs NIVO alone as adjuvant treatment for pts after complete resection of stage III-IV melanoma.
The safety profile of NIVO + RELA in this setting was generally consistent with results from
RELATIVITY-047. Arobust biomarker analysis for the study is currently underway. Clinical trial
information: NCT05002569. Research Sponsor: Bristol Myers Squibb.

NIVO + RELA NIVO
RFS
24-mo rate, % 62.0 63.6
(95% Cl) (57.7-66.0) (59.4-67.6)
Median, mo (95% CI) NR (30.8—-NR) 33.1 (31.0-NR)
(events/pts) (214/547) (213/546)
HR 1.01 (95% ClI, 0.83-1.22)
DMFS
24-mo rate, % 73.1 76.3
(95% CI) (68.8-76.9) (72.3-79.9)
Median, mo (95% CI) NR (NR-NR) 33.1 (31.5-NR)
(events/pts) (133/499) (129/494)
HR 1.07 (95% Cl 0.84-1.36)

HR, hazard ratio; NR, not reached.


http://www.clinicaltrials.gov/ct2/show/NCT05002569
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Primary analysis of the EORTC-2139-MG/Columbus-AD trial: A randomized trial of
adjuvant encorafenib and binimetinib versus placebo in high-risk stage Il melanoma
with a BRAF-V600E/K mutation.

Alexander Christopher Jonathan van Akkooi, Mario Mandala, Michal Kicinski, Anne-sophie Govaerts, Axel Hauschild, Piotr Rutkowski, Petr Arenberger,

Paolo Antonio Ascierto, Piotr Tomczak, Gaelle Quereux, Federica De Galitiis, Caroline Dutriaux, Christoffer Gebhardt, Ellen Kapiteijn, Laurent Machet, Isabelle Klauck,
Benoit Sansas, Paul Lorigan, Georgina V. Long, Alexander M. Eggermont; Melanoma Institute Australia, The University of Sydney, Sydney, NSW, Australia; Department of
Medical Oncology, University of Perugia, Santa Maria Misericordia Hospital, Perugia, Italy; EORTC Headquarters, Brussels, Belgium; Department of Dermatology, University
Hospital (UKSH), Kiel, Germany; Maria Sktodowska-Curie National Institute of Oncology Center, Warsaw, Poland; University Hospital Kralovske Vinohrady Prague and
Charles University Third Medical Faculty, Prague, Czech Republic; Istituto Nazionale Tumori IRCCS "Fondazione G. Pascale”, Naples, Italy; Pratia Poznai Medical Center,
Poznan, Poland; Nantes University Hospital, Skin Cancer Unit, Nantes, France; Medical Oncology, Istituto Dermopatico Dellimmacolata, Rome, Italy; CHU de Bordeaux,
Hopital Saint André, Bordeaux, France; Department of Dermatology/Skin Cancer Center, University Medical Center Hospital Hamburg-Eppendorf, Hamburg, Germany;
Department of Medical Oncology, Leiden University Medical Center, Leiden, Netherlands; CHU de Tours - Hospital Trousseau, Cambray-Les-Tours, France; Pierre Fabre
Medicament, Boulogne-Billancourt, France; Pierre Fabre, Toulouse, France; University of Manchester and The Christie NHS Foundation Trust, Manchester, United Kingdom;
Melanoma Institute Australia, Faculty of Medicine and Health, The University of Sydney, and Mater and Royal North Shore Hospitals, Sydney, NSW, Australia; Faculty of
Medicine University Medical Center and Princess Maxima Center, Utrecht, Netherlands, and Comprehensive Cancer Center Munich and Technical University Munich &
Ludwig Maximilian University, Munich, Germany

Background: Resected stage IIB/IIC melanoma has a high risk of recurrence. While, for decades,
surgery was the only option for high-risk stage II disease in most countries, adjuvant therapies
now exist. Anti-PD-1 significantly improve recurrence-free survival (RFS) vs. placebo in pa-
tients with fully resected stage IIB/IIC melanoma. Combined BRAF&MEK inhibitor therapy
showed benefit in high-risk stage III & advanced disease, but its role in patients with fully
resected BRAF-mutated stage IIB/IIC melanoma is unknown. Encorafenib and binimetinib
could be considered a valuable alternative with a lower risk of chronic toxicities. Methods: Adult
patients with fully resected stage IIB or IIC cutaneous melanoma who harbored a BRAF mu-
tation V60OE or K were randomized 1:1 to receive encorafenib (enco) 450 mg QD + binimetinib
(bini) 45 mg BID orally for one year or placebo. The study planned to randomize 815 patients. It
was designed to demonstrate superiority regarding the primary endpoint RFS defined as time
from randomization to the earliest of recurrence, new melanoma that was either ulcerated,
thick or requiring a treatment other than surgery, or death with a power of 97% to detect a
hazard ratio (HR) of 0.55 and 91% to detect a HR of 0.6 with a level of statistical significance of
0.025 for a one-sided log-rank test. Following a premature termination of accrual, the study
was amended to become a randomized trial with safety as the primary and RFS a secondary
endpoint. Results: Between June 9, 2022, and October 9, 2023, 339 patients were screened for a
BRAF mutation and 110 were equally randomized between enco+bini and placebo arms. Median
age was 59 yrs and 54% were male. Data cutoff was on 19 Nov. 2024, after the last patient was
discontinued from the study. Among randomized patients, 87 (79%) had BRAF V600E and 23
(21%) V600K mutation, 71 (65%) AJCC8 stage IIB and 39 (35%) IIC. Median follow-up was 12
and 7 months for enco+bini and placebo arms. Among 54 patients who initiated enco+bini,
grade =3 treatment-related adverse events (AE) occurred in 13 (24%) patients, and 18 (33%)
patients had an AE leading to permanent treatment discontinuation. A serious treatment-
related adverse event occurred in 1 patient. No patients died. In the enco+bini and placebo arm,
respectively, 4 and 9 patients had an RFS event and 3 and 5 developed distant metastases.
Descriptive RFS at 12 months was 86% (95% CI: 65-95%) in the enco+bini and 70% (95% CI:
4,6-85%) in the placebo arm, Distant Metastasis-Free Survival (DMFS) at 12 months was 92%
(95% CI: 77-97%) for enco+bini and 82% (95% CI: 55-93%) for placebo arms. Conclusion:
EORTC 2139 - Columbus-AD demonstrated a consistent safety profile for enco+bini. Descriptive
analyses of efficacy show encouraging results of the combination of enco+bini for adjuvant
treatment of stage IIB/C BRAF V600E/K cutaneous melanoma. Clinical trial information:
NCT05270044. Research Sponsor: Pierre Fabre.


http://www.clinicaltrials.gov/ct2/show/NCT05270044
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Randomized phase Il study of neoadjuvant (neoadj) anti-PD-1 dostarlimab (D) vs. D
+ anti-TIM-3 cobolimab (C) in high-risk resectable melanoma (mel) (NEO-MEL-T):
Primary analysis.

Meghan Mooradian, Arivarasan Karunamurthy, Hong Wang, Elizabeth lannotti Buchbinder, Suthee Rapisuwon, Justine Vanessa Cohen, Geoffrey Thomas Gibney,
Ryan J. Sullivan, Jason J. Luke, Yana G. Najjar, John M. Kirkwood, Hassane M. Zarour, Diwakar Davar; Massachusetts General Hospital, Marblehead, MA; University of
Pittsburgh Medical Center (UPMC), Pittsburgh, PA; University of Pittsburgh, Pittsburgh, PA; Dana-Farber Cancer Institute, Boston, MA; Washington Cancer Institute/
Georgetown-Lombardi Comprehensive Cancer Center, Washington, DC; Lombardi Comprehensive Cancer Center, Washington, DC; Massachusetts General Hospital Cancer
Center, Boston, MA; UPMC Hillman Cancer Center, Pittsburgh, PA

Background: Neoadj immunotherapy improves outcomes in high -risk resectable mel, although
novel combinations that enhance efficacy while minimizing toxicity are needed. TIM-3 is
highly expressed on dysfunctional CD8T cells and APCs within TME. Dual PD-1 and TIM-3
blockade promotes expansion and function of antigen-specific T cells, resulting in potent
antitumor immunity. D and C are monoclonal antibodies targeting PD-1 and TIM-3. D+C has
efficacy in PD-1 relapsed/refractory mel (Ribas, ASCO 2022) and NSCLC (Davar, SITC 2023).
NEO-MEL-T is a randomized phase II study of neoadj D vs. D+C in patients (pts) with clinical
stage III (AJCC IIIB-D) cutaneous mel. Methods: Pts aged >18 yo with clinical stage III mel were
randomized (1:1) to neoadj D (500mg Q3W; Arm A) or D+C (500mg Q3W D + 300mg Q3W C; Arm
B) for 2 cycles prior to surgery. Post-surgery, pts received further D (500mg Q3W x4; then
1000mg Q6W x6). Primary endpoint was major pathologic response (MPR) rate assessed by
blinded pathologist. Secondary endpoints included safety, radiographic response rate (ORR),
event-free survival (EFS), distant metastasis free survival (DMFS), and overall survival (0S).
Target enrollment of 28 evaluable pts per arm (56 total) provided 80% power (1-sided « 0.05) to
distinguish between null hypothesis of 28% MPR rate (historical neoadj PD-1) and alternative
hypothesis of >50% in either arm. Primary analysis was a 1-sided z test. Results: Between 6/
2020-11/2024, 57 pts were enrolled and randomized to either Arm A with neoadj D (n=30,
52.6%) or Arm B with neoadj D+C (n=27, 47.4%). Majority of pts were either stage IIIB (n=25,
£43.9%) or IIIC (n=25, 43.9%), balanced across both arms. Median time to surgery was 51 days
(range: 38-82), and all pts underwent curative surgery. Median follow-up time was 22 mos
(range: 2-55). MPR rate was 33.3% (Arm A) and 51.9% (Arm B). MPR rate in Arm B was
significantly greater than historical control (p=0.0029,1-sided z-test). Across both arms,
median EFS was superior in MPR (unreached) vs. non-MPR (48 mos) (p=0.0380, log-rank
test) pts, while median DMFS and OS have not been reached. 1-year EFS estimates were greater
in Arm B (92%) compared to Arm A (82%), although this was not significant. The 1-year EFS in
Arm B was significantly greater than historical adjuvant anti-PD-1 (p=0.0365, 1-sided z test).
The proportion of pts with grade 3+ irAEs was similar in Arms A (16.7%) and B (14.9%)
(p=0.4273). Conclusion: Neoadj D+C was safe and efficacious. The 1-year EFS of 92% in
Arm B was significantly improved relative to adjuvant anti-PD-1, and this combination war-
rants further investigation. Clinical trial information: NCT04139902. Research Sponsor:
GlaxoSmithKline.

Arm A (D) (N=30) Arm B (D+C) (N=27)
MPR (%; 95% Cl) 10 (33;17-53) 14 (52;33-71)
1-year EFS (95% Cl) 82 (61-92) 92 (71-98)
1-year EFS in MPR (95% CI) 100 (54-100) 100 (74-100)

1-year EFS in non-MPR (95% CI) 73 (47-88) 82% (45-95)



http://www.clinicaltrials.gov/ct2/show/NCT04139902
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A phase Il randomized study of neoadjuvant pembrolizumab (P) alone or in
combination with vidutolimod (V) in high-risk resectable melanoma: ECOG-ACRIN
EA6194.
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Background: Advances in the neoadjuvant (neo) setting of locoregionally advanced melanoma
have recently transformed practice. However, there continues to be a need to enhance efficacy
while minimizing systemic toxicity. Preliminary data support an important role for vidutolimod
(V), a CpG-A TLR9 agonist packaged within a virus-like particle given intratumorally (IT) in
combination with IV anti-PD1. Methods: A U.S. intergroup randomized phase II trial of
pembrolizumab (P) vs P + V in patients (pts) with resectable clinical AJCC8 stages IIIB-D. It
planned to randomize ~60 pts (for 54 evaluable) 1:1to Arm A (neo P 200 mg IV Q3W x3) or Arm B
(neoP200 mgIVQ3Wx3 +V5mg SCx1then 10 mg IT QW x6) followed by definitive surgery then
adjuvant P 400 mg IV Q6W x8, stratified by stage (IIIB/C vs IIID). Primary endpoint was
pathologic (path) complete response (pCR) on each arm. Secondary endpoints included path
responses, recurrence, overall survival, event-free survival [EFS: disease progression (PD),
recurrence or death] and safety. Results: EA6194 enrolled 57 pts March 2021-March 2024, 19
female, 38 male, all cutaneous primary (1 acral on Arm B), median age 64 (26-88),29 on Arm A
[10 IIIB (8N1b, 1Nic, 1N2b), 19 IIIC (3N1b, 1Nic, 3N2b, 3N2c, 7N3b, 2N3c)] and 28 on Arm B [13
I1IB (11 N1b, 2 N2b), 13 ITIC (5 N1b, 2N2b, 2N2c, 3N3b, 1N3c¢), 2 IIID (N3b)]. The median numbers
of neo P/adjuvant P doses were similar for both arms at 2/7. Median number/total dose of Vwere
7/60 mg. Among pts who initiated treatment, highest grade related AEs (Gr 3/4) were 25% in
Arm A (N=28) and 29% in Arm B (N=28) including in Arm B diarrhea (1), injection site reaction
(1), cytokine release (1), wound dehiscence (1), lymphocytopenia (1), pain (1), headache (1),
hypertension (1), hypotension (1), all Gr 3 and one Gr 4 hyperglycemia. Median time to surgery
from randomization 2.5 months. Median follow up time from enrollment 19 months. There
were 3 deaths on Arm A and 1 on Arm B. On Arm A 25 pts had surgery, 6 path non-response
(pNR), 2 partial (pPR), 3 near-pCR, 14 pCR (56%; 95% CI, 35 - 76). MPR (pCR + near-pCR) was
17/25 (68%; 95% CI, 46 - 85). Among these, 3 had recurrence after surgery (1 pNR, 1near-pCR, 1
PCR). On Arm B 27 pts had surgery, 3 pNR, 2 pPR, 2 near-pCR, 20 pCR (74%, 95%, CI 54 - 89).
MPR 22/27 (79%; 95% CI 62 - 94). Among these, 2 had recurrence after surgery (1 pNR, 1 pPR).
Table 1 summarizes efficacy data including all enrolled pts. Conclusions: Neoadjuvant P +
Vdemonstrated acceptable safety and encouraging clinical activity in pts with resectable clinical
stages IIIB/IIIC/IIID melanoma when considering Arm A and historical controls, warranting
further investigation. Clinical trial information: NCT04708418. Research Sponsor: NCI, ECOG-
ACRIN.

Arm A: Arm B:
P (N=29%) P +V (N=28%)
PCR (%; 95% CI) 14 (48; 29 - 67) 20 (71; 51 - 87)
MPR (%; 95% Cl) 17 (59; 39 - 76) 22 (79; 59 - 92)
1-year EFS (95% CI) 75% (59 - 91) 89% (78 - 100)

*4 on Arm A and 1 on Arm B did not have surgery due to PD.


http://www.clinicaltrials.gov/ct2/show/NCT04708418
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A randomized phase 2 trial of encorafenib + binimetinib + nivolumab vs ipilimumab
+ nivolumab in BRAFV600-mutant melanoma brain metastases: SWOG S2000
(NCT04511013).
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Background: While anti-PD-1 and anti-CTLA4 immunotherapies have efficacy in the treat-
ment of patients (pts) with asymptomatic melanoma brain metastases (MBM), their efficacy in
pts with symptomatic MBM is very limited. In the Checkmate-204 trial of ipilimumab with
nivolumab in MBM, 6-month progression-free survival (PFS) rate was 19% with a median PFS
of only 1.2 months in symptomatic pts. In the COMBI-MB study of BRAF/MEK-inhibitors in
MBM, median PFS was 5.5 months in symptomatic pts (n=17). A head-to-head approach of
targeted and immunotherapy has not been tested; moreover, a combination of targeted and
immunotherapy is feasible as demonstrated by prior studies. Methods: SWOG S2000 is a 1:1
randomized phase 2 trial exploring the efficacy of a front-line triplet regimen of BRAF/MEK
inhibitors with anti-PD-1 monotherapy (encorafenib 450 mg qday + binimetinib 30 mg BID +
nivolumab 480 mg IV q4w) versus ipilimumab 3 mg/kg + nivolumab 1 mg/kg q3w in pts with
symptomatic BRAF-mutant MBM. Pts were =18 years old, ECOG 0-2, and prior neoadjuvant or
adjuvant anti-PD-1, CTLA-4, or BRAF/MEK-inhibitors were permitted, but no systemic treat-
ment in the metastatic setting. Steroids up to 8 mg of dexamethasone/day (or equivalent),
leptomeningeal spread, and prior local therapy (radiation or surgery) for MBM were permitted,
if there was at least one measurable, progressing MBM = 0.5 cm. Disease assessments were
performed at 6 and 12w, and then qi2w from treatment start until progression. Primary
objective was to compare PFS (intracranial + extracranial) per RECIST 1.1 between the arms.
Results: Between September 2020 and June 2024, 30 pts with symptomatic MBM were enrolled;
1ptwas ineligible. Thirteen (45%) received prior corticosteroids and 14 pts (48%) received prior
local therapy for MBM. Six-month PFS rate was 50% (95% CI 23-72%) with enco/bini/nivo, vs
29% (95% CI 9-52%) with ipi/nivo. The study met its primary endpoint with a hazard ratio (HR)
of 0.51(95% CI 0.0 — 0.92), with a statistically significant one-sided p-value of 0.07, less than
0.10 alpha pre-specified by study design. Median PFS was 6.2 months (3.0- 20.4) with enco/
bini/nivo, vs 1.4 months (0.7 - 13.8) with ipi/nivo. Overall response rate (PR + CR) was 57% (31-
83%) with enco/bini/nivo vs 15% (10-15%) with ipi/nivo . With enco/bini/nivo, 69% of pts had
grade 3-4 toxicity, and with ipi/nivo, 75% had grade 3-5 toxicity, with one death due to cardiac
arrest. Conclusions: S2000 is the first randomized trial in patients with symptomatic mela-
noma brain metastases. A first-line triplet regimen of enco/bini/nivo demonstrated a statis-
tically significant improvement in PFS as compared to ipi/nivo, with a HR of 0.51. Both regimens
also had toxicity rates consistent with their known profiles. In this difficult-to-treat pt
population frequently requiring steroids, a triplet regimen may warrant further study. Clinical
trial information: NCT04511013. Research Sponsor: National Cancer Institute - SWOG.
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Comparison of 1 year versus minimum 2 years of anti-PD1-based immunotherapy
as first-line treatment for metastatic melanoma: Results of the DANTE phase il
trial.
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Background: Optimal first line therapy for patients with metastatic melanoma is an immu-
notherapy regimen containing an anti-PD1 antibody, regardless of tumour BRAF mutation
status. Anti-PD1 antibodies are licensed for use until disease progression. Recurrence rarely
occurs in responding patients after 2 years of treatment. Optimal duration of anti-PD1-based
immunotherapy has not been established. Reduced treatment duration may reduce the risk of
long-term side-effects and generate cost savings for healthcare systems. Methods: DANTE
(ISRCTN15837212) was a UK academic multi-centre parallel group non inferiority trial. Adults
with unresectable stage III/IV melanoma receiving first line anti-PD1 +/- anti-CTLA-4 anti-
body immunotherapy were eligible. Patients who were progression-free after 1 year of treat-
ment were randomised (1:1) to stop treatment (with the option of restarting on progression) or
to continue treatment to at least 2 years in the absence of disease progression / unacceptable
toxicity (control). The primary endpoint was progression-free survival (PFS) at 1 year post-
randomization. Secondary endpoints included quality of life, best objective response, overall
survival, toxicity and cost-effectiveness. A qualitative study explored patient acceptance of
randomization. Follow-up to 4-years was planned for PFS with secondary outcomes collected
up to 18-months post-randomization. Assuming a 2-year PFS rate in the control arm of 86%
and defining non-inferiority (NI) as a reduction in PFS of no more than 6%, a sample size of
1208 patients (604 per arm) was required (80% power, 5% significance, 5% drop-out). DANTE
closed early due to slow patient enrolment. PFS was compared between arms using Cox’s
proportional hazards model, adjusting for stratification factors. Results: Between September
2018 and March 2023, 415 patients were registered from 36 UK hospitals and 166 patients
(65.6% male, median age 74, BRAF mutant 25.9%) were randomised. Patient characteristics
were broadly balanced. As of 27" January 2025, with a median follow-up of 29.1 (IQR 17.9-39.3)
months, there were 53 PFS events in total: 18 in the control arm (15 progressions+3 deaths)
versus 35 in the stop arm (29 progressions+6 deaths). PES rates at 1-year were 87.6% in the
control arm and 80.2% in the stop arm (HR 1.76; 90% CI 1.03-3.03), with an absolute difference
of -7.4% and 90% two-sided CI -17.1-2.32, which is within the pre-defined NI margin of 6%.
Analyses are ongoing, results for secondary endpoints will be presented. Conclusions: DANTE is
the largest prospective melanoma trial evaluating immunotherapy duration completed to date.
Although results suggest stopping immunotherapy at 1 year was non-inferior compared to at
least 2 years of treatment, the trial was underpowered due to early closure. Continuing im-
munotherapy for at least 2 years should remain as standard treatment. Clinical trial informa-
tion: 15837212. Research Sponsor: National Institute for Health Research (NIHR) Health
Technology Assessment Programme; 15/57/66.
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Background: Engaging patients with inherited cancer susceptibility is a potentially powerful
strategy to reduce the gap in genetic risk evaluation for their families. The goal of the GIFT Trial
is to engage patients to provide support to their relatives to initiate cancer genetic risk
education and at-home germline genetic testing. Methods: GIFT is a 2x2 factorial cluster-
randomized trial to implement and evaluate a direct-to-family, online education and com-
munication tool including the offer of home genetic testing. We identified 4300 adult patients
with any cancer type diagnosed in Georgia and California in 2018-19 who linked to a pathogenic
variant (PV) in a clinically tested cancer susceptibility gene through a unique SEER-based data
infrastructure, and surveyed those who were alive at time of selection four years after diagnosis
(N=2285 completed surveys, response rate 55%). We invited all eligible respondents (recalled
PV on germline genetic testing) to enroll in GIFT. Enrolled patients could invite their eligible
first- and second-degree relatives to enroll. The index patient subject was randomized after
consent, and relatives were then cluster-randomized by family. All participants received some
level of intervention, including at least the online tool with information about genetic testing
and an offer to relatives of home genetic testing through the tool. We examined the effects of
two intervention features: 1) the level of family genetic risk navigation support: a technology-
assisted, tailored patient and family member education and communication tool vs. the tool
plus direct assistance from a lay human navigator; and 2) the cost of the genetic test offered to
relatives (free vs $50, provided by Color Health). The primary endpoint is the Family Genetic
Testing Fraction (the proportion of each patient’s first and second-degree relatives who
received testing through the tool). Results: 2,006 of 2285 patient respondents were eligible
and invited to GIFT (87.8%) and 412 enrolled (20.5%). Enrolled patients had a total of 5016
first- and second-degree relatives, of whom 945 were invited (18.8%), 298 enrolled (5.9%),
and 270 received genetic test results (5.4%). The Table shows differences in the outcome by trial
arm adjusted by the number of family members and gender of the invited relative. Conclusions:
Patient and relatives’ engagement in GIFT was substantial but lower than anticipated. Free vs.
low-cost had a modest effect on test rate, while there was no significant effect of the human
navigator. GIFT demonstrates how an online genetic risk education and genetic testing tool can
be delivered to families with hereditary cancer syndromes through a population-based ap-
proach. Trial Registration: NCT05552664 at Clincaltrials.gov September 20, 2022. Funding: NCI
U01CA254822, P30CA046592, and ACS RSG-20-025-01. Clinical trial information:
NCT05552664. Research Sponsor: National Cancer Institute; U01CA254822; American Cancer
Society; RSG.

Test Cost (0 vs $50) Human Navigator (Yes vs No)
Family Test Fraction 4.5% (95% Cl 1.9%, 7.4%) 1.4% (95% Cl -0.9%, 3.3%)
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PRO-ACTIVE: Results of a pragmatic phase IV randomized trial comparing the
effectiveness of prophylactic swallow intervention for patients receiving radio-
therapy for head and neck cancer.
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Background: Swallowing therapy during radiotherapy (RT) for head and neck cancer (HNC) has
gained popularity as a dysphagia mitigation strategy, yet optimal timing and intensity of
therapy remains uncertain. The PRO-ACTIVE trial compared the effectiveness of prophylactic
and reactive swallowing therapies during RT. We hypothesized that PRO-ACTIVE therapies are
more effective than RE-ACTIVE; and, that more intensive PRO-ACTIVE (EAT+EXERCISE) is
superior to less intensive PRO-ACTIVE (EAT). Methods: PRO-ACTIVE was an international,
multi-site pragmatic phase IV randomized clinical trial (NCT03455608). Eligible, adult patients
had functional baseline swallowing and received RT =60-Gy for HNC with bilateral neck fields.
Prior to RT, patients were randomized 1:2:2 to 1) RE-ACTIVE, 2) PRO-ACTIVE EAT, or 3) PRO-
ACTIVE EAT+EXERCISE arms and followed for 1 year. RE-ACTIVE received weekly monitoring
with therapy only if/when dysphagic, and PRO-ACTIVE arms received bi-weekly therapy pre-
and during RT. The primary endpoint was feeding tube (FT) use in days from the end of RT to 1
year. Secondary endpoints were patient-reported and clinician-graded outcomes. Adjusted
linear regression compared FT days per intention-to-treat with a gate-keeper approach to test
hypotheses in hierarchical order with 80% power to detect a small effect size (=.21 SD) with
type 1 error probability of 0.5 (two-sided). Results: 952 patients from 13 institutions were
randomized to RE-ACTIVE (n=196), PRO-ACTIVE-EAT (n=377) or PRO-ACTIVE-
EAT+EXERCISE (n=379). 21 (2.2%) patients exited before intervention, thus, 931 were retained
for analysis. The majority had stage I/1I disease (552/931, 59.3%), oropharyngeal tumors (647/
931, 69.5%), and p16+ and/or HPV+ disease (680/931, 73.0%). Baseline function was excellent
(499/931 (53.5%) grade 0 dysphagia, mean [SD] MDADI 86 [14]). All patients received curative
intent RT (median 70 Gy), 706/931 (75.8%) with chemotherapy, and 105/931 (11.3%) with
primary site surgery. 364 of 931 (39.1%) required a FT with 34.4 (SD 75.9) mean days of use.
Adjusted FT days at 12-months did not meaningfully differ by pro- and re-active timing
(A5.4 days, 95% CI -6.5 to 17.2, p=0.37) or EAT versus EAT+exercise intensity (A5.9 days,
95% CI -3.8 to 17.6, p=0.21). Swallowing-related QOL, diet, weight/BMI, and dysphagia symp-
toms did not differ meaningfully by arm. Conclusion: FT utilization was lower than expected
and secondary measures of swallowing outcomes were favorable across all arms of the PRO-
ACTIVE trial reflecting relative effectiveness of EAT and exercise therapies regardless of timing
or intensity of therapy delivery during RT for HNC. As a pragmatic trial, we are robustly powered
to examine heterogeneous treatment effects in subgroup analyses and image-based swallow-
ing metrics as critical next steps. Clinical trial information: NCT03455608. Research Sponsor:
Patient Centered Outcomes Research Institute; 1609-36195.
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