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The full, final text of this abstract will be available at meetings.asco.org on the day of
presentation and in the online supplement to the June 10, 2025, issue of the Journal of Clinical
Oncology.
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Nivolumab (NIVO) plus ipilimumab (IPI) vs chemotherapy (chemo) or NIVO mon-
otherapy for microsatellite instability-high/mismatch repair-deficient (MSI-H/
dMMR) metastatic colorectal cancer (mCRC): Expanded analyses from Check-
Mate 8HW.

Heinz-Josef Lenz, Sara Lonardi, Elena Elez, Lars Henrik Jensen, Eric Van Cutsem, Yann Touchefeu, Rocio Garcia-Carbonero, David Tougeron, Guillermo Mendez,
Michael Schenker, Christelle De La Fouchardiere, Maria Luisa Limon, Takayuki Yoshino, Jin Li, Francine Aubin, Elvis Cela, Li Li, Rachel Tam, Lixian Jin, Thierry Andre;
University of Southern California Norris Comprehensive Cancer Center, Los Angeles, CA; Istituto Oncologico Veneto IOV-IRCCS, Padua, Italy; Vall d’Hebron University
Hospital and Institute of Oncology (VHIO), Barcelona, Spain; University Hospital of Southern Denmark, Vejle Hospital, Vejle, Denmark; University Hospitals Gasthuisberg
and University of Leuven (KU Leuven), Leuven, Belgium; Centre Hospitalier Universitaire de Nantes, Nantes, France; Hospital Universitario 12 de Octubre, Imas12, UCM,
Madrid, Spain; Centre Hospitalier Universitaire de Poitiers, Poitiers, France; Fundacion Favaloro, Buenos Aires, Argentina; Centrul de Oncologie Sf. Nectarie, Craiova,
Romania; Centre Léon Bérard, Lyon, France; Hospital Universitario Virgen del Rocio, Seville, Spain; National Cancer Center Hospital East, Chiba, Japan; Shanghai East
Hospital, Shanghai, China; Centre Hospitalier de l’Université de Montréal, Montreal, QC, Canada; Bristol Myers Squibb, Princeton, NJ; Sorbonne Université, and Hôpital Saint
Antoine, Assistance Publique Hôpitaux de Paris, Paris, France

Background: In the phase 3 CheckMate 8HW study (NCT04008030), both dual primary
endpoints of progression-free survival (PFS) for first-line (1L) NIVO + IPI vs chemo (HR
0.21; P , 0.0001) and NIVO + IPI vs NIVO across all lines (HR 0.62; P = 0.0003) in patients
(pts) with centrally confirmedMSI-H/dMMRmCRC were met. We report expanded analyses of
NIVO + IPI vs NIVO (all lines) and longer follow-up results for NIVO + IPI vs chemo (1L).
Methods: The study design was described previously. Pts with MSI-H/dMMR per local testing
were enrolled. After randomization, IHC and PCR based tests were used for central confirma-
tion. PFS2 (time from randomization to progression after subsequent systemic therapy, start of
second subsequent systemic therapy, or death) was a key exploratory endpoint. Results: In all
randomized pts (all lines), 296 of 354 (84%) in theNIVO+ IPI arm, 286 of 353 (81%) in theNIVO
arm, and 113 of 132 (86%) in the chemo arm had centrally confirmed MSI-H/dMMR. In all
randomized 1L pts, 171 of 202 (85%) in theNIVO+ IPI arm and 84 of 101 (83%) in the chemo arm
had centrally confirmed MSI-H/dMMR. Median follow-up was 47.0 mo (range 16.7–60.5). 1L
NIVO + IPI continued to show PFS benefit vs chemo (Table). Subsequent systemic therapy was
received by 27 (16%) and 61 (73%) pts after 1L NIVO + IPI and chemo, respectively; 10 (6%) and
21 (25%) received subsequent non-study immunotherapy. In the 1L chemo arm, 39 (46%) pts
crossed over to NIVO + IPI on study. PFS2 continued to favor 1L NIVO + IPI vs chemo (Table).
Across all lines, NIVO + IPI demonstrated superior PFS vs NIVO (Table). Subsequent systemic
therapy was received by 54 (18%) pts in the NIVO + IPI arm and 83 (29%) in the NIVO arm; 20
(7%) and 31 (11%) received subsequent non-study immunotherapy. PFS2 favored NIVO + IPI vs
NIVO across all lines of therapy (Table). In all treated pts, grade 3/4 treatment-related adverse
events occurred in 78 (22%) and 50 (14%) pts in the NIVO + IPI and NIVO arms, respectively.
Additional analyses will be presented. Conclusions:NIVO + IPI demonstrated sustained clinical
benefit vs chemo (1L) and NIVO (all lines) despite use of subsequent therapy, as shown by
improved PFS2 in pts with centrally confirmed MSI-H/dMMR mCRC. No new safety signals
were observed. These results support NIVO + IPI as a standard of care treatment for MSI-H/
dMMR mCRC. Clinical trial information: NCT04008030. Research Sponsor: Bristol Myers
Squibb.

Centrally confirmed MSI-H/dMMR (1L)
NIVO + IPI
(n = 171)

Chemo
(n = 84)

Median PFS (95% CI), mo 54.1 (54.1–NE) 5.9 (4.4–7.8)
HR (95% CI) 0.21 (0.14–0.31)
Median PFS2 (95% CI), mo NR (NE–NE) 30.3 (15.2–NE)
HR (95% CI) 0.28 (0.18–0.44)

Centrally confirmed MSI-H/dMMR (all lines)
NIVO + IPI
(n = 296)

NIVO
(n = 286)

Median PFS (95% CI), mo NR (53.8–NE) 39.3 (22.1–NE)
HR (95% CI) 0.62 (0.48-0.81); P = 0.0003
Median PFS2 (95% CI), mo NR (NE–NE) NR (NE–NE)
HR (95% CI) 0.57 (0.42–0.78)

NE, not evaluable; NR, not reached.
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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, Yanqiao 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 Chongqing Medical
University, Chongqing, 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

The full, final text of this abstract will be available at meetings.asco.org on the day of
presentation and in the online supplement to the June 10, 2025, issue of the Journal of Clinical
Oncology.
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ctDNA-guided adjuvant chemotherapy escalation in stage III colon cancer: Primary
analysis of the ctDNA-positive cohort from the randomized AGITG dynamic-III trial
(intergroup study of AGITG and CCTG).

Jeanne Tie, Yuxuan Wang, Jonathan M. Loree, Joshua D. Cohen, David Espinosa, Rachel Wong, Timothy Jay Price, Niall C. Tebbutt, Margaret Lee, Matthew E. Burge,
Samuel John Harris, Belinda Lee, James F. Lynam, Christopher J. O’Callaghan, Daniel Adam Breadner, Chetan Bettegowda, Nickolas Papadopoulos, Kenneth W. Kinzler,
Bert Vogelstein, Peter Gibbs; Department of Medical Oncology, Peter MacCallum Cancer Centre and Personalised Oncology Division, Walter and Eliza Hall Institute of
Medical Research, Melbourne, Australia; Ludwig Center for Cancer Genetics and Therapeutics, Johns Hopkins University School of Medicine, Baltimore, MD; BCCA -
Vancouver Cancer Centre, University of British Columbia, Vancouver, BC, Canada; NHMRC Clinical Trials Centre, Sydney, Australia; Eastern Health, Box Hill, Australia; Queen
Elizabeth Hospital, University of Adelaide, Woodville, SA, Australia; Warringal Private Hospital, Melbourne, Australia; Eastern Health, Western Health, Walter and Eliza Hall
Institute of Medical Research, Melbourne, VIC, Australia; Royal Brisbane and Women’s Hospital, Herston, QLD, Australia; Bendigo Cancer Centre, Bendigo Health, Bendigo,
VIC, Australia; Northern Health & Peter MacCallum Cancer Centre & Walter and Eliza Hall Institute of Medical Research, Melbourne, VIC, Australia; Newcastle Private
Hospital, Newcastle, Australia; Canadian Cancer Trials Group, Queen’s University, Kingston, ON, Canada; Verspeeten Family Cancer Centre at the Schulich School of
Medicine and Dentistry, London, ON, Canada; Johns Hopkins University School of Medicine, Baltimore, MD; Walter & Eliza Hall Institute of Medical Research and Western
Health, Melbourne, Australia

Background:Despite adjuvant chemotherapy (ACT) a proportion of patients (pts) with stage III
colon cancer (CC) will recur. Most at risk are those with detectable ctDNA, whereas those with
undetectable ctDNA have a reduced recurrence risk. The DYNAMIC-III study explored the
impact of ACT de-escalation or escalation as informed by post-surgery ctDNA results. Here,
we report the primary analysis on the impact of treatment escalation in ctDNA-positive pts.
Outcome data for treatment de-escalation in ctDNA-negative pts is immature. Methods:
DYNAMIC-III is a multi-center, randomized, phase II/III trial. Eligible pts had resected stage
III CC and were fit for ACT. Pts were randomly assigned 1:1 to ctDNA-informed or standard of
care (SOC) management. Clinicians nominated the selected SOC ACT regimen prior to ran-
domization. For ctDNA-informed management, a ctDNA-positive result at 5-6 weeks after
surgery with a tumor-informed assay prompted an escalation ACT strategy (from single agent
fluoropyrimidine [FP] to oxaliplatin-based doublet, from 3 months doublet to 6 months
doublet or FOLFOXIRI [clinician choice], or from6months doublet to FOLFOXIRI). The primary
efficacy endpoint for the ctDNA-positive cohort was 2-year RFS. The target sample size of 250
provided 80% power with 90% confidence to confirm superiority of ctDNA-informed treat-
ment escalation compared to SOC with a HR of 0.746. Results: Of 961 eligible pts randomized
between Oct 2017 and Apr 2023, 259 (27%) were ctDNA-positive. Of these, 113 (44%) had
clinical low risk disease (non-N2 + non-T4). Median follow-up was 42.2 months (range 0.78–
63.0). 115 (89%) of 129 ctDNA-informed pts received ACT escalation, with 65 (56%) receiving
FOLFOXIRI. Of 130 SOC pts, 14 (11%) and 112 (86%) received single agent FP and oxaliplatin
doublet, respectively. 2-year RFS for ctDNA-informed treatment escalation was 52% (90% CI:
44 - 59%) vs 61% (90%CI: 54 - 68%) for SOC (HR 1.11, 90%CI: 0.83 - 1.48; P = 0.6). The 3-year
RFS for ctDNA-positive pts receiving FOLFOXIRI and FOLFOX/CAPOXwas similar (47%vs 51%,
HR 1.09, 90%CI 0.78 to 1.53; P = 0.7). In a pre-specified correlative analysis of all ctDNApositive
pts, recurrence risk increased with ctDNA burden, with 3-year RFS of 78%, 63%, 36% and 22%
for tumor-derived mutant molecules/mL quartiles , 0.06, 0.06 – 0.17, 0.18 – 1.31, and . 1.31,
respectively (P,0.01). Treatment-related hospitalisationwas similar for escalated and SOC pts
(OR 1.21, P = 0.58). Analysis of post-ACT ctDNA is underway. Conclusions: In this first
randomised study of ctDNA-informed management in stage III CC, we confirm the prognostic
significance of detectable ctDNA, with the novel finding of recurrence risk increasingmarkedly
with ctDNAburden. Treatment escalation, including to FOLFOXIRI, did not improveRFS. Future
studies in ctDNA positive pts should explore other escalation strategies. Clinical trial infor-
mation: ACTRN12617001566325. Research Sponsor:Marcus Foundation; NHMRC; U.S. National
Institutes of Health.
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Tissue-free circulating tumor DNA assay and patient outcome in a phase III trial of
FOLFOX-based adjuvant chemotherapy (Alliance N0147).

Frank A. Sinicrope, Diana I. Segovia, Aaron Hardin, Thereasa A. Rich, Steven R. Alberts, Qian Shi; Mayo Clinic Rochester, Rochester, MN; Alliance Statistics and Data
Management Center, Rochester, MN; Guardant Health, Palo Alto, CA; Guardant Health, Redwood City, CA; Alliance Statistics and Data Management Center and Mayo Clinic
Rochester, Rochester, MN

Background:Amongpatientswith resectednode-positive colon cancer, nearly 30%will relapse
despite standard adjuvant chemotherapy. Analysis of molecular residual disease (MRD) using
circulating tumor DNA (ctDNA) may enable risk stratification for tumor recurrence and inform
adjuvant treatment decisions.Methods:Postsurgical ctDNAwas analyzed in patientswith stage
III colon carcinoma who participated in a phase 3 trial of adjuvant FOLFOX alone or combined
with cetuximab (n = 3084) [NCCTG N0147]. We utilized a tissue-free epigenomic assay for
ctDNA detection (Guardant Reveal) with sampling prior to start of adjuvant therapy. Among
ctDNA positives, epigenomic tumor fraction (TF) was estimated and ctDNA genotyping was
done with Guardant360 (panel of 739 genes). Median follow-up was 6.1 years (yr). Study
endpoints included time-to-recurrence (TTR), disease-free survival (DFS) and overall survival
(OS) analyzed by Kaplan–Meier method. Multivariable Cox proportional hazards models were
used to assess prognostic utility of ctDNAstatus adjusting for confounders. Interaction between
ctDNA and clinicopathological features were assessed. Results: Among 2260 patients with
evaluable ctDNA data, 461 (20.4%) were ctDNA positive.Tumors were significantly associated
with higher T, N stage, BRAFV600E, high grade, obstruction/perforation, andworse performance
status. Positive vs negative ctDNA was significantly associated with shorter TTR (hazard ratio
[HR] 4.33, 95% confidence interval [CI] 3.65-5.13, P , 0.0001), poorer DFS (HR 3.74, CI 3.18-
4.39, P, 0.0001] and OS (HR 3.17, CI 2.63-3.83, P, 0.0001), adjusting for covariates and tissue
MMR, KRAS and BRAFV600E. ctDNA positive vs negative patients had 3y DFS of 36.4% (95%CI
32.2-41.2%) vs 82.5% (95% CI 80.0-84.4%), respectively. Adverse prognosis was consistent
across subgroups (all P , 0.05), with stronger detrimental effects for positive ctDNA in N1 (vs.
N2), T1/2 (vs T3 or 4), and mismatch repair deficient tumors [interaction P = 0.0002 to 0.041).
Among patients with positive ctDNA, TF in those who recurred/died within 3 yr was double of
those who remained recurrence-free (P = 0.0001). High vs. low ctDNA TF ( . vs # median)
further stratified TTR (HR 1.48, CI 1.17-1.88, P = 0.0011), DFS (HR 1.52, CI 1.21-1.92, P = 0.0004)
and OS (HR 1.58, CI 1.21-2.07, P = 0.0009), adjusting for confounders. ctDNA positive cases, .
Analyses of ctDNA detection by site of recurrence, ctDNA clearance, and genomic variant
detection are ongoing. Conclusions: In the largest study evaluating tissue-free epigenomic-
basedMRDdetection, we demonstrate a robust prognostic utility of postsurgical ctDNA. Tumor
fraction provided further patient stratification and analysis is ongoing to identify a subgroup
based on TF that may be unlikely to clear ctDNA despite adjuvant chemotherapy. Research
Sponsor: National Cancer Institute; U10CA180882.
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Perioperative systemic therapy for resectable colorectal peritoneal metastases: A
multicenter randomized phase 3 trial (CAIRO6).

Koen Rovers, Checca Bakkers, Teun Barend Marijn van den Heuvel, Vincent van de Vlasakker, Jurriaan B. Tuynman, Arend Aalbers, Djamila Boerma, Alexandra Brandt,
Philip de Reuver, Patrick H.J. Hemmer, Wilhelmina M.U. van Grevenstein, Kurt Van der Speeten, Marcel Dijkgraaf, Cornelis J. A. Punt, Pieter J. Tanis, Ignace De Hingh, for
the CAIRO6 Investigators; on behalf of the Dutch Peritoneal Oncology Group and the Dutch Colorectal Cancer Group; Catharina Cancer Institute, Eindhoven, Netherlands;
Amsterdam University Medical Center, Amsterdam, Netherlands; Netherlands Cancer Institute, Amsterdam, Netherlands; Sint Antonius Hospital, Nieuwegein, Netherlands;
Erasmus University Medical Center, Rotterdam, Netherlands; Radboud University Medical Center, Nijmegen, Netherlands; University Medical Center Groningen, Groningen,
Netherlands; University Medical Center Utrecht, Utrecht, Netherlands; Hospital Oost-Limburg, Genk, Belgium; Department of Epidemiology, Julius Center for Health
Sciences and Primary Care, Utrecht, Netherlands

Background: In patients with resectable colorectal peritoneal metastases who qualify for
cytoreductive surgery with hyperthermic intraperitoneal chemotherapy (CRS-HIPEC), there
is no prospective data comparing the efficacy of perioperative systemic therapy with CRS-
HIPEC alone. Methods: In this multicenter phase 3 superiority trial, patients with resectable
colorectal peritoneal metastases without extraperitoneal metastases who did not receive
systemic therapywithin sixmonths prior to enrollment were randomly assigned (1:1) to receive
perioperative CAPOX, FOLFOX, or FOLFIRI with neoadjuvant addition of bevacizumab (peri-
operative systemic therapy group) or CRS-HIPEC alone (surgery alone group). The primary
outcomewas overall survival. Key secondary outcomeswere progression-free survival and 90-
day major postoperative morbidity and mortality. The trial needed 179 patients in each arm to
detect a superior 3-year overall survival of 65% in the perioperative systemic therapy group
versus 50% in the surgery alone group (corresponding hazard ratio [HR] for death 0.62) with
80%power, 5%drop-out, and a two-sided log rank test of p,0.05. The primary overall survival
analysis was done after 171 events (88% power). Results: Of 358 randomized patients, 351 were
eligible for primary analysis: 173 in the perioperative systemic therapy group and 178 in the
surgery alone group. At a median follow-up of 41 months, median and 3-year overall survival
were 44months and 54% in the perioperative systemic therapy group and 39months and 53%
in the surgery alone group, respectively (HR for death 0.85, 95% CI 0.62-1.15, p=0.28). Median
and 3-year progression-free survival were 13.5 months and 20% in the perioperative systemic
therapy group and 7.0 months and 5% in the surgery alone group, respectively (HR for
progression or death 0.51, 95% CI 0.41-0.65). In the per-protocol population of 292 patients
who underwent macroscopic complete CRS-HIPEC, median and 3-year overall survival were
54 months and 64% in the perioperative systemic therapy group (138 patients) and 45months
and59% in the surgery alone group (154patients), respectively (HR for death 0.73, 95%CI0.51-
1.05). Ninety-day major postoperative morbidity rates were 36% in the perioperative systemic
therapy group and26% in the surgery alone group,with a 90-day postoperativemortality of 1%
in both groups. Conclusions: Among patients with resectable colorectal peritoneal metastases,
perioperative systemic therapy did not result in superior overall survival as compared to CRS-
HIPEC alone. Clinical trial information:NCT02758951. Research Sponsor: DutchCancer Society;
F. Hoffmann-La Roche.
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Long-term safety and efficacy of sotorasib plus panitumumab and FOLFIRI for
previously treated KRAS G12C-mutated metastatic colorectal cancer (mCRC):
CodeBreaK 101 (phase 1b).

John H. Strickler, Yasutoshi Kuboki, David S. Hong, Rachel Galot, Richard Greil, Jane Nolte-Hippenmeyer, Emily Chan, Caihong Xia, Toshiki Masuishi; Duke University
Medical Center, Durham, NC; National Cancer Center Hospital East, Kashiwa, Japan; The University of Texas MD Anderson Cancer Center, Houston, TX; Service d’oncologie
médicale, Laboratoire d’Oncologie médicale (IREC/MIRO/ONCO), Brussels, Belgium; IIIrd Medical Department, Paracelsus Medical University, Salzburg Cancer Research
Institute-Center for Clinical Cancer and Immunology Trials, Cancer Cluster Salzburg, and Austrian Breast and Colorectcal Cancer Study Group, Salzburg, Austria; Amgen
Inc., Thousand Oaks, CA; Aichi Cancer Center Hospital, Nagoya, Japan

Background: In the phase 3 CodeBreaK 300 trial (NCT05198934), the combination of sotorasib
(KRASG12C inhibitor) and panitumumab (monoclonal anti-EGFR antibody) improved clinical
outcomes in patients with chemorefractory KRAS G12C-mutated mCRC. CodeBreaK 101 is a
phase 1b trial where FOLFIRI was added to sotorasib and panitumumab in previously treated
patients with KRAS G12C-mutated mCRC. For the first time, we report mature overall survival
(OS) andprogression-free survival (PFS), aswell as updated safety and response data.Methods:
Patients with KRAS G12C-mutated mCRC who received $1 prior systemic treatment but were
KRASG12C inhibitor-naı̈ve, were enrolled into the expansion cohort of the CodeBreak 101
subprotocol H (NCT04185883) phase 1b trial. As defined from dose exploration cohort, patients
received the recommended phase 2 dose (RP2D) of sotorasib (960 mg orally daily) plus
panitumumab (6 mg/kg intravenous every 2 weeks [Q2W]) and standard dose FOLFIRI (in-
travenousQ2W). Theprimary endpointwas safety and secondary endpoints included confirmed
response, OS, and PFS, assessed by investigator per Response Evaluation Criteria in Solid
Tumors (RECIST) v1.1. Results: By November 2024, 40 patients were enrolled (female: 47.5%;
median age: 56.0 years; median [range] prior lines of systemic therapy: 2 [1-6]). The most
common treatment-related adverse events (TRAEs) were dermatitis acneiform and dry skin (n
= 27 [67.5%] each), decreased neutrophil count (n = 20 [50.0%]), and stomatitis (n = 17
[42.5%]). Grade $3 TRAEs occurred in 20 (50.0%) patients with no new safety signals.
Discontinuation of sotorasib, panitumumab, or FOLFIRI (5-FU, irinotecan, or leucovorin/
levoleucovorin) due to AEs was observed in 1 (2.5%), 1 (2.5%), and 16 (40.0%) patients,
respectively. A total of 7 patients are still continuing the study, of whom 5 are off-
treatment and under follow-up. Updated objective response rate (95% CI) was 57.5% (40.9,
73.0) and disease control rate (95% CI) was 92.5% (79.6, 98.4). Median time to response was
1.6months and duration of responsewas 6.6months. After amedian follow-up of 29.2months,
themedian (95%CI) PFSwas 8.2 (7.0, 10.8)months andmedianOSwas 17.9 (12.9, 25.1)months.
Conclusions: Sotorasib plus panitumumab and FOLFIRI showed promising long-term safety
and efficacy in pretreated KRAS G12C-mutated mCRC. AEs were consistent with the safety
profile of the drugs administered. The ongoing phase 3 study, CodeBreaK 301 (NCT06252649),
aims to evaluate this combination against standard of care in first-line patients with KRAS
G12C-mutated mCRC. Clinical trial information: NCT05198934. Research Sponsor: Amgen Inc.
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Efficacy and safety of olomorasib, a second-generation KRAS G12C inhibitor, plus
cetuximab in KRAS G12C-mutant advanced colorectal cancer.

Antoine Hollebecque, Takafumi Koyama, Yutaka Fujiwara, Yonina R. Murciano-Goroff, Philippe Alexandre Cassier, Natraj Reddy Ammakkanavar, Dustin A. Deming,
Carlos A. Gomez-Roca, Sae-Won Han, Mohamedtaki Abdulaziz Tejani, Anthony B. El-Khoueiry, Nagla Fawzy Abdel Karim, Samantha Bowyer, Victor T.G. Lin,
Samuel McNeely, Xin Tian You, Aaron Chen, Aaron Alan Fink, Melinda D. Willard, Yasutoshi Kuboki; Institut Gustave Roussy, Villejuif, France; Department of Experimental
Therapeutics, National Cancer Center Hospital, Tokyo, Japan; Department of Thoracic Oncology, Aichi Cancer Center, Nagoya, Japan; Department of Medicine, Memorial
Sloan Kettering Cancer Center, New York, NY; Centre Léon Bérard, Lyon, France; Community Health Network, Anderson, IN; University of Wisconsin Carbone Cancer Center,
Madison, WI; Institut Claudius Regaud, IUCT-Oncopole, Toulouse, France; Department of Internal Medicine, Seoul National University Hospital, Seoul, South Korea;
AdventHealth, Altamonte Springs, FL; University of Southern California, Norris Comprehensive Cancer Center, Los Angeles, CA; Inova Schar Cancer Institute, University of
Virginia, Fairfax, VA; Linear Clinical Research, Nedlands, Western Australia, Australia; Mary Bird Perkins Cancer Center, Baton Rouge, LA; Eli Lilly and Company,
Indianapolis, IN; Department of Experimental Therapeutics, National Cancer Center Hospital East, Kashiwa, Japan

Background: Olomorasib, a potent and selective second-generation KRAS G12C inhibitor
(G12Ci), has demonstrated promising efficacy and a favorable safety profile in KRAS G12C-
mutant cancers. Based on emerging nonclinical and clinical data, combining a KRAS G12Ci with
cetuximab offers a compelling opportunity to improve outcomes in patients (pts) with KRAS
G12C-mutant colorectal cancer (CRC). Here we report updated results from a phase 1/2 study
(NCT04956640) on the safety, tolerability and optimal dose of olomorasib + cetuximab in pts
with KRAS G12C-mutant CRC. Methods: Pts with advanced KRAS G12C-mutant CRC (tissue or
plasma) previously treated with $1 prior oxaliplatin- or irinotecan-containing regimen were
eligible and enrolled into dose escalation/expansion or optimization at 2 doses of olomorasib
(100 and 150 mg, orally BID). Dose escalation of olomorasib + cetuximab followed a mTPI-2
method. Key objectives were safety and to determine the optimal dose of olomorasib +
cetuximab. Antitumor activity per RECIST v1.1 was studied in pts with $1 post-baseline re-
sponse assessment or who discontinued before a first response assessment. Results: As of 13
November 2024, 93 pts received olomorasib + cetuximab in dose escalation/expansion (n=49)
or optimization (n=44). Median age was 58 yrs (range, 35-82) and median number of prior
therapies was 3 (range, 1-8). All grade TRAEs in$20%of pts were dermatitis acneiform (58%),
diarrhea (38%), dry skin (31%), paronychia (28%), hypomagnesemia (26%), and rash (26%).
Themajority of TRAEswere grade 1-2,with grade$3 observed in 24%of pts. Themost common
TRAEs grade $3 were diarrhea, hypokalemia, and rash, each occurring in 2 pts. TRAEs led to
olomorasib dose reduction in 2% of pts, olomorasib dose hold in 22% of pts, and cetuximab
dose hold in 16% of pts. Of the 61 pts who discontinued treatment, 57 were due to PD. Two pts
discontinued cetuximab due to TRAEs and continued on olomorasib. The AE profile was similar
between doses. Median time on combination treatment was 6.5mo (range, 0.8-24.1) and 32 pts
remained on treatment. See Table 1 for efficacy data. Biomarker analysis will be reported.
Conclusions: Olomorasib + cetuximab demonstrated similar antitumor activity and favorable
safety at both dose levels in pts with KRAS G12C-mutant CRC, with the optimal dose of
olomorasib + cetuximab determined as 100 mg BID. These results further support combining
second-generation KRAS G12Ci with other anticancer therapies to improve outcomes in pre-
viously treated pts with KRAS G12C-mutant CRC. Clinical trial information: NCT04956640.
Research Sponsor: Eli Lilly and Company.

Endpoint

Olomorasib
(100 mg BID) +

Cetuximab
N=64

Olomorasib
(150 mg BID) +
CetuximabN=29

Total
N=93

ORR, % (n/N) 44% (28/64) 38% (11/29) 42% (39/93)
BOR, n (%)
PR 28 (44) 11 (38) 39 (42)
SD 31 (48) 16 (55) 47 (51)
PD 5 (8) 2 (7) 7 (8)
mDOR, mo (95% CI) 8.3 (5.6-12.7) 6.2 (2.8-NE) 7.6 (6.0-12.2)
mPFS, mo (95% CI) 7.5 (6.7-9.7) 6.6 (4.2-7.6) 7.5 (6.6-8.8)
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3508 Oral Abstract Session

The KRAS G12C inhibitor MK-1084 for KRAS G12C–mutated advanced colorectal
cancer (CRC): Results from KANDLELIT-001.

Iwona A. Lugowska, Matteo Simonelli, Junli Xue, Adrian G. Sacher, Anastasios Stathis, Rafal Dziadziuszko, Joon Oh Park, Victor Moreno, Yu-Min Yeh,
Mehmet Ali Nahit Sendur, Harvey Yu-Li Su, Christian Caglevic, Rui-Hua Xu, Ruth Perets, Elizabeth Stephanie Ahern, Abhijit Pal, Thomas Jemielita, L. Rhoda Molife,
Yewon Sofia Choi, Carlos Rojas; Maria Sklodowska-Curie National Research Institute and Oncology Centre, Warsaw, Poland; IRCCS Humanitas Research Hospital and
Humanitas University, Rozzano, Italy; Shanghai East Hospital; School of Medicine, Tongji University, Shanghai, China; Princess Margaret Cancer Centre, University Health
Network & University of Toronto, Toronto, ON, Canada; Oncology Institute of Southern Switzerland, EOC, Bellinzona, Switzerland; Medical University of Gdánsk, Gdánsk,
Poland; Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, South Korea; START Madrid, Madrid, Spain; National Cheng Kung University
Hospital, Tainan, Taiwan; Ankara Yıldırım Beyazıt University and Ankara Bilkent City Hospital, Istanbul, Turkey; Kaohsiung Chang Gung Memorial Hospital, Kaohsiung,
Taiwan; Fundación Arturo López Pérez, Santiago, Chile; Sun Yat-sen University, Guangzhou, China; RambamHealth Care Campus, Haifa, Israel; Monash Health andMonash
University, Melbourne, VIC, Australia; Liverpool Hospital, Liverpool, Australia; Merck & Co., Inc., Rahway, NJ; MSD UK, London, United Kingdom; Bradford Hill Clinical
Research Center, Santiago, Chile

Background: Preliminary data from the phase 1 KANDLELIT-001 trial (NCT05067283)
showed a manageable safety profile and preliminary antitumor activity for MK-1084, a
next-generation, selective KRAS G12C-GDP covalent inhibitor, in participants (pts) with pre-
viously treated, KRAS G12C-mutant solid tumors, including non–small-cell lung cancer and
CRC. Here, we report data for MK-1084 monotherapy, MK-1084 + cetuximab, and MK-1084 +
cetuximab +mFOLFOX6 in pts with advanced KRAS G12C-mutant CRC.Methods: KANDLELIT-
001 enrolled pts with confirmed KRAS G12C mutation, RECIST-measurable disease, and ECOG
PS 0-1. Pts with any advanced solid tumor and $1 prior systemic therapy received MK-1084
monotherapy POQDorBID (total daily dose, 25-800mg) in arms 1 and 3. Ptswith advanced CRC
and 1-2 prior systemic therapies received MK-1084 QD (total daily dose, 25-200 mg) plus
cetuximab 500mg/m2 IVQ2W in arm5. Ptswith advanced CRC and 0-1 prior systemic therapies
received MK-1084 QD (total daily dose, 25-100 mg) plus cetuximab 500 mg/m2 Q2W and
mFOLFOX6 in arm6. The primary endpointswere dose-limiting toxicities (DLTs), AEs, andAEs
leading to discontinuation. Secondary endpoints included ORR per RECIST v1.1 by investigator
review. ORRwas assessed in all ptswho received their firstMK-1084 dose$5wkbefore the data
cutoff date of August 12, 2024, for arms 1 and 3 andNovember 6, 2024, for arms 5 and6.Results:
In arms 1+3, 99 pts, including 53 (54%) with CRC, received MK-1084 alone. In arm 5, 34 pts,
including 23 (68%)whohad$2 prior lines of therapy, receivedMK-1084+ cetuximab. In arm6,
20 pts, including 10 (50%) who had no prior therapy, received MK-1084 + cetuximab +
mFOLFOX6. Median (range) study follow-up was 14.8 mo (0.2-30.8) in arms 1+3, 5.3 mo
(2.6-11.5) in arm 5, and 1.9 mo (0.1-5.4) in arm 6. One pt in arm 6 experienced a DLT (grade
3 febrile neutropenia); there were no DLTs in arms 1, 3, or 5. Treatment-related AEs occurred in
62%of pts in arms 1+3, 97%of pts in arm5, and 90%of pts in arm6,were grade$3 in 9%, 18%,
and 25%, respectively, and led to discontinuation of any drug in 1%, 3%, and 15%, respectively.
Therewere no treatment-related deaths. The twomost common treatment-related AEs in each
arm were increased AST (17%) and nausea (17%) in arms 1+3, dermatitis acneiform (47%) and
rash (24%) inarm5, andnausea (55%)and rash (50%) in arm6.ORR (95%CI)was 36%(23-50)
in ptswith CRC in arms 1+3 (n= 53), 50% (32-68) in arm5 (n= 34), and 14%(2-43) in arm6 (n =
14); all responses were partial responses. Conclusions: Preliminary data suggest that MK-1084
monotherapy, MK-1084 + cetuximab, and MK-1084 + cetuximab + mFOLFOX6 have manage-
able safety profiles and show evidence of antitumor activity in pts with advanced, KRAS G12C-
mutated CRC. Pts continue to be followed, and enrollment continues. Clinical trial information:
NCT05067283. Research Sponsor: Merck Sharp & Dohme LLC, a subsidiary ofMerck & Co., Inc.,
Rahway, NJ, USA.
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LBA3509 Clinical Science Symposium

Association between empirical dietary inflammatory pattern (EDIP) and survival in
patients with stage III 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; Illinois
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

The full, final text of this abstract will be available at meetings.asco.org on the day of
presentation and in the online supplement to the June 10, 2025, issue of the Journal of Clinical
Oncology.
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LBA3510 Clinical Science Symposium

A randomized phase III 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 Brisbane 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

The full, final text of this abstract will be available at meetings.asco.org on the day of
presentation and in the online supplement to the June 10, 2025, issue of the Journal of Clinical
Oncology.
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LBA3511 Clinical Science Symposium

Aspirin as secondary prevention for colorectal cancer liver metastases (ASAC): A
multicenter, randomized, double-blind, placebo-controlled, phase 3 trial.

Sheraz Yaqub, Bjørn Atle Bjørnbeth, Jon-Helge Angelsen, Richard Fristedt, Claus Wilki Fristrup, Oskar Hemmingsson, Bengt Isaksson, Ingebjørg Soterud Juel,
Anders Riegels Knudsen, Peter Nørgaard 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 Skåne University Hospital, Lund, Sweden; Department
of Surgical Gastroenterology, Odense University Hospital, Odense, Denmark; Department of Diagnostics and Intervention, Surgery, Umeå University, Umeå, 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, Tromsø, Norway; Department of Research Support for Clinical Trials, Oslo
University Hospital, Oslo, Norway; Department of Surgery, Biomedicine and Clinical Sciences, Linköping University, Linköping, 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 Västra Götaland, 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

The full, final text of this abstract will be available at meetings.asco.org on the day of
presentation and in the online supplement to the June 10, 2025, issue of the Journal of Clinical
Oncology.
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3512 Rapid Oral Abstract Session

Upfront modified FOLFOXIRI plus panitumumab (pan) versus FOLFOX/pan for
unresectable RAS and BRAF wild-type (wt) metastatic colorectal cancer (mCRC)
patients: Overall survival (OS) results from the phase III TRIPLETE study by GONO.

Veronica Conca, Roberto Moretto, Sara Lonardi, Carlotta Antoniotti, Filippo Pietrantonio, Federica Marmorino, Lorenzo Antonuzzo, Beatrice Borelli, Eleonora Perissinotto,
Giovanni Randon, Marco Maria Germani, Ilaria Toma, Francesco Sullo, Gianluca Masi, Carmelo Pozzo, Cristina Morelli, Angela Buonadonna, Luca Boni, Daniele Rossini,
Chiara Cremolini; Department of Translational Research and New Technologies in Medicine and Surgery, University of Pisa & Unit of Medical Oncology 2, Azienda
Ospedaliera Universitaria Pisana, Pisa, Italy; Unit of Medical Oncology 2, Azienda Ospedaliero-Universitaria Pisana, Pisa, Italy; Veneto Institute of Oncology IOV, IRCCS,
Padua, Italy; 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; Clinical Oncology Unit, Careggi University Hospital, Florence, Italy, and
Department of Experimental and Clinical Medicine, University of Florence, Florence, Italy; Unit of Medical Oncology 2, Azienda Ospedaliera Universitaria Pisana, Pisa, Italy;
Department of Surgery, Oncology and Gastroenterology, University of Padua, and Medical Oncology 1, Veneto Institute of Oncology IOV-IRCCS, Padua, Italy; Oncology and
palliative care Department, Tricase City Hospital, Tricase, Italy; Department of Medical Oncology, IRCCS Istituto Romagnolo per lo Studio dei Tumori (IRST) “Dino Amadori”,
Meldola (FC), Italy; Department of Translational Research and New Technologies in Medicine and Surgery, Unit of Medical Oncology 2, Azienda Ospedaliera Universitaria
Pisana, Pisa, Italy; Medical Oncology, Comprehensive Cancer Center, Fondazione Policlinico Universitario Agostino Gemelli, IRCCS, Rome, Italy; Medical Oncology Unit,
Department of Systems Medicine, Tor Vergata University Hospital, Rome, Italy; Department of Medical Oncology San Vito site, CRO Aviano-IRCCS, Aviano, 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; Department of Translational Research and New Technologies in Medicine and Surgery, University of Pisa & Unit of Medical Oncology 2,
Azienda Ospedaliero-Universitaria Pisana, Pisa, Italy

Background: TRIPLETE (NCT03231722) is a phase III trial where unresectable RAS/BRAF wt
mCRC patients (pts) were randomized 1:1 to first-line FOLFOX/pan (Arm A) or modified
FOLFOXIRI/pan (Arm B). The study failed to demonstrate an improved overall response rate,
primary endpoint of the study, in Arm B, and did not show any benefit from the intensification
of the chemotherapy also in terms of progression-free survival (PFS), early tumor shrinkage,
depth of response, R0 resection rate at the price of increased gastrointestinal toxicity. Here we
report OS results.Methods:Eligible ptswere stratified according to ECOGPS (0-1 vs 2), primary
tumor location (right vs left), and liver-only metastases (yes vs no). OS was assessed from
randomization to death from any cause. Survival curves were calculated using the Kaplan–
Meier method and compared with the log-rank test stratified by the same factors as per
randomization. Hazard ratios (HR) with 95% confidence interval (CI) were estimated using
Cox regression models. Results: 435 pts (A/B: 217/218) were enrolled. Main pts’ characteristics
weremedian age 59/59 years, ECOG PS 0 80%/84%, synchronousmetastases 88%/86%, liver-
only disease 38%/39%, left-sided primary tumour 88%/88%; deficient MMR tumours 1%/3%.
At a median follow up of 60.2 months (mos), 292 (67%, arm A/B: 71%/63%) OS events were
collected. Significantly longer OS was observed in Arm Bwith amedian OS of 41.1 vs 33.3mos in
Arm A (HR: 0.79; 95%CI: 0.63-0.99; p = 0.049). No molecular or clinical groups of interest
emerged from the subgroup analyses. While no significant difference in PFS was confirmed
(median PFS Arm A/B: 12.4/12.7 mos, p = 0.606), longer post progression survival (PPS) was
reported in Arm B (HR: 0.73; 95%CI: 0.57-0.93; p = 0.012). The proportion of pts receiving
subsequent lines of therapy was similar between arms (2nd-line Arm A/B: 73%/71%, 3rd-line:
52%/50%, 4th-line: 33%/33%), and no differences were evident in the exposure to anti-EGFRs
(Arm A/B 35%/38%) and oxaliplatin (26%/33%) after PD, while higher percentages of pts in
ARM A received anti-angiogenics (59%/45%) and irinotecan (66%/56%). Similar percentages
of pts received locoregional treatments with radical intent after PD (Arm A/B 16%/15%).
Conclusions:Upfrontmodified FOLFOXIRI/panprovides a statistically significant and clinically
meaningful survival advantage compared to standard FOLFOX/pan in pts with RAS/BRAF wt
mCRC, with a 7.8 mos difference in median values, though in the absence of any significant
difference in treatment activity and PFS. Clinical trial information: NCT03231722. Research
Sponsor: GONO Foundation; Amgen.
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3513 Rapid Oral Abstract Session

FIRE-4 (AIO KRK-0114): Randomized study evaluating the efficacy of cetuximab re-
challenge in patients withmetastatic RASwild-type colorectal cancer responding to
first-line treatment with FOLFIRI plus cetuximab.

Lena Weiss, Volker Heinemann, Ludwig Fischer von Weikersthal, Florian Kaiser, Martin Fuchs, Gerald W. Prager, Kathrin Heinrich, Andreas Dickhut, Ralf Hofheinz,
Thomas Decker, Stefan Angermeier, Tom Ganten, Christof Burkart, Matthias Sandmann, Leopold Öhler, Dominik Paul Modest, Dora Niedersuess -Beke, Thomas Kubin,
Swantje Held, Sebastian Stintzing; Department of Medicine III, University Hospital Munich LMU, Munich, Germany; Department of Hematology and Oncology, LMU
Klinikum, University of Munich, Comprehensive Cancer Center, Munich, Germany; Klinikum St Marien, Amberg, Germany; VK&K Studienzentrum, Landshut, Germany;
München Klinik Bogenhausen, Department of Gastroenterology, Hepatology and Gastrointestinal Oncology, Munich, Germany; Medical University of Vienna, Vienna,
Austria; Department of Medicine III and Comprehensive Cancer Center (CCC Munich LMU), University Hospital, LMU Munich, Munich, Germany; Klinikum Fulda gAG, Fulda,
Germany; TagesTherapieZentrum TTZ, Mannheim, Germany; Onkologie Ravensburg, Ravensburg, Germany; Klinikum Ludwigsburg, Klinik für Innere Medizin,
Gastroenterologie, Hämato-Onkologie, Pneumologie, Diabetologie und Infektiologie, Ludwigsburg, Germany; RKH Fuerst-Stirum-Klinik Bruchsal, Haemato-Onkologie,
Bruchsal, Germany; Schwarzwald-Baar-Klinikum Villingen-Schwenningen, Villingen-Schwenningen, Germany; Petrus-Krankenhaus Wuppertal, Wuppertal, Germany;
Department of Internal Medicine/Oncology, St. Joseph Hospital, Vienna, Austria; Department of Hematology, Oncology and Cancer Immunology, Charité-
Universitätsmedizin Berlin, Berlin, Germany; Klinik Ottakring, Vienna, Austria; Department für Hematology, Oncology and Palliative Care, Clinics Südostbayern AG, Clinic
Traunstein, Traunstein, Germany; Clinassess Inc., Leverkusen, Germany

Background: Several smaller studies performed in later lines of treatment have suggested a
potential benefit from anti-EGFR re-challenge on survival of RAS wild-type (RAS WT) met-
astatic colorectal cancer (mCRC). FIRE-4 is a randomized phase-III study that prospectively
evaluates re-challenge with chemotherapy plus cetuximab as compared to physician’s choice.
Methods: The FIRE-4 study was performed with two steps of randomisation. Within the first
randomisation, pts were either attributed to induction therapy with FOLFIRI plus cetuximab
continued until disease progression (PD) or intolerable toxicity (arm A) or to a switch main-
tenance using 5-FU plus bevacizumab (arm B). After first PD, an anti-EGFR-free “window
therapy” was recommended. After diagnosis of second PD, RAS WT pts (again selected by
liquid- or tumor-biopsy), who had responded to cetuximab-based induction therapy within
FIRE-4 (entry 1) or outside of the study (entry 2), could then proceed to 2nd randomization
attributing pts either to re-challenge with cetuximab or to physician’s choice. Overall survival
(OS) after 2nd randomization was evaluated as primary endpoint. Results: From August 2015 to
February 2021, 672 ptswere randomized and 657 pts were assigned to treatment in 120 German
and 10 Austrian centers. Within the 2nd randomization, 87 pts (entry 1: N = 62; entry 2: N = 25)
were attributed either to physician’s choice (A2:N=42) or (FOLF)IRI plus cetuximab (ArmB2: n
= 45). Baseline characteristics were comparable between groupswithout significant differences
regarding parameters such as age, sex, ECOG performance status, or primary tumor sidedness.
All pts were RAS WT at the time of randomization. No statistically significant difference
between arm A2 and B2 was observed regarding OS (15.1 months vs. 17.6 months; HR 0.84;
P = 0.48) or PFS (4.6 months vs. 5.8 months; HR 0.91; P = 0.64). ORR was greater in the
experimental arm (11.9% vs. 28.9%; OR 0.33; P = 0.07), while disease control rate was nearly
identical (59.5% vs. 60.0%; OR 0.98; P . 0.99). Conclusions: FIRE-4 did not meet its primary
endpoint. While the control arm using physician’s choice exceeded expectations, re-challenge
with anti-EGFR therapy in RASWTpts obtained comparable results in terms of OS. Clinical trial
information: NCT02934529. Research Sponsor: MERCK Serono.
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3514 Rapid Oral Abstract Session

Longitudinal ctDNA monitoring and prediction of anti-EGFR rechallenge outcomes
in RAS/BRAF wild-type metastatic colorectal cancer (mCRC): The REMARRY &
PURSUIT trials.

Yoshinori Kagawa, Hiroya Taniguchi, Daisuke Kotani, Tadayoshi Hashimoto, Hideaki Bando, Tetsuya Hamaguchi, Akiyoshi Kanazawa, Takeshi Kato, Koji Ando,
Hisateru Yasui, Eiji Shinozaki, Yu Sunakawa, Atsuo Takashima, Kentaro Yamazaki, Satoshi Yuki, Yoshiaki Nakamura, Masashi Wakabayashi, Hiromichi Nakajima,
Takashi Ohta, Takayuki Yoshino; Department of Gastroenterological Surgery, Osaka International Cancer Institute, Osaka, Japan; Department of Clinical Oncology, Aichi
Cancer Center Hospital, Nagoya, Japan; National Cancer Center Hospital East, Kashiwa, Japan; Department of Gastroenterology and Gastrointestinal Oncology, National
Cancer Center Hospital East, Kashiwa, Japan; Department for the Promotion of Drug and Diagnostic Development, Division of Drug and Diagnostic Development
Promotion, Translational Research Support Office, National Cancer Center Hospital East, Kashiwa, Japan; Department of Gastroenterological Oncology, Saitama Medical
University International Medical Center, Saitama, Japan; Shimane Prefectural Central Hospital, Izumo-Shi, Japan; Department of Gastroenterological Surgery, NHO Osaka
National Hospital, Osaka, Japan; Department of Surgery and Science, Graduate School of Medical Sciences, Kyushu University, Fukuoka, Japan; Kobe City Medical Center
General Hospital, Hyogo, Japan; Department of Gastroenterological Chemotherapy, Cancer Institute Hospital, Japanese Foundation for Cancer Research, Tokyo, Japan;
Department of Clinical Oncology, St. Marianna University School of Medicine, Kawasaki, Kanagawa, Japan; Department of Gastrointestinal Medical Oncology, National
Cancer Center Hospital, Tokyo, Japan; Division of Gastrointestinal Oncology, Shizuoka Cancer Center, Shimonagakubo, Japan; Hokkaido University Hospital, Sapporo,
Japan; Clinical Research Support Office, National Cancer Center Hospital East, Kashiwa, Japan; Department of General Internal Medicine, Experimental Therapeutics,
Medical Oncology, National Cancer Center Hospital East, Kashiwa, Japan; Department of Clinical Oncology, Kansai Rosai Hospital, Amagasaki, Japan; Department of
Gastrointestinal Oncology, National Cancer Center Hospital East, Kashiwa, Japan

Background: Anti-EGFR monoclonal antibody (mAb) rechallenge involves re-administering
EGFR blockade after a treatment-free interval to exploit clonal evolution. Recent evidence
suggests that circulating tumor DNA (ctDNA)–based selection may improve outcomes; how-
ever, the predictive value of longitudinal ctDNA monitoring remains uncertain. Methods: The
REMARRYstudy evaluatedplasmaRAS (pRAS) dynamics inpatientswithRAS/BRAFV600Ewild-
typemetastatic colorectal cancer (mCRC), ECOGPS 0–1, who had previously responded to anti-
EGFR therapy and experienced progressionwithin twomonths of the last dose. pRAS statuswas
assessed at progression on prior anti-EGFR, before rechallenge, at cycle 3, and at discontin-
uation using BEAMing digital PCR. Patients meeting additional criteria—namely, pRAS-neg-
ative, refractory or intolerance to standard chemotherapies, and an anti-EGFR–free interval of
at least 4 months—were enrolled in the phase II PURSUIT trial, which administered panitu-
mumab (6mg/kg) plus irinotecan (150mg/m²) biweekly. The primary endpoint was confirmed
objective response rate (ORR) per RECIST v1.1. In parallel, participants underwent next-
generation sequencing (NGS) of ctDNA in the GOZILA trial at corresponding time points to
identify resistance alterations in genes including RAS, BRAF, EGFR-ECD, MAP2K, ERBB2, and
MET.Results:BetweenMay 2019 andMay 2021, 183 patientswere enrolled in REMARRY, and 50
pRAS-negative patients before rechallenge were included in PURSUIT. The confirmed ORR was
14.0% (90%CI, 7.0–23.0%),with amedian progression-free survival (PFS) of 3.6months and a
median overall survival (OS) of 12.0 months. Although all patients were pRAS-negative at
baseline, 10.0% converted to pRAS-positive by cycle 3 and 36.0% by discontinuation. Patients
who were pRAS-positive immediately after prior anti-EGFR had higher conversion rates at
cycle 3 (42.9% vs. 6.3%, p = 0.010) and at discontinuation (85.7% vs. 32.3%, p , 0.001)
compared with those initially negative. The ORR was 23.8% in patients remaining pRAS-
negative versus 0% in those converting to pRAS-positive (p = 0.254). Moreover, NGS-detected
resistance alterations after prior anti-EGFRwere associatedwith no responses (0/13) compared
to a 27.8% response rate (5/23) in patients without such alterations (p = 0.038), and correlated
with shorter PFS (HR 3.297, p = 0.002) and OS (HR 4.569, p , 0.001). In 86% (7/8) of patients
who were pRAS-positive post–anti-EGFR, the identical pRAS codons re-emerged during
rechallenge, consistent with NGS findings. Conclusions: ctDNA status immediately after pro-
gression on prior anti-EGFR therapy predicts subsequent response, thereby supporting clinical
decision-making and personalized therapy. Trial Registration: PURSUIT (jRCTs031190096),
REMARRY (UMIN000036424), GOZILA (UMIN000029315). Clinical trial information:
jRCTs031190096. Research Sponsor: None.
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LBA3515 Rapid Oral Abstract Session

Panitumumab retreatment followed by regorafenib versus the reverse sequence in
chemorefractorymetastatic colorectal cancer patients withRAS and BRAFwild-type
circulating tumor DNA (ctDNA): Results of the phase II randomized PARERE trial by
GONO.

Chiara Cremolini, Paolo Ciracı̀, Filippo Pietrantonio, Sara Lonardi, MarcoMaria Germani, Adele Busico, PaoloManca, Gianmarco Ricagno, Nicoletta Pella, Vincenzo Formica,
Mario Scartozzi, Valentina Burgio, Samantha Di Donato, Roberto Moretto, Iolanda 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 IOV, 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

The full, final text of this abstract will be available at meetings.asco.org on the day of
presentation and in the online supplement to the June 10, 2025, issue of the Journal of Clinical
Oncology.
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LBA3516 Rapid Oral Abstract Session

JMT101 in combination with irinotecan and SG001 versus regorafenib in patients
with metastatic colorectal adenocarcinoma (mCRC): Results of a randomized,
controlled, open-label, phase II study.

Jianmin Xu, Wentao Tang, Rongbo Lin, Xiwen Huang, Yanqiao 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

The full, final text of this abstract will be available at meetings.asco.org on the day of
presentation and in the online supplement to the June 10, 2025, issue of the Journal of Clinical
Oncology.
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3517 Rapid Oral Abstract Session

Phase 2 dose expansion study of DSP107, a first-in-class bi-specific 4-1BB T-cell
engager, with and without atezolizumab in metastatic MSS colorectal cancer
patients.

Anwaar Saeed, Jun Zhang, Babar Bashir, Alexander Philipovskiy, Robert William Lentz, Shira Amsili, Rinat Tabakman, Maria Marinova, Yaffa Shwartz, Adam Foley-Comer,
Antonio Jimeno; University of Pittsburgh Medical Center (UPMC) and UPMC Hillman Cancer Center, Pittsburgh, PA; University of Kansas Medical Center (KUMC),
Westwood, KS; Sidney Kimmel Cancer Center at Thomas Jefferson University Hospital, Philadelphia, PA; Florida Cancer Specialists, Sarah Cannon Research Institute, Lake
Mary, FL; Division of Medical Oncology, Department of Medicine, University of Colorado Anschutz School of Medicine, Aurora, CO; Kahr Medical Ltd., Modi’in Makabim-
Re’ut, Israel; KAHR Medical Ltd., Modi’in, Israel; University of Colorado School of Medicine, Aurora, MD

Background: DSP107 is a bi-specific fusion protein composed of sequences from the extra-
cellular domain of SIRPa and 4-1BBL. The SIRPa arm selectively targets CD47 overexpressed on
tumor cells, while simultaneously anchoring trimeric 4-1BBL to the tumor, to engage and co-
stimulate 4-1BB on activated immune cells in the tumor microenvironment. This results in
tumor-localized, conditional activation of innate and adaptive immune responses. Phase 1 data
demonstrated an excellent safety profile with no RBC binding and no hematological, hepatic or
other dose limiting toxicities (DLTs). Here we describe safety and efficacy data from a Phase 2
microsatellite stable (MSS) colorectal (CRC) expansion cohort in which patients were treated
with DSP107 alone or with atezolizumab (NCT04440735). Methods: Metastatic/unresectable
MSS CRC patients who progressed following 2 lines of therapy including standard chemother-
apy6 targeted antibodies (n = 50), were randomized to receive weekly IV DSP107 infusions (10
mg/kg/dose) alone or with atezolizumab (1200 mg) Q3W during 3-week treatment cycles. The
majority (76%) had liver metastases. Study objectives were safety, tolerability and preliminary
efficacy. Restaging imaging was performed every 2 months and evaluated by RECIST v1.1
criteria. Results:DSP107monotherapy andwith atezolizumab was well tolerated with no DLTs.
Themost frequent TRAEs were infusion-related reactions (IRR; 38%Grade 1 or 2, 4%Grade 3),
fatigue (12%Grade 1 or 2, 4%Grade 3), Grade 1 or 2 nausea (14%) andGrade 1 or 2 anemia (10%).
IRRs were managed during subsequent infusions by reducing the infusion rate and adminis-
tering IV fluids. The median OS from the efficacy-evaluable patients who received DSP107
monotherapy (n= 19) and combination therapywith atezolizumab (n=21) hasnot been reached
but currently (Dec 2024 cutoff) stands at 7.6 and 14.6months, respectively. Disease control was
demonstrated in 26% (monotherapy) and 62% (combination) of evaluable patients including a
patient who achieved complete response ( . 2.5 years) and a patient with a deep (86% target
lesion reduction) and durable ( . 16 months) confirmed partial response and disappearance of
pulmonary andhepaticmetastases. Immunofluorescence analysis of baseline tumor biopsies (n
= 16) demonstrated moderate to high levels of CD47 expression in 15/16 biopsies ( . 120 H-
Score), and very high levels of CD47 expression (. 170H-Score) in all 7 samples collected from
liver metastases. Conclusions: These data suggest that the combination of DSP107 with PD(L)1
blockade has anti-tumor activity and provides clinical benefit in third line metastatic MSS CRC
including in patients with liver metastases. Updated survival data will be presented at the
conference. A Phase 2 randomized controlled study is currently in planning to confirm this
preliminary efficacy signal. Clinical trial information: NCT04440735. Research Sponsor: KAHR
Medical LTD.
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3518 Rapid Oral Abstract Session

Circulating tumor DNA as an early response indicator in anal squamous cell car-
cinoma treated with chemoradiation.

Aron Bercz, Janet Alvarez, Caroline Kostrzewa, Vasily N. Aushev, Adham A. Jurdi, John J. Cuaron, Melissa Zinovoy, Christopher H. Crane, Neil Howard Segal, Rona Yaeger,
Andrea Cercek, Christine Olinger, JorgeMarcet, Philip Paty, Martin R. Weiser, Julio Garcia-Aguilar, Mithat Gonen, Jesse Joshua Smith, Richard Tuli, Paul Bernard Romesser;
Memorial Sloan Kettering Cancer Center, New York, NY; Natera, Inc., Austin, TX; Tampa General Hospital, Tampa, FL; USF Health Morsani College of Medicine, Tampa, FL

Background: Definitive chemoradiation (CRT) is a highly effective, organ-preserving treat-
ment for localized anal squamous cell carcinoma (ASCC). However, a subset of patients
experience locoregional failure, leading to unfavorable oncologic outcomes despite salvage
surgery. Circulating tumor DNA (ctDNA) has emerged as a promising tool for monitoring
treatment efficacy and predicting prognosis; however, there is a paucity of studies evaluating
the baseline detectability and kinetics of tumor-informed ctDNA assays in ASCC. Methods:
Patients with ASCC (N=88) undergoing definitive CRT provided prospective consent for lon-
gitudinal ctDNA monitoring using a personalized, tumor-informed ctDNA assay (Signatera,
Natera, Inc.). ctDNA testing was assessed at three key time points: pre-treatment (any time
before CRT to within 5 days after initiation), mid-treatment (from .5 days after initiation
to,7 days before completion), and post-treatment (.7 days before completion to 42 days after
CRT). Surveillance testing continued every three months. Changes in ctDNA levels were
analyzed in relation to clinical outcomes. Locoregional failure (LRF) was assessed using
competing risk regression, stratified by ctDNA status (positive vs. negative). ctDNA results
were also correlated with progression-free survival (PFS). Results: Pre-treatment ctDNA was
detected in 79%of patients, with 92%achieving ctDNA-negativity at post-treatment (Table 1).
Over a median follow-up of 18 months (IQR 11–26), 7 patients experienced LRF, and 5
experienced distant failure. The cumulative LRF incidence was 0% among patients with ctDNA
negativity by mid-treatment. Conversely, 26% of patients with ctDNA positivity at mid-
treatment and 61% of patients with ctDNA positivity at post-treatment experienced LRF,
respectively. Estimated one-year PFS was 100% for patients who achieved ctDNA negativity
by mid-treatment. In contrast, patients who remained ctDNA-positive at mid-treatment and
post-treatment had estimated one-year PFS rates of 81% and 44%, respectively, from the date
of the corresponding ctDNA test. Among patients who achieved ctDNA negativity but sub-
sequently developed molecular recurrence during the surveillance period (N=7), all developed
disease recurrence. Molecular recurrence predated clinical or radiographic evidence of re-
currence in all instances. Conclusions: This tumor-informed ctDNA assay demonstrates high
baseline detectability and rapid clearance during CRT, with molecular clearance correlating
with favorable outcomes in ASCC. Notably, ctDNA-based detection of molecular recurrence
consistently precedes conventional clinical and radiographic indicators of disease recurrence.
Further validation in large, prospective cohorts is warranted. Research Sponsor: National
Institutes of Health/National Cancer Institute (NIH/NCI); R37 CA248289; National Institutes of
Health/National Cancer Institute (NIH/NCI); K08 CA255574; National Institutes of Health/
National Cancer Institute (NIH/NCI); 5T32 CA 9501-34; National Institutes of Health/National
Cancer Institute (NIH/NCI) Memorial Sloan Kettering Cancer Center (MSK) Support Grant; P30
CA008748.

Pre-Treatment Mid-Treatment Post-Treatment

Positive 61 (79%) 29 (47%) 6 (8%)
Negative 16 (21%) 33 (53%) 67 (92%)
Unknown 11 26 15
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3519 Rapid Oral Abstract Session

Short-course radiotherapy followed by sintilimab and CAPOX as total neoadjuvant
treatment in locally advanced rectal cancer: A prospective, randomized controlled
trial (SPRING-01).

Feng Tian, Honghai Dai, Dan Sha, Haiyan Jing, Leping Li, Changqing Jing; Shandong Provincial Hospital Affiliated to Shandong First Medical University, Jinan, NA, China;
Tumor Research and Therapy Center, Shandong Provincial Hospital Affiliated to Shandong University, Jinan, China; Department of Minimally Invasive Treatment of Cancer,
Shandong Provincial Hospital Affiliated to Shandong First Medical University, Jinan, China; Department of Pathology, Shandong Provincial Hospital Affiliated to Shandong
First Medical University, Jinan, China; Department of Gastrointestinal Surgery, Shandong Provincial Hospital Affiliated to Shandong First Medical University, Jinan, China

Background: Neoadjuvant short-course radiotherapy (SCRT) combined with chemotherapy as
total neoadjuvant therapy (TNT) increases the pathological complete response (pCR) rate for
locally advanced rectal cancer (LARC). The potential synergistic effects of combining radio-
therapy and immunotherapy might benefit patients with LARC. This study aimed to compare
the efficacy and safety of SCRT followed by 6 cycles of CAPOX chemotherapy with or without
immunotherapy as TNT in LARC patients. Methods: In this randomized controlled trial,
patients with T3-4, N+, EMVI(+), MRF(+) or lateral lymph node(+) rectal adenocarcinoma
were randomly assigned to receive SCRT followed by 6 cycles of CAPOX chemotherapy with or
without sintilimab. Total mesorectal excision (TME) was performed 2-3 weeks after the
completion of TNT. The primary study endpoint was the pCR rate. Results: In this randomized
controlled trial, patients with T3-4, N+, EMVI(+), MRF(+) or lateral lymph node(+) rectal
adenocarcinoma were randomly assigned to receive SCRT followed by 6 cycles of CAPOX
chemotherapy with or without sintilimab. Total mesorectal excision (TME) was performed
2-3 weeks after the completion of TNT. The primary study endpoint was the pCR rate.
Conclusions: In LARC patients, SCRT combined with sintilimab and CAPOX as a TNT signif-
icantly increases thepCR ratewhilemaintainingmanageable safety inpatientswithLARC. SCRT
followed by sintilimab and CAPOX can be recommended as a superior neoadjuvant treatment
option for these patients. Clinical trial information: ChiCTR2100052288. Research Sponsor:
National Natural Science Foundation of China; Special Foundation for Taishan Scholars Pro-
gram of Shandong Province; Key Research and Development Program of Shandong Province;
China Postdoctoral Science Foundation.

The efficacy of SIN+CAPOX and surgical and pathological results.

Intention-to-treat (ITT) population SIN+CAPOX (N = 49) CAPOX (N = 49)

Pathological complete response (ypT0N0, ITT
population) — no. (%)

29（59.2） 16（32.7）

(% [95% CI]) (45.4, 72.9) (19.5, 45.8)
Complete response 30（61.2） 16（32.7）
Surgical population SIN+CAPOX (N = 45) CAPOX (N = 44)
Tumor regression grading (AJCC
8th edition) — no. (%)

0 29（64.4） 16（36.4）
1 7（15.6） 7（15.9）
2 5（11.1） 13（29.5）
3 4（8.9） 8（18.2）

Abbreviations: IQR, interquartile range; N, regional nodal category; T, primary tumor category; yp,
pathologic.
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3520 Rapid Oral Abstract Session

Proposed changes to the pathologic staging for colon cancer (CC): AJCC Colon
Cancer Expert Panel (AJCCCCEP).

Qian Shi, George J. Chang, Levi D. Pederson, Elliot Amponsah Asare, Zhaohui Jin, Romain Cohen, Jeffrey A. Meyerhardt, Thierry Andre, Jeanne Tie, Jesse G. Dixon,
Bryan E Palis, Karla V. Ballman, Greg Yothers, Zeliang Ma, Steven R. Alberts, Chanjuan Shi, Mary Kay Washington, Julien Taieb, Scott Steele, Richard M. Goldberg;
Department of Quantitative Science Research, Mayo Clinic Rochester, Rochester, MN; The University of Texas MD Anderson Cancer Center, Houston, TX; Department of
Quantitative Health Sciences, Mayo Clinic Rochester, Rochester, MN; University of Utah Huntsman Cancer Institute, Salt Lake City, UT; Division of Medical Oncology, Mayo
Clinic Rochester, Rochester, MN; Sorbonne University, Department of Medical Oncology, Saint-Antoine Hospital, AP-HP, Paris, France; Department of Medical Oncology,
Dana-Farber Cancer Institute, HarvardMedical School, Harvard University, Boston, MA; Department of Medical Oncology, Peter MacCallum Cancer Centre and Personalised
Oncology Division, Walter and Eliza Hall Institute of Medical Research, Melbourne, Australia; American College of Surgeons, Chicago, IL; NSABP/NRG Oncology, and The
University of Pittsburgh Department of Biostatistics, Pittsburgh, PA; Peking Union Medical College, Beijing, China; Mayo Clinic Rochester, Rochester, MN; Duke University
Trent Center for Bioethics Humanities and History of Medicine, Durham, NC; Vanderbilt University Medical Center, Vanderbilt-Ingram Cancer Center, Nashville, TN; Institut
du Cancer Paris CARPEM, AP-HP Centre, Department of Gastroenterology and Digestive Oncology, Hôpital Européen Georges Pompidou, Paris, France; Cleveland Clinic,
Cleveland, OH; West Virginia University Cancer Institute and the Mary Babb Randolph Cancer Center, Morgantown, WV

Background: Recent analyses highlight nonhierarchical outcomes using the 8th Edition AJCC
staging system for CC. For instance, the 5-year survival rate for stages I and IIIa patients (pts)
closely align. Additionally, tumor deposits (TDs) have been established as significant prog-
nostic indicators. The AJCCCCEP commissioned this study to develop an updated pathological
staging system for CC focused specifically on pts without distant metastasis (M0), while
retaining the existing stage IV classification. Methods: Individual patient data (IPD) from
pts diagnosed with cc (2010- 2017) in the NCDB were divided into training (70%) and internal
validation (30%) datasets. External validation used IPD from clinical trials. The primary
endpoint was overall survival (OS). Risk classification development for M0 pts incorporated
ungrouped data on pathologic T categories, the number of involved regional lymph nodes
(LN+), and TD counts. Recursive partitioning and regression tree analyses were applied to
construct hierarchical staging levels. Pre-specified criteria required survival probabilities to be
consecutive and show clear separations using Kaplan-Meier (KM) estimates with pairwise log-
rank test P of , 0.005 for the training and , 0.05 for validation analyses. Results: Data from
281,997 pts (median age 67 years, 50% male, 81% white, 55% T3, 19% T4, 44% N+, 26% M+,
and 11%with$1 TD) were analyzed, with a median follow-up of 7.3 years. The updated staging
system (Table) met pre-specified criteria, with all observed pairwise P , 0.0001 in the devel-
opment and internal validation sets. KMOS curves displayed a hierarchical separation across all
sub-levels after the 1st year of diagnosis. Consistent results were seen in pts treated with
adjuvant chemotherapy in 4 trials (all pair-wise P , 0.0001). Conclusions: The proposed
pathological staging system for M0 pts fulfills pre-specified criteria for hierarchical risk
stratification, validated both internally and externally, and provides an evidence-based update.
Pending review process, the AJCCCCEP will recommend that these changes be made to the
Version 9 staging protocol for colon cancer to improve prognostication for CC pts. Research
Sponsor: None.

Stage T, # of LN+, # of TD M % of pts 1y OS (CI), % 3y OS (CI), % 5y OS (CI), %

I T1, 0, 0 0 5 96 (95-97) 91 (90-92) 84 (83-86)
IIa T2, 0, 0 0 10 95 (94-95) 88 (88-89) 80 (79-81)
IIb T1, 0, 1+

T1, 1+, 0
T2, 0, 1+
T2, 1-4, 0
T3, 0, 0

0 27 93 (92-93) 84 (84-85) 75 (75-76)

IIIa T1, 1+, 1+
T2, 1-4, 1+
T2, 5+, 0
T3, 0, 1+
T3, 1-4, 0

0 14 92 (91-92) 80 (80-81) 71 (70-72)

IIIb T2, 5+, 1+
T3, 1-4, 1+
T3, 5+, 0
T4a, 0-4, 0
T4b, 0-2, 0

0 13 86 (86-87) 69 (68-70) 58 (57-59)

IIIc T3, 5+, 1+
T4a, 0-4, 1+
T4a, 5+, any
T4b, 0-2, 1+
T4b, 3+, any

0 5 78 (77-80) 53 (51-54) 40 (38-41)

IVa Any 1a 19 59 (58-60) 28 (28-29) 17 (16-18)
IVb Any 1b 7 43 (42-44) 14 (13-14) 6 (6-7)

CI: 95% confidence internal; Peritoneum involvement data were not available before 2018 in NCDB. Thus, IVa/b were based
on 7th Edition.
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3521 Poster Session

Experience of patients with HIV and squamous cell carcinoma of the anal canal
(SCAC) treated with retifanlimab.

Jean-Philippe Spano, Jaume Capdevila, Frank Van Fraeyenhove, Sara Lonardi, Federica Morano, Monica Guillot, Pauline Rochefort, Michel Pierre Ducreux,
Anderley Gordon, Ludovic Evesque, Edward J. Kim, Mark M. Jones, Chuan Tian, Mihaela C Munteanu, Aurore Vozy, Duncan C. Gilbert; Department of Medical Oncology,
Groupe Hospitalier Pitie-Salpetriere, Paris, France; Oncology Department, Vall d’Hebron University Hospital, Vall d’Hebron Institute of Oncology (VHIO), Barcelona, Spain;
Department of Medical Oncology, ZNA-Middelheim, Antwerp, Belgium; Department of Oncology, Veneto Institute of Oncology IOV - IRCCS, Padua, Italy; Fondazione IRCCS
Istituto Nazionale dei Tumori, Milan, Italy; Department of Oncology, Hospital Universitario Son Espases, Palma DeMallorca, Spain; Department of Medical Oncology, Centre
Léon-Bérard, Lyon, France; Department of Medical Oncology, Paris-Saclay University, Gustave Roussy and INSERM-U1279, Collective Invasion, Villejuif, France;
Department of Gastrointestinal Oncology, The Royal Marsden Hospital NHS Foundation Trust, London, United Kingdom; Department of Digestive Oncology, Antoine
Lacassagne Centre, Nice, France; University of California Davis Comprehensive Cancer Center, Sacramento, CA; Incyte Corporation, Wilmington, DE; Service d’Oncologie
Médicale, AP-HP.Sorbonne Université, DMU Orphe, Hôpitaux Universitaires Pitié Salpêtrière-Charles Foix, Paris, France; University College London (UCL), Institute of
Clinical Trials and Methodology, London, United Kingdom

Background: People living with HIV (PLHIV) usually have more advanced cancer at diagnosis
and a higher cancer-related mortality, posing a significant burden on health care. However,
clinical studies often exclude cancer patients with HIV, thereby limiting access to therapies for
this patient population. PLHIV have a 25- to 35-fold higher chance of being diagnosed with
SCAC than individuals who are HIV negative. We therefore evaluated safety and efficacy of
retifanlimab in PLHIV with SCAC. Methods: The study designs for POD1UM-202
(NCT03597295) and POD1UM-303/InterAACT-2 (NCT04472429) have previously been de-
scribed. Both trials permitted PLHIV to enroll if CD4+ count was$200/mLwith an undetectable
viral load per standard of care assay, andwho did not experience anyHIV-related opportunistic
infection for $4 weeks prior to study enrollment. Patients continued to receive antiretroviral
therapy (ART/HAART) without interruption or dose reduction. HIV viral load and CD4+ cell
count was assessed every 8 weeks during the studies and could be reduced to every 6 months
during safety and disease follow-up. Results: Patient and disease characteristics were similar
among PLHIV and the overall study populations. Among the 20 patients with HIV enrolled in
these SCAC trials, median age was 58 years, 70% (n = 14) were male, and 80% (n = 16) were
White. Forty-five percent (n = 9) of patients received retifanlimab and 30% (n = 6) received
retifanlimab with platinum-based chemotherapy, whereas the remaining 5 patients were
assigned to placebo plus chemotherapy. During these studies, no patient experienced a sus-
tained drop in CD4+ T-cell counts or increase in HIV viral load of clinical significance. No
treatment-emergent opportunistic infections were recorded. Immune-related adverse events
(irAEs) and grade $3 irAEs were consistent with the non-HIV population. Objective response
rates were 22% (2/9) with retifanlimab in second-line and 67% (4/6) with retifanlimab and
chemotherapy in first-line (previously untreated). Patient-reported outcomes showed no
negative impact and based on Quality-of-Life Questionnaire for Anal Cancer, good scores
for bowel function, sexual, and symptom domains were maintained. Retifanlimab pharmaco-
kinetics was independent of HIV status and not impacted by the HAART required for ongoing
HIV management. Conclusions: Among PLHIV and advanced SCAC who received treatment,
retifanlimab showed significant clinical activity with efficacy qualitatively similar to patients
without HIV and no excess toxicity or reduced HIV control. The analysis indicates that
retifanlimab is generally safe for PLHIV and SCAC and also supports inclusion of HIV-
positive patients in other immunotherapy trials. The favorable outcomes in PLHIV are en-
couraging because infection with HIV is among the most important risk factors for SCAC.
Clinical trial information: NCT03597295 and NCT04472429. Research Sponsor: Incyte
Corporation.
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3522 Poster Session

Investigating the immunogenomic profile of anal HPV driven disease for novel
therapeutic discovery.

Micol Lupi, Jacob Househam, Leandro Rodrigues Santiago, Ann-Marie Baker, Soham Mandal, George Lacey, Hiromi Kudo, Paul Richman, Trevor A Graham, Alan Melcher,
Paris Tekkis, Sarah Mills, Christos Kontovounisios, Irene Yu-Shing Chong; Imperial College London, London, United Kingdom; The Institute of Cancer Research, London,
United Kingdom; West Hertfordshire Teaching Hospitals NHS Trust, London, United Kingdom; The Royal Marsden NHS Foundation Trust, London, United Kingdom

Background: Anal squamous cell carcinoma (ASCC) is driven by Human Papilloma Virus and
arises from high-grade squamous intraepithelial lesions (HSIL) which, when treated, reduces
the risk of cancer progression. However, current treatment options for anal HSIL are limited
with considerable morbidity. Although a proportion of patients with localised ASCC can be
successfully treated with pelvic chemoradiotherapy, there are significant associated side
effects. Given the stepwise evolution of disease, there is an opportunity for the identification
of novel therapeutic approaches for cancer prevention. Methods: This study investigates the
mutational and immune landscape of matched fresh frozen anal cancer and HSIL samples as
well as blood samples from 8 patients using multi-omic analysis (WES, RNAseq and FUME-
TCRseq). We compared candidate driver mutations and pathways (including known immune
escape mechanisms), copy number alterations (CNAs), differential gene expression, predicted
neoantigen profiles (using NeoPredPipe) and TCR repertoire composition and diversity. In
addition, digital cell classification of H&E stained sections was used to characterise the
distribution of 4 immune cell types. Results: There was considerable copy number profile
overlap between anal HSIL and cancer with 79.2% CNA concordance. Samples clustered by
patient rather than pathology on gene expression and few differentially expressed genes were
identified. There was no difference in predicted neoantigen burden (p= 0.11) nor the proportion
of unique or common neoantigens (p = 0.64), illustrating shared immunogenicity between anal
cancers with corresponding pre-cancerous lesions. However, we observed a shift in TCR
repertoire composition between HSIL and cancer in all patients, with HSIL regions containing
larger clusters of related TCR clonotypes (p = 0.02). Drivermutations in PIK3CA,KMT2C,PBRM1,
KLF5, STK11 and CUL1 were shared between matched samples. Enriched GO terms, Kegg
pathways and Reactome pathways shared by 2 or more samples included ubiquitination, lipid
metabolism and glycosylation. There was higher PD-L1 and CTLA4 expression in anal cancer
compared with HSIL, suggestive of immune escape at the transition to invasive cancer.
Pathogenic mutations in the Endoplasmic reticulum aminopeptidase 1 (ERAP1) gene, respon-
sible for modulating the peptide repertoire presented by MHC class I molecules, were found in
one HSIL sample and two cancer samples. Conclusions: For the first time, this study demon-
strates compelling overlap in the immunogenomic profiles of advanced anal HSIL and neigh-
bouring invasive cancer. The shared neoantigen burden and overall immunogenicity supports
future vaccine development in the treatment of anal HSIL and subsequent anal cancer pre-
vention. Furthermore, the evidence for immune escape at the transition to invasion could
motivate the use of immunotherapy in this setting. Research Sponsor: NIHR Biomedical
Research Centre at the Royal Marsden Hospital and Institute of Cancer Research; The Syncona
Foundation; The Royal Marsden Cancer Charity.
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Immunotherapy combined with hypofractionated radiotherapy and chemotherapy
for locally recurrent rectal cancer (TORCH-R): A prospective, single-arm, two-
cohort, phase II trial.

Ruiyan Wu, Juefeng Wan, Lijun Shen, Fan Xia, Yan Wang, Hui Zhang, Yaqi Wang, Shujuan Zhou, Xinxiang Li, Zhen Zhang; Department of Radiation Oncology, Fudan
University Shanghai Cancer Center, Shanghai, China; Department of Colorectal Surgery, Fudan University Shanghai Cancer Center, Shanghai, China

Background: To assess whether the integration of PD-1 inhibitor with hypofractionated
radiotherapy and chemotherapy therapy can lead to an improvement in objective responses
in patients with proficient mismatch repair or microsatellite stable (pMMR/MSS) locally re-
currence rectal cancer (LRRC).Methods:Wedid a prospective, single-arm, two-cohort, phase 2
trial in LRRC patients without or with oligometastases. Eligible patients with previously un-
treated (cohort A) or progressive disease after first line therapy (cohort B), were assigned
received 25-40 Gy/5 Fx irradiation or 15–30 Gy/5 Fx reirradiation for pelvic recurrence,
followdd by 18 weeks of chemotherapy, toripalimab, and stereotactic ablative radiotherapy
(SABR) for all metastatic lesions between chemoimmunotherapy cycles. The primary endpoint
was confirmed local recurrence objective response rate (ORR). The study is registered with
ClinicalTrials.gov, NCT05628038.Results: Between Oct 15, 2022, and Aug 31, 2024,We enrolled
67 patients: 41 in cohort A and 26 in cohort B.Median follow-up duration was 10.5months (IQR
7.3-15.5 months). The local recurrence ORRwas achieved at 82.9% (34 of 41 patients) in cohort
A and 65.4% (17 of 26 patients) in cohort B. Six patients (14.7%) underwent radical resections
(R0) in cohort A and two patients (7.7%) in cohort B. The CR rate was 34.1% (12 cCR patients + 2
pCR patients) in cohort A and 11.5% (2 cCR patients + 1 pCR patients) in cohort B. The most
frequent grade 3-4 toxicities were neutropenia (10.8% in cohort A and 25.0% in cohort B) and
diarrhea (16.2% in cohort A and 20.8% in cohort B). Conclusions: The PD-1 inhibitor re-
markably improved ORR in pMMR/MSS LRRC compared with historical benchmark with
acceptable toxicity. Up-front immunochemotherapy combined with hypofractionated radio-
therapy was selected for future definitive study. Clinical trial information: NCT05628038.
Research Sponsor: None.
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Harnessing transcriptome signatures and CD103+CD8+ immune infiltration for
prognosis and treatment outcomes in anal squamous cell carcinoma.

Ilma Soledad Iseas, Mariano Golubicki, Ezequiel Lacunza, Diego Martı́n Prost, Sarah Bouchereau, Nabil Baba-Hamed, Eric Raymond, Julien Adam, Martin C. Abba; Medical
Oncology Department, Paris-St Joseph Hospital, Paris, France; Oncology Unit, Gastroenterology Hospital “Dr. Carlos Bonorino Udaondo”, Ciudad Autónoma De Buenos
Aires, Argentina; Basic and Applied Immunological Research Center (CINIBA), School of Medical Sciences, National University of La Plata, La Plata, Argentina; Hopital La
Pitié Salpetriere, Paris, France; Department of Anatomopathology, Marie-Lannelongue Hospital, Le Plessis-Robinson, France

Background: Anal squamous cell carcinoma (ASCC) is a rare malignancy linked to high-risk
HPV, with rising incidence among younger adults. While immunotherapy advances have
improved outcomes in metastatic ASCC, treatment for localized disease has remained un-
changed for decades, with high recurrence rates. This study investigates molecular biomarkers
and immunemechanisms predictive of chemoradiotherapy outcomes in non-metastatic ASCC.
Methods: This retrospective study analyzed 94 stage I-III non-metastatic anal squamous cell
carcinoma (ASCC) patients treated with curative chemoradiotherapy (CRT) at Hôpital Paris
Saint Joseph (2010–2017) in France. Treatment response (CR) was assessed at 24 weeks by
RECIST v1.1. Molecular analyses included whole-exome and RNA sequencing on FFPE samples
to evaluate somatic mutations, tumor mutational burden (TMB), and gene expression profiles.
Immunohistochemistry assessed immunemarkers (CD8, CD103). Statistical analyses identified
predictors of CR, progression-free (DFS), and overall survival (OS).Results: Complete response
(CR) was achieved in 71% of cases, with no significant differences between treatment regimens
(p. 0.05).Mutational analysis identified 172 alterations in novel (SLAMF7 andGOLGA6L9) and
previously described cancer driver genes (KMT2C, KMT2D, and PIK3CA), with higher muta-
tional burdens showing a non-significant trend toward CR. Transcriptomic profiling revealed
350 differentially expressed genes among CR vs. NCR patients (p-value, 0.01; FC. 2). CR was
associatedwithmodulation of immune-related pathways, including TNFa/NFkB signaling (p,

0.01). Immune infiltrate analysis showed enrichment of CD8+ central memory T cells (p =
0.008) andCD4+ restingmemoryB cells (p=0.01) inCRcases, correlatingwith improvedOS (p=
0.0026) and DFS (p = 0.0098). CD103+CD8+ tumor-infiltrating lymphocytes emerged as the
strongest predictor of survival (OS: p = 0.011; DFS: p = 0.003), underscoring their potential as
prognostic biomarkers and therapeutic targets in ASCC. Conclusions: These findings under-
score the potential of integratingmolecular and immunemarkers into clinical practice to better
predict treatment response and guide personalized therapies for CRT efficacy for ASCCpatients.
Further validation in independent cohorts is necessary to confirm the clinical relevance of these
biomarkers and their application in therapeutic decision-making. Research Sponsor: None.
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POD1UM-303/INTERAACT2 subgroup analyses and impact of delayed retifanlimab
treatment on outcomes in patients with squamous cell carcinoma of the anal canal
(SCAC).

Marwan Fakih, Rebecca Muirhead, Aaron J. Scott, Mohit Narang, Allen Lee Cohn, Marcia ROXANA Cruz-Correa, Mukul Gupta, Sharadah Essapen, Duncan C. Gilbert,
Toshihiro Kudo, David Kar Wah Lau, Maria Carmen Riesco Martinez, M. Giulia Zampino, Christelle De La Fouchardiere, Jill Harrison, Mark M. Jones, Chuan Tian,
Atsuo Takashima, Jaume Capdevila, Sheela Rao; City of Hope National Medical Center, Duarte, CA; Oxford University Hospitals NHS Foundation Trust, Oxford, United
Kingdom; University of Arizona Cancer Center, Tucson, AZ; US Oncology Research, Columbia, MD; Sarah Canon Research Institute at Rocky Mountain Cancer Centers,
Denver, CO; Pan American Center for Oncology Trials, University of Puerto Rico Comprehensive Cancer Center, San Juan, PR; Sansum Clinic, Santa Barbara, CA; St Luke’s
Cancer Centre, Royal Surrey County Hospital, Guildford, United Kingdom; University College London (UCL), Institute of Clinical Trials and Methodology, London, United
Kingdom; Osaka International Cancer Institute Osaka Prefectural Hospital Organization, Osaka, Japan; Monash Health, Clayton, Australia; Hospital Universitario 12 de
Octubre, Madrid, Spain; European Institute of Oncology, IRCCS, Milan, Italy; Institut Paoli-Calmettes (IPC), Marseille, France; Incyte Corporation, Wilmington, DE; National
Cancer Center Hospital, Tokyo, Japan; Vall Hebron University Hospital, Vall d’Hebron Institute of Oncology, Barcelona, Spain; Royal Marsden NHS Foundation Trust, Sutton,
Surrey, United Kingdom

Background: SCAC is a rare cancer with high unmet medical need and no FDA-approved
treatment options. POD1UM-303 is the only phase 3 study of systemic therapy completed to
date in advanced SCAC. The study met its primary endpoint of progression-free survival (PFS;
9.3mo in the retifanlimabgroup vs 7.4mo in the placebo group [HR, 0.63; 95%CI, 0.47, 0.84;P=
0.0006]) (Rao S, et al. Ann Oncol. 2024;35:S1217). Based on these results, retifanlimab combined
with carboplatin-paclitaxel represents a new standard of care (SOC) for inoperable locally
recurrent/metastatic SCAC. Here, we present outcomes for predefined subgroups of interest in
POD1UM-303 and exploratory analyses in patients who received open-label retifanlimab in the
crossover phase of the study. Methods: The POD1UM-303 study design and methods were
previously presented at ESMO 2024. PFS comparisons for predefined subgroups, including PD-
L1 expression, region of enrollment, presence of liver metastases, extent of disease, as well as
HPV and HIV status, were performed. Exploratory analyses of investigator-assessed response
to retifanlimab, overall survival (OS), and safety during crossover treatment were also per-
formed. Results: A total of 308 patients were enrolled (1:1) to receive retifanlimab or placebo
with chemotherapy; 69 (45%) from the placebo + chemotherapy group received crossover
treatment with retifanlimab monotherapy upon confirmed progression. A consistent PFS
benefit in favor of retifanlimab + chemotherapy was observed for all predefined subgroups,
including tumorswith PD-L1 expression, 1%, patientswith livermetastases, and regardless of
HPV orHIV status.Median PFS in the retifanlimab + chemotherapy groupwas higher in the PD-
L1 $1% vs PD-L1 , 1% groups (9.3 mo; HR, 0.64 vs 7.5 mo; HR, 0.53) but was not impacted by
presence of livermetastases. During crossover, investigator-assessed overall response ratewas
qualitatively similar to that seen in the POD1UM-202 study, which enrolled a similar platinum-
refractory population. Median OS for patients receiving crossover treatment with retifanlimab
was 24.3 mo, compared with 29.2 mo for patients who were assigned to retifanlimab +
chemotherapy at randomization. Safety during crossover was consistent with earlier obser-
vations and comparable with experience in POD1UM-202. Conclusions: The benefits of reti-
fanlimab combined with carboplatin-paclitaxel extend to the broad population of SCAC,
including those with tumors not expressing PD-L1 and liver metastases. Response rate and
safety profile of retifanlimab monotherapy in the crossover period were consistent with the
previous POD1UM-202 experience; however, exploratory analysis of survival in crossover
patients suggests first-line retifanlimab with SOC chemotherapy is preferable to sequential
treatment after progression on chemotherapy. Clinical trial information: NCT04472429. Re-
search Sponsor: None.
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Genomic characterization of anal canal squamous cell carcinoma (ASCC) and
outcomes on matched targeted therapy.

Maliha Nusrat, Justin Jee, Debyani Chakravarty, David G. Pfister, Neil Howard Segal, Neal Rosen, James J. Harding, Rona Yaeger, David Paul Kelsen; Memorial Sloan
Kettering Cancer Center, New York, NY

Background: Anal canal squamous cell carcinoma (ASCC) is uncommon but increasing in
incidence. 5-year survival of patients (pts) with metastatic ASCC is only 36%; new therapies
are an unmet medical need. Genomic alterations (GA) in phosphoinositol-3-kinase (PI3K)
signaling pathway have been reported in small datasets of ASCC. Data on clinical outcomeswith
therapies targeting these GA in pts with ASCC are lacking.Methods: Tumor genomic data of pts
with ASCC at Memorial Sloan Kettering Cancer Center (MSK) were obtained using a targeted
next generation sequencing assay (MSK IMPACT) from cBioPortal database. GAwere annotated
for biological significance using the OncoKB database, and only GA with known oncogenic
potential were included. GA were categorized as mutations (mut), amplifications (amp), de-
letions (del) and fusions (fus). Clinical annotations were abstracted from electronic health
records and outcomes of pts who participated in clinical trials were assessed. Data were
summarized using descriptive statistics and survivals were estimated using Kaplan-Meier
method. Results: Of 92,711 pts in cBioPortal, 218 (0.2%) pts had ASCC (male n = 65, 30%).
Of these 218 pts, 179 (82%) had at least 1 oncogenic GA. Oncogenic GA were most frequently
identified in PIK3CA 40% (87 pts; mut 67, amp 36, with overlap), KMT2D 19% (mut 42), BCL6
17% (amp 37), PTEN 12% (mut 18, del 9), EP300 11% (mut 24), KMT2C 11% (mut 20, del 3), and
FBXW7 10%(mut 20, del 1). OncogenicGAweremost frequent in thePI3K-AKT-mTOR signaling
pathway (121 pts, 55%). Amps were also seen in FGF3, FGF4, FGF19 and CCND1 in 4% pts each.
Thirteen pts with metastatic treatment refractory ASCC participated in early phase clinical
trials; 3 pts enrolled in . 1 studies (total 18 trial participations). GA-matched targeted therapy
was administered to 8 pts: oncogene inhibitors in 6 pts (targeting PIK3CA E545K in 3, PIK3CA
Q546K in 1, HER2 I767M in 1, FGFR2 amp in 1), anddrugs selected for tumor suppressor geneGA
in 3 pts (PTCH1 loss in 1, TP53-wild in 1, FBXW7 in 1). Six pts received immunotherapy and 3 pts
were treated with antivirals drugs targeting Human Papillomavirus. Out of 4 pts treated with
PI3K signaling inhibitors, 1 had partial response and 2 had stable disease, with median pro-
gression free survival of 3.6 (95% CI 0-8.6) months and median overall survival of 9.1 (95% CI
5.7-12.5) months. Two out of four pts treated with PI3K pathway inhibitors were on treatment
for. 6months. No response was seen in pts treatedwith drugs targeting GA other than PIK3CA
orwith immunotherapy; andoneof three pts treatedwith anti-viral agents hadbest response of
stable disease. Conclusions: This is the largest characterization of GA with known oncogenic
potential in ASCC. The PI3K signaling pathway is altered in over half of ASCC, and PI3K-AKT-
MTOR inhibitors have the potential for further investigation in pts with activating GA in PIK3CA
gene. Research Sponsor: Robert A. Winn Career Development Award.
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Monitoring botensilimab- and balstilimab-induced T-cell dynamics in refractory
mismatch repair proficient metastatic colorectal cancer.

Gertjan Rasschaert, Ana Mendizabal-Sasieta, Allyson Peddle, Marta Grzelak, Robin Govaerts, Joseph Elan Grossman, Marta Soto, QianWu, Benny Johnson, Filip Van Herpe,
Steven O’Day, Dhan Chand, Sabine Tejpar, Holger Heyn; Gastrointestinal Oncology Department, University Hospitals Leuven, Leuven, Belgium; Omniscope Inc., Barcelona,
CA, Spain; Laboratory for Digestive Oncology, KU Leuven, Leuven, Belgium; Agenus Inc., Lexington, MA

Background: Mismatch repair proficient (pMMR) metastatic colorectal cancer (mCRC) re-
sponds poorly to immune checkpoint inhibition (ICI). A better understanding of local and
systemic immune cell activities is critical for improving ICI treatment efficacy. T cells elicit
anti-tumor specificity through their T cell receptors (TCR) and dynamic changes in the TCR
repertoire are associated with clinical outcomes. Circulating T cells in the blood provide an
accessible liquid biomarker to quantify and track T cell activity at systems level and longitu-
dinally. Here, we present temporal T cell tracking as a correlate of ICI efficacy in refractory
pMMR mCRC patients treated with botensilimab (BOT; Fc-enhanced anti-CTLA-4 antibody)
with or without balstilimab (BAL; anti-PD-1 antibody). Methods: 10 patients from the open-
label, phase 2 study (NCT05608044) with BOT in refractory pMMR CRC (without metastatic
liver disease) were included. In this trial patients were randomized into BOT (75mg or 150mg
Q6W, 4x)monotherapy or in combination with BAL (240mg Q2W, for 2 years), versus standard
of care (regorafenib or trifluridine/tipiracil). TCR dynamics were longitudinally assessed
(0,2,4,6,12 weeks) from circulating T cells, based on deep TCR sequencing (OS-TCR, Omni-
scope) and quantified using functional clustering. Results: 2 mCRC patients out of 10 (20%)
showed partial response (PR) while 8 (80%) had progressive disease (PD), however at variable
timepoints. However circulating T cells showed significant expansion of both pre-existing and
novel clonotypes in all patients, detectable at conserved frequencies at sequential time points.
The magnitude of induced T cell clonotypes varied across treatment cycles, with repeated
boosting effects observed in responders. Scoring T cell activity based on quantitative and
qualitative TCR repertoiremetrics, allowed to rankpatients by their response. Intriguingly, TCR
repertoire dynamics strongly correlated with clinical outcomes, establishing its potential as a
quantitative biomarker for monitoring treatment efficacy. Conclusions: Deep T cell repertoire
profiling detected dynamics of circulating T cells with quantitative and qualitative difference
related to ICI response. Immune cell tracking from liquid biopsies is a powerful tool to quantify
ICI efficacy in real time. Research Sponsor: None.
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Predictive role of circulating tumor DNA in pMMR locally advanced rectal cancer
patients receiving neoadjuvant chemoradiotherapy combined with sintilimab.

Xiao-bin Zheng, Huashan Liu, Lishuo Shi, Ziwei Zeng, Xingwei Zhang, Shuangling Luo, Yonghua Cai, Zhihong Zhang, Ze Li, Zhanzhen Liu, Yujie Hou, Yanxin Luo, Zuli Yang,
Xiaowen He, Jia Ke, Liang Huang, Liang Kang; The Sixth Affiliated Hospital, Sun Yat-sen University, Guangzhou, Guangdong, China

Background: Circulating tumor DNA (ctDNA) has emerged as a potential biomarker for various
solid tumors, including colorectal cancer (CRC). It offers the advantage of longitudinal and
dynamic surveillance of the tumor-specific genetic characteristics, eliminating the need for
repeated invasive biopsies. However, the predictive role of ctDNA in patients with proficient
mismatch repair (pMMR) locally advanced rectal cancer (LARC) receiving neoadjuvant chemo-
radiotherapy (CRT) combined with immunotherapy remains to be explored. Methods: In this
prospective single-arm, phase II trial, pMMRLARC patients (cT3-4N0M0 and cT1-4N1-2M0) with
an intermediate or high immunoscore (ISB) were enrolled (NCT05450029). Treatment-naı̈ve
patients received radiotherapy (50 Gy/25 f) and 6 cycles of mFOLFOX6 plus 5 cycles of
sintilimab, followed by totalmesorectal excision (TME) 6-8weeks post-radiotherapy. Baseline
tumor tissue DNA and serial ctDNA dynamic changes were evaluated using next-generation
sequencing. Baseline (T0) maximal somatic variant allelic frequency (maxVAF) as well as its
changes at the first (T1, two cycles after therapy) and the second clinical evaluation (T2, four
cycles after therapy) were assessed. Results: Tumor somatic mutations and aligned ctDNA
analyses were conducted in 43 patients. The most frequently mutated genes in tumor tissue
sampleswereAPC (67%,n=29), TP53 (65%,n=28), KRAS (47%,n=20), andFBXW7 (28%,n=
12), which were also observed in plasma. Pathway analysis indicated that mutations in
SWI_SNFweremore likely to be detected in patients achieving pathological complete response
(pCR) (P = 0.02 for tumor tissue, P = 0.08 for plasma), suggesting a potential sensitization to
sintilimab combined with CRT. For the dynamic ctDNA analysis, 37 patients were assessed
using a 950-gene panel relevant to cancer. A significant decline in maxVAF from T0 to T1 was
observed in the pCR group. An optimal cut-off of 0.11 for the maxVAF ratio (T1/T0) was
identified to discriminate complete responders from other patients (AUC = 0.768; sensitivity
83.3%; specificity 72.0%; P , 0.001; 95% confidence interval [CI] 0.597-939). Patients with a
low maxVAF ratio ( , 0.11) were more likely to achieve pCR following CRT plus sintilimab
therapy (OR = 12.86; 95% CI: 2.23-74.08; P = 0.004). Conclusions: ctDNA may serve as a
potential biomarker of the response to CRT combined with immunotherapy in pMMR LARC.
Further validation is warranted to confirm the predictive value of maxVAF and to identify
additional biomarkers with potential predictive significance in pMMR LARC. Clinical trial
information: NCT05450029. Research Sponsor: National Natural Science Foundation of China;
82470696 and 82103273; Guangdong Basic and Applied Basic Research Foundation;
2022A1515012498 and 2024A1515010956; the program of Guangdong Provincial Clinical Re-
search Center for Digestive Diseases; 2020B1111170004; Guangzhou Science and Technology
Program; 2024A04J6400; Sun Yat-sen University Clinical Research 5010 Program; 2016005.
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Risk factors associated with de novo metastatic colorectal cancer in early onset
colorectal cancer.

Emma Schatoff, Joanne F. Chou, Marinela Capanu, Ramzi Homsi, Henry S. Walch, Randze Lerie Palmaira, Jill A. Weiss, Jordana Kaller, CallahanWilde, Walid Khaled Chatila,
Robin B. Mendelsohn, Andrea Cercek; Memorial Sloan Kettering Cancer Center, New York, NY; Gastrointestinal Oncology Service, Memorial Sloan Kettering Cancer Center,
New York, NY

Background: Early onset colorectal cancer (EO CRC) is rising worldwide. Epidemiologic studies
have shown that diets high in sugar and/or processed foods and limited exercise are associated
with EO CRC when compared to healthy controls. However, risk factors associated with de novo
metastatic disease are less well established. Identifying such risk factors may provide insight
intomodifiable lifestyle variables.Methods:All eligible EO CRC patients were enrolled inMSK’s
Center for Young Onset Colorectal and Gastrointestinal Cancer and completed a risk factor
questionnaire (MSK-approved IRB #20-315). We analyzed questionnaire responses and com-
pared risk factors between patients with de novo metastatic disease vs localized disease using
Wilcoxon rank sum test or Fisher’s exact test. Clinical outcomes, including overall survival (OS)
fromdiagnosis andprogression free survival (PFS) from 1st-line chemotherapy,were estimated
using Kaplan-Meier methods. The Cox regression model was used to assess association
between risk factors and survival outcomes. Tumors from a subset of patients (n = 206) were
sequenced using MSK-IMPACT (MSK-approved IRB #12-245) and underwent genomic ana-
lyses. Results: 303 patients completed the questionnaire (median age at diagnosis 42; 51%
Female; 88% left-sided tumors). 112 had de novo stage IV disease and 191 had stage I-III disease.
Patients with de novometastatic disease were younger, 40.9 [95%CI: 36.8 - 44.8] vs. 43.0 [95%
CI: 38.4 - 46.4] (P-value 0.037). Analysis of dietary factors showed no association with fruit,
vegetable, fish, poultry, red meat, processed meat, or dairy intake. However, high sugar diets
were significantly associated with de novo metastatic disease, with 30 (45%) vs. 37 (29%) (P-
value, 0.004) patients reporting daily consumption of high sugar foods. Daily consumption of
high calorie foods was also frequently reported in patients with metastatic disease (P-value,
0.057). 3-year OS in themetastatic population was 72% [95%CI: 62% - 84%] vs. 99% [95%CI:
98% - 100%]. Within the metastatic group, no association was observed between daily high
sugar consumption and non-daily consumption in terms of PFS or OS. 3-year OS in the daily
high sugar group was 79 % [95%CI: 62%-100%] vs 74% [95%CI: 57%-95%]. For early stage
patientswho later progressed (n=27),median time toprogressionwasnot significantly shorter
among patients who reported daily high sugar consumption (18 vs. 19 months, P-value 0.5).
Genomic analyses revealed no significant differences in tumor mutational burden, fraction
genome altered, frequency of oncogenic or signaling pathway alterations in de novometastatic
vs. non-metastatic patients. Conclusions: In a single center study, in EO CRC patients, high
sugar diets may be associated with de novometastatic disease. There were no significant
genomic differences detected in patients with de novo metastatic vs. early stage disease.
Research Sponsor: None.
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Survival impact of NeoRASwild-typemetastatic colorectal cancer: A SCRUM-Japan
GOZILA substudy.

Hiroki Osumi, Eiji Shinozaki, Yoshiaki Nakamura, Taito Esaki, Hisateru Yasui, Hiroya Taniguchi, Hironaga Satake, Yu Sunakawa, Yoshito Komatsu, Tadamichi Denda,
Manabu Shiozawa, Taroh Satoh, Tomohiro Nishina, Toshifumi Yamaguchi, Naoki Takahashi, Takeshi Kato, Hideaki Bando, Kensei Yamaguchi, Takayuki Yoshino;
Department of Gastroenterological Chemotherapy, Cancer Institute Hospital, Japanese Foundation for Cancer Research, Tokyo, Japan; Department of Gastroenterology
and Gastrointestinal Oncology, National Cancer Center Hospital East, Kashiwa, Japan; Department of Gastrointestinal and Medical Oncology, NHO Kyushu Cancer Center,
Fukuoka, Japan; Kobe City Medical Center General Hospital, Hyogo, Japan; Department of Clinical Oncology, Aichi Cancer Center Hospital, Nagoya, Japan; Department of
Medical Oncology, Kochi Medical School, Nankoku, Japan; Department of Clinical Oncology, St. Marianna University School of Medicine, Kawasaki, Kanagawa, Japan;
Department of Cancer Center, Hokkaido University Hospital Cancer Center, Sapporo, Japan; Division of Gastroenterology, Chiba Cancer Center, Chiba-Shi Chuo-Ku, Japan;
Department of Gastrointestinal Surgery, Kanagawa Cancer Center, Yokohama, Japan; Osaka University Graduate School of Medicine, Suita, Japan; Department of
Gastrointestinal Medical Oncology, NHO Shikoku Cancer Center, Matsuyama, Japan; Cancer Chemotherapy Center, Osaka Medical and Pharmaceutical University Hospital,
Takatsuki, Japan; Saitama Cancer Center, Saitama, Japan; Department of Gastroenterological Surgery, NHO Osaka National Hospital, Osaka, Japan; Department for the
Promotion of Drug and Diagnostic Development, Division of Drug and Diagnostic Development Promotion, Translational Research Support Office, National Cancer Center
Hospital East, Kashiwa, Japan; Department of Gastroenterological Chemotherapy, Cancer Institute Hospital of Japanese Foundation for Cancer Research, Tokyo, Japan;
Department of Gastrointestinal Oncology, National Cancer Center Hospital East, Kashiwa, Japan

Background: The “NeoRAS’’ phenomenon refers to KRAS or NRAS mutant (MT) metastatic
colorectal cancer (mCRC) that becomes RAS wild-type (WT) following treatment and may
represent a novel indication for anti-epidermal growth factor receptor monoclonal antibodies.
We previously described the incidence and clinicopathological characteristics of NeoRAS WT
mCRC (Osumi et al. Nat Commun 2024); here we share the impact of NeoRASWT on survival for
patients with mCRC. Methods: Patients enrolled in the large-scale nationwide screening
platform SCRUM-Japan GOZILA who had mCRC, tumor tissue tested for RAS and BRAF
V600E (MEBGEN RASKET-B), and received systemic therapy were included. Prior to sub-
sequent treatment, all patients underwent next-generation sequencing of circulating tumor
DNA (ctDNA) (Guardant360) and were classified into cohorts according to original tissue and
subsequent ctDNA genotypes: persistent RAS/BRAF V600 WT (RAS WT), persistent RAS MT,
change from RAS MT to RAS WT (NeoRASWT, including ctDNA not detected), change from RAS
WT to RAS MT (acquired RAS MT), persistent BRAF V600E (BRAF MT). BRAF MT outside V600
were not considered. We evaluated the clinicopathological characteristics and overall survival
(OS) of patients in each cohort. OS wasmeasured from time of first-line treatment initiation to
the date of death. Results: The 1,352 patients (median age 61 years) included RAS WT: 526
(38.9%),RASMT: 387 (28.7%), acquiredRASMT: 223 (16.5%),NeoRASWT:91 (6.7%), andBRAF
MT: 125 (9.2%).Median number of therapy lines from tissue assessment to ctDNA testingwas 2
(range 1-13). NeoRASWThad lowprevalence of liver (23.1%, P,0.001), lymphnode (16.5%, P,

0.001) and multi-organ metastasis (42.9%, P , 0.001), whereas lung (56.0%, P , 0.001) and
peritoneal metastases (41.8%, P = 0.004) were more common in other groups. Left-sided
primary tumorsweremore commonwith RASWT (80.2%) followed byNeoRASWT (70.3%) and
RAS MT (67.7%), (P , 0.001). Patients with BRAF MT had significantly shorter median OS
(28.1 months) compared to others (P Log-rank , 0.001, hazard ratio (HR), 1.91; 95% confidence
interval (CI), 1.52-2.40). Patients with NeoRAS WT had median OS (45.6 months) that was
between RAS WT (51.9 months) and RAS MT (41.0 months) (P Log-rank , 0.001). On the other
hand, patients with acquired RAS MT had a significantly shorter median OS (43.3 months)
compared to RAS WT (P Log-rank , 0.001). In multivariate analysis, BRAF MT (HR: 2.06, 95%CI,
1.62-2.61, P , 0.001), ctDNA fraction ($1.0%, HR: 1.41, 95%CI, 1.17-1.71, P = 0.00035), RAS MT
(HR: 1.37, 95%CI, 1.17-1.62, P = 0.0001), and lymph node metastasis (HR: 0.85, 95%CI, 0.72-
0.99, P = 0.046) were independent factors associated with shorter OS. Conclusions: Patients
with NeoRAS WT mCRC exhibited distinct characteristics, and intermediate survival between
the RAS WT and RAS MT groups. Research Sponsor: None.
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Revisiting the relevance of sidedness in colonic tumor molecular profiling.

Ashok K. Vaid, Aditya Sarin, Muzammil Shaikh, Shivam Shingla, Suresh Hariram Advani, Sachin Gupta, Sridharan Nithya, Amish Vora, Vijay Anand Reddy,
Sewanti Atul Limaye, Prashant Agrawal, Revati Patil, Navin Srivastava, Sachin Apurwa, Darshana Patil, Rajan Datar, Andrew M. Gaya; Medanta, The Medicity, Gurugram,
India; SIR Ganga RAM Hospital, New Delhi, India; Nanavati Max Superspeciality Hospital, Mumbai, India; S.L. Raheja, Mumbai, India; Jaslok Hospital, Mumbai, India; Max
Super Speciality Hospital, Patiala, Punjab, India; VS Hospitals, Chennai, India; HOPE Oncology Clinic, Delhi, India; Apollo Hospitals, Hyderabad, India; Clinical and
Translational Oncology Research, Sir HN Reliance Foundation Hospital and Research Centre, Mumbai, India; Datar Cancer Genetics, Nashik, India; Datar Cancer Genetics
Limited, Nashik, India; Cromwell Hospital, London, United Kingdom

Background: Colorectal cancer (CRC) is a heterogeneous disease with distinct molecular and
clinical differences between right- and left-sided tumors. This study analyzes these variations
to understand their impact on tumor behavior and treatment strategies.Methods:A total of 445
colonic tumor samples (132 right-sided, 313 left-sided) were profiled to assess mutations,
amplifications, and fusions in key cancer-related genes along with targeted transcriptome
analysis of 20,802 genes in a subset using semiconductor based next-generation sequencing
(NGS) platform at Datar Cancer Genetics. Immunotherapy biomarkers (TMB, MSI, and PD-L1
22C3 TPS) were analyzed in a subset. Results: Right-sided and left-sided colon cancers exhibit
substantial molecular heterogeneity, driven by distinct genetic and epigenetic alterations
(Table 1). Right-sided tumors were more frequently associated with MSI and had statistically
significant higher incidence of BRAF mutations. KRAS mutations were frequently observed in
both right-sided and left-sided tumors at equal rates. ERBB2 amplifications were exclusive to
left side tumors, whereas oncogenic ERBB2mutations were equally distributed. Located around
ERBB2, PGAP3 gene co-amplification too was exclusive to left sided tumors. TFE3 alterations
were absent from left sided tumors and common on right side. TP53 mutations, though more
common in left-sided tumors, the difference was not statistically significant. Gene expression
profiling of a subset, including 103 left-sided and 41 right-sided colon tumors, revealed
activation of the Wnt/b-catenin signalling pathway, RAS/MAPK pathway, TGF-b signalling
pathway, and immune-related pathways, though these differences were not statistically
significant, suggesting that while specific drivers may differ—such as the predominance of
APCmutations in left-sided tumors (56.8% vs 37.9%) leading toWNT activation and the higher
incidence of RSPO2/3 fusions (7.1% vs 1.7%) in right-sided tumors -eventually some pathways
are commonly implicated in colorectal cancer biology.Conclusions:Existing therapies like ICIs,
HER2 inhibitors, and emerging molecules such as RSPO2/RSPO3 inhibitors could have differing
impact based on tumor sidedness. Integrating these distinctions into drug development and
clinical trials holds potential to optimize treatment outcomes. Research Sponsor: None.

Molecular profiles of right- and left-sided colon tumors.

Gene Right (%) Left (%)
p-Value

(Chi-square test)

TP53 64.5% 73.2% 0.075644
APC 37.9% 56.8% 0.001354
KRAS 50.0% 43.6% 0.220194
BRAF 18.8% 3.0% 0.00001
TFE3 9.5% 0% 0.109087
ERBB2 mutation 2.3% 2.0% 0.80941
ERBB2 amplification 0% 5.9% 0.023006
PGAP3 amplification 0% 7.1% 0.673427
RSPO2/3 fusion 7.1% 1.7% 0.827207
Immunotherapy Biomarkers
TMB 10-14 24.7% 29.3% 0.458066
TMB ³15 15.6% 7.6% 0.059925
MSI-High 8.1% 3.4% 0.066213
PD-L1 Positive 15% 5.6% 0.012571
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Predicting pathologic complete response in colorectal cancer patients after im-
munotherapy based on endoscopic biopsy and deep learning approach.

Chaoyuan Xiao, Hai-Ning Chen, Weijiu Zhang; Colorectal Cancer Center, Department of General Surgery, West China Hospital, Sichuan University, Chengdu, China; School of
Computer Science and Engineering, University of Electronic Science and Technology of China, Chengdu, China

Background: Immune checkpoint inhibitors (ICIs) have emerged as effective treatments for
microsatellite instability-high (MSI-H)/deficient mismatch repair(dMMR) tumors in a select
subset of colorectal cancer (CRC) patients. Patients sensitive to preoperative immunotherapy
may have the opportunity to be exempted from surgery, while those insensitive may avoid
unnecessary treatment. Tumor pathology provides rich biological insights. Several studies have
indicated that deep learning algorithms can predict the efficacy of immunotherapy directly
from digitized hematoxylin-eosin (H&E) stained Whole Slide Images (WSIs). However, their
potential application in CRC immunotherapy remains underexplored. Based on WSIs of endo-
scopic biopsy, this study aims to construct a predictive model using deep learning approach to
identify potential pathological complete response (pCR) in CRC patients after preoperative
immunotherapy. Methods: This study enrolled CRC patients who received preoperative im-
munotherapy at West China Hospital, Sichuan University. Stratified randomization based on
pathological outcomes was performed, assigning enrolled patients to the training set (70%)
and the validation set (30%). WSIs of endoscopic biopsy were used for analysis. A predictive
model was developed based on the Swin Transformer architecture, integrating convolutional
neural networks (CNNs) with a self-attentionmechanism. Pre-trained weights were employed
for feature extraction, and the CLAM (Clustering-constrained Attention Multiple Instance
Learning) framework was utilized to optimize pathological image analysis. The model’s
performance was assessed in the validation cohort using the Receiver Operating Characteristic
Curve (ROC) and Area Under the Curve (AUC) was calculated. Attention-based visualization
analysiswas further performed to identify the toppatches that contributes to thedetermination
of tumor response to preoperative immunotherapy. Results: 96 CRC patients treated with
preoperative immunotherapy were included, with 67 in the training set and 29 in the validation
set. A total of 278,901 5123512-pixel patches were generated by preprocessing 144 WSIs. A
predictive model were established based on the training set and verified in the validation set.
The model achieved an AUC of 0.82. Attention-based visualization analysis recognized the top
5% patches contributing to the determination of tumor response to preoperative immuno-
therapy, with 62.66% identified as tumor tissues and 37.34% identified as non-tumor tissues.
Conclusions: Endoscopic biopsy based deep learning model, with distinct attention to tumor
and non-tumor regions, may provide a novel and effective tool for predicting pCR after
preoperative immunotherapy in CRC patients. Research Sponsor: National Natural Science
Foundation of China.
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Metastatic site pattern as predictor of outcome of first-line alternating oxaliplatin-
based chemotherapy and nivolumab for patients with microsatellite-stable (MSS)
colorectal cancer (CRC).

Anne Hansen Ree, Anne Negård, Stein Harald Holmedal, Paula A. Bousquet, Sebastian Meltzer; Akershus University Hospital, University of Oslo, Oslo, Norway; Akershus
University Hospital, Lorenskog, Norway

Background: The randomized METIMMOX trial evaluated short-course oxaliplatin-based
chemotherapy (FLOX) alternating with nivolumab for previously untreated, unresectable
abdominal metastases (mets) from MSS CRC. A subgroup of patients assigned to this exper-
imental (exp) treatment had remarkably extendedprogression-free survival (PFS) compared to
the control grouppatients given standard FLOX chemotherapywithmedianPFS9.3months.We
explored if the extent of involved organs might be decisive for responsiveness to the METIM-
MOXregimen.Methods:Patientswithmeasurable infradiaphragmatic (liver, peritoneal, nodal)
mets were randomly assigned to the control group of FLOX (oxaliplatin, 5-fluorouracil, folinic
acid) Q2W or the exp group of alternating 2 cycles each of FLOX Q2W and nivolumab Q2W, with
prespecified break periods. Radiologic response assessmentwas done every 8weekswith PFS as
the primary endpoint. For this post hoc analysis, at baseline, the principal metastatic site was
defined by the 2 largest mets (main lesions) of the dominant infradiaphragmatic organ and the
global metastatic pattern by the main and subsidiary lesions of all involved organs. Patients
without adverse events leading to treatment discontinuation, thus with conclusive end of
treatment (EoT) tumor data, were categorized into discrete outcome groups. Results:Of 36 exp
group patients reaching the first radiologic reassessment, enabling formal evaluation, 31
proceeded to EoT tumor data. Of these, 6 patients (3 of 25 with liver main lesions, 3 of 4 with
lymph nodemain lesions) had complete response (CR), including 3 of 3 BRAF-V600E cases. The
remaining 3 CR cases had tumormutational burden (TMB) 9.4-11.8. Of all 25 patients with liver
mets, 13 (52%) had objective response and 5 (20%) stable disease. All 16 patients with objective
response had improved PFS (median 15.5 months, 95% CI 12.4-18.5; p , 0.001, log-rank test).
None of main or subsidiary lesions in peritoneum or lungs responded to the treatment. The 3
outcome groups comprised 7 patients with PFS 19.8-41.6 months (longer than twice the
median), 8 with PFS 9.9-16.4 months (above median), and 16 with PFS 1.9-9.2 months (below
median). At baseline, the best outcome group cases would have been predicted by the com-
bination of right-sided primary, small main lesions (sum of diameters 42 mm or less), and all
mets confined to the liver and/or lymph nodes; the mid group cases by left-sided or rectal
primary along with peritoneal or lung subsidiary lesions; and the poor outcome cases by
extended organmets. Conclusions: Alternating short-course oxaliplatin-based chemotherapy
andnivolumabwas particularly efficient in treating unresectable liver or lymphnodemets from
right-sided MSS CRC with intermediate TMB or the BRAF driver mutation, but inefficient at
peritoneal and lung mets. Clinical trial information: NCT03388190. Research Sponsor: Nor-
wegian Cancer Society; Bristol-Myers Squibb.
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Open-label phase Ib/II study of cetuximab (CET) plus LY3214996 with or without
abemaciclib in patients (pts) with anti-EGFR-refractorymetastatic colorectal cancer
(mCRC).

Guglielmo Vetere, Ryan Sun, Van K. Morris II, Arvind Dasari, Bryan K. Kee, John Paul Y.C. Shen, Jason Willis, Maria Pia Morelli, Alexey Sorokin, Preeti Kanikarla Marie,
Robert A. Wolff, Michael J. Overman, Kanwal Pratap Singh Raghav, Eduardo Vilar Sanchez, Ryan W Huey, Victoria Higbie, Phat Le, Yunyu Baig, Scott Kopetz,
Christine Parseghian; Department of Gastrointestinal Medical Oncology, The University of Texas MD Anderson Cancer Center, Houston, TX; Department of Biostatistics,
The University of Texas MD Anderson Cancer Center, Houston, TX; Cancer NW Clin & Acad Dev, The University of Texas MD Anderson Cancer Center, Houston, TX;
Department of Clinical Cancer Prevention, The University of Texas MD Anderson Cancer Center, Houston, TX; Department of General Oncology, The University of Texas MD
Anderson Cancer Center, Houston, TX

Background:Acquired resistance limits the efficacy of anti-EGFR (EGFRi) therapy in RASwild-
type (WT)mCRC, often throughMAPK reactivation driven by secondary RASmutations or other
genomic alterations. Preclinical studies on EGFRi-refractory models led by our group showed
that LY3214996, a potent ERK1/2 inhibitor, combinedwith CET suppressesMAPK signaling and
reduces tumor growth, while the addition of Abemaciclib further enhances anti-tumor activity
by synergistically inhibiting cell cycle and survival pathways. Methods: In this open-label,
phase Ib/II study, RAS/BRAF/EGFR/MEK1 WTmCRC pts who progressed on prior EGFRi-based
therapy and$1 chemotherapywere treatedwith CET + LY3214996 (ArmA) or CET + LY3214996
+ Abemaciclib (Arm B). Phase Ib employed a 3 + 3 design to determine the maximum tolerated
dose (MTD) and recommended phase 2 dose (RP2D). Phase II followed a two-stage design with
cohort expansion to assess ORR by RECIST v1.1 as the primary endpoint. Secondary endpoints
includedPFS andOS.Results:Of 44pts treated on trial, 2 did notmeet inclusion criteria; 39were
evaluable for activity, and 34 for efficacy. The RP2Dwas 200mg LY3214996 p.o. daily + 500mg/
m² CET i.v. biweekly in Arm Awith the addition of 150mg Abemaciclib p.o. twice daily in Arm B.
Median age was 53.0 years (IQR 47.0 – 63.8), and 59.1% (26/44) were male. Most pts (95.5%,
42/44) had a left-sided or rectal primary, and all were pMMR/MSS. Prior EGFRi-based
rechallenge, retreatment/reintroduction, or both were noted in 9.1% (4/44), 25.0% (11/44),
and 4.5% (2/44), respectively. ORR, DCR, median PFS and OS were 5.3% (1/19), 36.8% (7/19),
1.8 months (95% CI 1.5– 4.8) and 7.0months (95% CI 5.0– 22.0) for the doublet and 15.0% (3/
20), 65.0% (13/20), 3.6 months (95% CI 2.5– 4.5), and 14.0 months (95% CI 5.9– 21.0) for the
triplet, respectively. Longer time elapsed from last EGFRi was associated with higher predicted
probability of response after adjustment for trial regimen (OR 1.35, 95% CI 1.06 – 1.94, p =
0.038). Baseline ctDNA profiling drawn prior to rechallenge revealed acquired RASmutations in
two responders, one per arm. Grade 3 TRAEs occurred in 31.8% (14/44), with acneiform rash
(9.1%, 4/44), diarrhea (9.1%, 4/44), thrombocytopenia (6.8%, 3/44), fatigue (4.5%, 2/44), and
anemia (4.5%, 2/44) being the most frequent while one Grade 4 TRAE (thrombocytopenia,
2.3%) was reported. Conclusions: CET + LY3214996 6 Abemaciclib had a manageable safety
profile with no unexpected adverse events. Although activity wasmodest, this study is the first
to report objective responses to an EGFRi-based regimen in pts harboring acquired RAS
mutations in pre-rechallenge ctDNA. Translational efforts are ongoing. Clinical trial informa-
tion: NCT04616183. Research Sponsor: MD Anderson Cancer Center; Jack T. and Lillian S. Clift
Fellowship; Andrew Sabin Family Fellowship; NIH GI SPORE; Mr. and Mrs. Jack Lee.
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COPEC trial: Early determination of pathological tumor response to neoadjuvant
chemotherapy in low/intermediate risk stage II/II rectal cancer—Amulticenter, non-
inferiority phase III randomized trial.

Mingtian Wei, Yu Shen, Xiaoling Gong, Wenjian Meng, Xiafei Gu, Zijian Lu, Hanjiang Zeng, Xiangbing Deng, Bing Wu, Dan Jiang, ZiQiang Wang, COPEC Groups; West China
Hospital (China), Chengdu, China; Colorectal Cancer Center, Department of General Surgery, West China Hospital, Sichuan University, Chengdu, China; Department of
Radiology, West China Hospital, Sichuan University, Chengdu, China; West China Hospital of Sichuan University, Chengdu, China; Department of Pathology, West China
Hospital, Sichuan University., Chengdu, China; Colorectal Cancer, Department of General Surgery, West China Hospital, Sichuan University, China, Chengdu, China;
Department of Pathology, West China Hospital, Sichuan University, Chengdu, China

Background: Multiple large-scale prospective studies have confirmed that neoadjuvant che-
motherapy (NCT) alone can achieve optimal distant and local control in locally advanced rectal
cancers (LARC) without high risks. However, due to the potentially lower overall response rate
compared to chemo-radiotherapy, it is rational to discontinue ineffective NCT in chemo-
resistant patients. In our phase II study, we applied 4 cycles of Capox in LARC patients with low
to intermediate risks, observing a considerable patho-clinical response rate and an accuracy of
0.89 in predicting non-responders using MRI features after two cycles of Capox. To determine
the optimal number ofNCT cycles and prevent unnecessary prolonged treatment,we conducted
this phase III trial to assess the non-inferiority of two cycles of NCT compared to four cycles
with respect to the final pathological tumor response grade (pTRG) of 3. Methods: This
multicenter, non-inferiority, phase III randomized controlled trial was conducted at 14 centers
across China. Eligible patients with low- to intermediate-risk stage II/III rectal cancer were
randomized to receive either 2 or 4 cycles of CAPOX, followed by total mesorectal excision
(TME) surgery. The primary endpoint was the proportion of patients with a poor pathological
response to NCT (pTRG 3). Secondary outcomes included the accuracy of MRI in predicting
tumor response, treatment-related adverse events, and 3-year survival outcomes. Results:
From August 6, 2021, to May 27, 2024, a total of 573 patients were enrolled. Ultimately, 527
patients (2-cycle group, 266 vs. 4-cycle group, 261) were included in the primary analysis. The
pTRG 3 rate in the 2-cycle group (27.8%, 74/266) was non-inferior to that in the 4-cycle group
(26.4%, 69/261, p = 0.722). Better lymph node response was observed in the 4-cycle group (pN
negative: 83.1%, 217/261 vs. 72.5%, 193/266, p = 0.011). The incidence of major adverse events
(grade$3, according to CTCAE 5.0) was comparable between the two groups (37.9% vs. 44.8%,
p=0.094). A tumor longitudinal length reduction rate (TLLR) of less than 30%onMRIpredicted
pathological poor responders with a high positive predictive value of 0.918 after two cycles of
NCT in the two-cycle group, 0.864 after two cycles of NCT in the four-cycle group, and 0.841
after four cycles of NCT in the four-cycle group. Conclusions: Four cycles of NCT do not result
in a greater reduction in poor pathological response compared to two cycles, highlighting the
importance of early response assessment. MRI evaluation of tumor response after 2 cycles
predict the final pathological results with considerable accuracy. These findings lay the
groundwork for future studies exploring response-guided treatment approaches in rectal
cancer. Clinical trial information: NCT04922853. Research Sponsor: None.
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Survival of patients (pts) with microsatellite stable/mismatch repair proficient
(MSS/pMMR) metastatic colorectal carcinoma (mCRC) treated with EO4010 +
nivolumab (EO/N).

Arvind Dasari, Thibault Mazard, Romain Cohen, Elena Elez, Noelia Tarazona, Christophe Borg, Philippe Rinaudo, Laurent Chêne, Jan Fagerberg, Hans-Joachim Schmoll,
Andres Cervantes, Josep Tabernero, Scott Kopetz; Department of Gastrointestinal Medical Oncology, The University of Texas MD Anderson Cancer Center, Houston, TX;
Institut Régional du Cancer de Montpellier (ICM), Montpellier, France; Department of Medical Oncology, Saint-Antoine Hospital, AP-HP, Paris, France; Department of
Medical Oncology, Vall d’Hebron University Hospital (HUVH), Vall d’Hebron Institute of Oncology (VHIO), IOB-Quiron, UVic-UCC, Barcelona, Spain; The University Clinical
Hospital of Valencia, Valencia, Spain; Department of Medical Oncology, Besançon University Hospital, Besançon, France; Enterome, Paris, France; Martin-Luther Universitiy
Halle (Saale), Halle, Germany; INCLIVA University of Valencia, Valencia, Spain; Vall d’Hebron Hospital Campus and Institute of Oncology (VHIO), Barcelona, Spain

Background: EO is designed to expand pre-existing memory CD8 T cells cross-reacting with
tumor associated antigens (TAAs). EO is composed of microbial-derived sequences mimicking
CD8TcellHLA-A2epitopes on5TAAs, BIRC5, FOXM1,UBE2C, CDC20andKIF2C, upregulated in
mCRC, and the CD4 peptide UCP2. Methods: Pts had MSS/pMMR mCRC, treated with FU,
oxaliplatin, irinotecan and anti-VEGF/EGFR. Cohort (C)1 safety lead-in followed by expansion
C2; pts received EO (300 mg/peptide in Montanide ISA 51 VG) q2 weeks (w) x4 then q4w + N
(240mg q2w x 3 then 480mg q4w; C1 omitted 2 first N doses). Results: 20 pts (C1 = 3, C2 = 17),
55% female, 70%/30% ECOG 0/1, median age 58 (45-80) years, started EO + N June 2023 to
March 2024. Primary tumor right sided 35%/left 35%/rectal 30%, median 2 (1-4) tumor
involved organs, 55% liver mets, 65% KRAS mutated, and median 3 (1-5) prior lines of
treatments. Any grade relatedAEs in.2 pts: local administration site reactions (85%), asthenia
(15%), and fatigue (15%); 1 related Gr 3, local administration site ulceration; 1 related SAE, N
infusion related reaction. CD8 T cells (EO/TAA peptide specific tetramers staining of PBMC
ex vivo) against EO found in 10/11 tested pts, cross-reactivity against TAAs in all 10 positive pts.
Best response (RECIST 1.1): 1 partial response (liver mets -47%, lung mets -34%; CEA
normalized), 1 stable disease (SD) (lung mets -7%; CEA -68%, CA19-9 -55%; pat died w 17
non-related myocardial infarction), and 1 SD until w 18 (withdrawn consent); 6 (30%) pts had
target SD, and unequivocal progression of non-target lesions; 11 pts (55%) had progressive
disease. Median PFS 1.8 months (mo) (range 1.4-10.5). 14 pts (70%) received post-study anti-
cancer treatment. After a median follow-up of 14.7 mo, median overall survival (OS) 11.2 mo;
80% 6- and 39% 12-mo survival. Immune response assessed using a composite score of
EO4010-specific T cell responses, measured by ex vivo tetramer assays weeks 5 to 9 of
treatment (best response used), with pts stratified into high and low responders based on
median score. Kaplan-Meier analysiswith log-rank test showed trend towards betterOS inhigh
responders (p = 0.065). Median OS low responders 9.6mo and not reached for high responders.
Immune responsemagnitude showedno correlationwithbaselineT cell activationpotential (by
anti-CD3 stimulation/ELISPOT); independence indicates that EO4010-induced CD8 T cell
expansion occurs irrespective of baseline T cell status. Conclusions: EO4010 + nivolumab
promotes expansion of TAA specific CD8 T cells and shows good safety and interesting survival
in previously treated MSS/pMMR mCRC. Data suggests a potential survival benefit associated
with stronger EO4010-induced immune responses. Continued evaluation of EO is warranted;
further immune testing data, and results of addition of bevacizumab to EO + N in a separate
cohort are awaited. Clinical trial information: NCT05589597. Research Sponsor: Enterome.
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The prognostic and predictive role of HER2 amplification/overexpression and HER2
mutations in metastatic colorectal cancer treated with first-line chemotherapy plus
bevacizumab/anti-EGFRs: An individual patient data pooled analysis of eight
randomized trials.

Marco Maria Germani, Beatrice Borelli, Tadayoshi Hashimoto, Yoshiaki Nakamura, Andrea Bottelli, Francesca Battaglin, Sara Lonardi, Lisa Salvatore, Arndt Stahler,
Kohei Shitara, Alan P. Venook, Eiji Oki, Kei Muro, Clara Ugolini, Junpei Soeda, Filippo Pietrantonio, Heinz-Josef Lenz, Dominik Paul Modest, Takayuki Yoshino,
Chiara Cremolini; Department of Translational Research and New Technologies in Medicine and Surgery, University of Pisa, Pisa, Italy; Department of Translational
Research and New Technologies in Medicine and Surgery, University of Pisa, Pisa, Italy and Unit of Medical Oncology 2, Azienda Ospedaliera Universitaria Pisana, Pisa,
Italy, Italy; Department of Gastroenterology and Gastrointestinal Oncology, National Cancer Center Hospital East, Kashiwa, Japan; Fondazione IRCCS Istituto Nazionale dei
Tumori, Milano, Italy; Division of Medical Oncology, Norris Comprehensive Cancer Center, Keck School of Medicine, University of Southern California, Los Angeles, CA;
Veneto Institute of Oncology IOV, IRCCS, Padua, Italy; Medical Oncology, Comprehensive Cancer Center, Fondazione Policlinico Universitario, Agostino Gemelli, IRCCS,
Roma, Italy; Department of Hematology, Oncology and Cancer Immunology, Charité-Universitätsmedizin Berlin, Berlin, Germany; University of California, San Francisco,
San Francisco, CA; Kyushu University, Fukuoka, Japan; Department of Clinical Oncology, Aichi Cancer Center Hospital, Nagoya, Japan; Department of Surgical, Medical,
Molecular Pathology and Critical Area, University of Pisa, Pisa, Italy; Takeda Pharmaceutical Company Ltd., Tokyo, Japan; Fondazione IRCCS Istituto Nazionale dei Tumori,
Milan, Italy; 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

Background:HER2 amplification/overxpression (HER2-pos) is detected in the 5%ofRAS/BRAF
wild-type (wt) metastatic colorectal cancers (mCRC) and is associated with poor efficacy of
EGFR blockade in preclinical models. Whether HER2-pos is a prognostic and/or predictive
biomarker of benefit from anti-EGFRs/bevacizumab (bev) in mCRC patients (pts) is still
debated. Similarly, the role of activating HER2 mutations (mut) is unclear. Methods: We
collected individual patient data from 8 randomized clinical trials (RCTs) in the first-line
treatment of mCRC: TRIBE2, TRIPLETE, VALENTINO, ATEZOTRIBE, PANDA, PANAMA, PAR-
ADIGM and CALGB/SWOG80405. Only pts with RAS/BRAFwt pMMRmCRC with available HER2
status by means of immunohistochemistry 6 in situ hybridization and/or Next-generation
sequencing on tumor or circulating DNA and treated with triplet or doublets + bev or an
anti-EGFR were included. The prognostic and predictive impact of HER2-pos and HER2 mut
was assessed in terms of PFS, OS andORR.Results: 1604ptswere eligible. 81 (5%) tumourswere
HER2-pos. HER2-pos was associated with shorter PFS (mPFS: 9.8 vs 12.2 months (mos), HR:
1.31, p = 0.02) andOS (mOS: 28.0 vs 34.9mos,HR: 1.37, p = 0.01), and similar ORR (77 vs 72%, p =
0.47) compared to HER2-neg pts. P-values adjusted for clinically meaningful covariates (padj)
were padjPFS = 0.075 and padjOS = 0.036. We found no interaction between HER2-pos and
treatment effect according to the use of bev vs anti-EGFRs in terms of PFS (pint= 0.76), OS (pint=
0.76) and ORR (pint= 0.64). Similar findings were reported restricting the analysis to pts treated
with doublets (N = 1465), and to those with left-sided tumors (N = 1315). In the HER2-pos
subgroup (N = 69) of pts with left-sided RAS/BRAF wild-type pMMR tumors no difference
between chemotherapy/bev and chemotherapy/anti-EGFR was reported in terms of PFS
(mPFS: 9.8 vs 9.3 mos, HR: 0.73, p = 0.30), OS (mOS: 29.8 vs 28.0 mos, HR: 1.29, p = 0.40),
and ORR (59%vs 79%, p = 0.10). ActivatingHER2mutwere found in 27 (2%) out of 1408HER2-
neg tumors with HER2 mutational status available. Pts with HER2 mut tumors had a shorter OS
(median: 23.7 vs 34.4 mos, HR: 1.56, p = 0.04) than HER2 wt. No interaction between HER2
mutational status and treatment effect was evident, with no significantly different PFS (mPFS:
9.4 vs 5.7mos,HR: 0.88, p = 0.76) andOS (mOS: 20.9 vs 23.7mos,HR: 1.04, p = 0.93) in theHER2
mut subgroup between bev and anti-EGFRs. Conclusions: This is the largest analysis of HER2
status in untreatedmCRCpts enrolled in RCTs.Waiting for targeted approaches, HER2-pos is an
independent negative prognostic factor and does not predict benefit between bev/anti-EGFRs
also in left-sided tumors. HER2mutmay exert a negative prognostic impact in HER2-neg RAS/
BRAFwt pMMRmCRC. Research Sponsor: Gruppo Oncologico del Nord Ovest (GONO); Arbeits-
gemeinschaft Internistische Onkologie (AIO); Hoffman - La Roche; Amgen; Genentech; Na-
tional Cancer Institute (HHS - NIH); National Cancer Institute (HHS - NIH); National Cancer
Institute (HHS - NIH).
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Assessing the predictive role of tumor sidedness in RAS and BRAF wild-type
metastatic colorectal cancer (mCRC) treated with first-line doublets + anti-
EGFRs/bevacizumab (bev) or triplet + bev: An individual patient data pooled
analysis of 10 randomized clinical trials.

MarcoMaria Germani, RobertoMoretto, Arndt Stahler, Tadayoshi Hashimoto, FedericaMorano, Alan P. Venook, Sebastian Stintzing, Yoshiaki Nakamura, GiacomoDi Paolo,
Francesca Battaglin, Kathrin Heinrich, Kei Muro, Francesca Bergamo, Dominik Paul Modest, Junpei Soeda, Carlotta Antoniotti, Heinz-Josef Lenz, Takayuki Yoshino,
Volker Heinemann, Chiara Cremolini; Department of Translational Research and New Technologies in Medicine and Surgery, University of Pisa, Pisa, Italy; Unit of Medical
Oncology 2, Azienda Ospedaliero-Universitaria Pisana, Pisa, Italy; Department of Hematology, Oncology and Cancer Immunology, Charité-Universitätsmedizin Berlin, Berlin,
Germany; Department of Gastroenterology and Gastrointestinal Oncology, National Cancer Center Hospital East, Kashiwa, Japan; Department of Medical Oncology,
Fondazione IRCCS Istituto Nazionale dei Tumori di Milano, Milan, Italy; University of California, San Francisco, San Francisco, CA; Department of Surgery, Oncology and
Gastroenterology, University of Padua & Medical Oncology 1, Veneto Institute of Oncology IOV - IRCCS, Padua, Italy; Division of Medical Oncology, Norris Comprehensive
Cancer Center, Keck School of Medicine, University of Southern California, Los Angeles, CA; University Hospital Munich - Grosshadern, München, Germany; Aichi Cancer
Center Hospital, Nagoya, Japan; Oncology Unit 1, Veneto Institute of Oncology IOV-IRCCS, Padua, Italy; Japan Medical Affairs, Japan Oncology Business Unit, Takeda
Pharmaceutical Company Ltd, Tokyo, Japan; 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; Department of Medical Oncology, USC Norris Comprehensive Cancer Center, Los Angeles, CA;
Department of Hematology and Oncology, LMU Klinikum, University of Munich, Comprehensive Cancer Center, Munich, Germany

Background: Chemotherapy (chemo) + an anti-EGFR and chemo + bev are currently regarded
as preferred upfront options for left- and right-sided pMMR RAS/BRAF wild-type (wt) mCRC
patients (pts), respectively. This recommendation is mainly based on trial-level pooled ana-
lyses of RAS wt pts’ cohorts, thus including also BRAF mutant cases. Methods: We collected
individual patient data from 10 randomized clinical trials (RCT) in first-line mCRC: TRIBE,
TRIBE2, TRIPLETE, VALENTINO, ATEZOTRIBE, PANAMA, FIRE-3, FIRE-4, PARADIGM and
CALGB/SWOG80405. RAS and BRAF wt mCRC pts treated with doublets + anti-EGFR/bev or
triplet + bev were included. Results: 2178 pts were eligible. Left- and right-sided tumors were
1780 (82%) and 398 (18%), respectively. As reported in the table, among 2051 pts treated with
doublets/bev or doublets/anti-EGFR, no significant interaction effect between primary sid-
edness and treatment arm was reported in terms of ORR (pint: 0.27) and PFS (pint: 0.32), with a
p-value for interaction for OS of 0.13. Anti-EGFR-based doublets were associated with higher
ORR and longer OS among pts with left-sided tumors, while similar outcomes were reported in
right-sided ones. Among 339 pts enrolled in trials where triplet was included as a treatment
arm, a potential interaction effect between primary sidedness and treatment (triplet/bev or
doublet/anti-EGFR)was evident in terms of PFS (pint: 0.14) andOS (pint: 0.08) but not ORR (pint:
0.42). Triplet/bev was associated with longer PFS and OS among pts with right-sided tumors.
Conclusions: This is the largest analysis assessing the differential effect of biologic agents and
chemo intensification according to primary tumor origin in ptswith untreatedRAS andBRAFwt
mCRC enrolled in RCTs. Doublets/anti-EGFR is superior to doublets/bev in left-sided tumors,
with no significant differences in right-sided tumors, where triplet + bev appears as the most
efficacious regimen for fit pts. Further analyses assessing the role of molecular hyperselection
beyond RAS and BRAF are ongoing. Research Sponsor: Gruppo Oncologico del Nord Ovest
(GONO); Merck KGaA; Arbeitsgemeinschaft Internistische Onkologie (AIO); Hoffman - La
Roche; Amgen; Genentech; National Cancer Institute (HHS - NIH); National Cancer Institute
(HHS - NIH); National Cancer Institute (HHS - NIH); National Cancer Center.

Right Left
Pint

Right Left
Pint

Doublets/
antiEGFR
N=209

Doublets/
bev

N=157

Doublets/
antiEGFR
N=1120

Doublets/
bev

N=565

Triplet/
bev
N=95

Doublets/
antiEGFR
N=189

Triplet/
bev
N=32

Doublets/
antiEGFR
N=23

ORR (%) 65 62 74 66 66 83 72 78
OR [95% CI]
p

1.13 [0.73-1.73]
0.58

1.48 [1.19-1.84]
, 0.001

0.27 0.42 [0.10-1.48]
0.16

0.72 [0.41-1.27]
0.25

0.42

mPFS* 9.6 10.6 12.6 12.6 12.4 10.1 12.2 13.8
HR [95% CI]
p

1.12 [0.90-1.40]
0.32

0.99 [0.89-1.10]
0.84

0.32 0.62 [0.35-1.09]
0.09

0.98 [0.75-1.27]
0.88

0.14

mOS* 25.1 29.1 36.4 33.6 37.2 23.8 37.7 35.5
HR [95% CI]
p

1.05 [0.83-1.32]
0.69

0.85 [0.76-0.96]
0.007

0.13 0.55 [0.30-1.01]
0.05

0.95 [0.70-1.30]
0.76

0.08

*Months.

GASTROINTESTINAL CANCER—COLORECTAL AND ANAL



3539 Poster Session

Drug-eluting beads loaded with irinotecan-transarterial chemoembolization
(DEBIRI-TACE) combined with hepatic artery infusion chemotherapy and regor-
afenib in colorectal liver metastases refractory to second-line and above standard
systemic therapy: A single-center, phase II clinical trial (DREAM).

Wenzhe Fan, Yanqing Wu, Bowen Zhu, Weihong Zhang, Jiaping Li; Department of Interventional Oncology, The First Affiliated Hospital of Sun Yat-sen University,
Guangzhou, Guangdong, China; The First Affiliated Hospital of Sun Yat-sen University, Guangzhou, China

Background: For patients with colorectal liver metastasis (CRLM) who have failed in first-line
or second-line systemic treatment, the prognosis is extremely poor. Regorafenib is the
standard third line treatment regimen. We aim to explore the safety and clinical efficacy of
added drug eluting beads loaded with irinotecan (DEBIRI) plus hepatic arterial infusion
chemotherapy (HAIC) to regorafenib in the combination treatment of second-line and above
in patientswith CRLM.Methods: For this single-center, single-arm, prospective, phase II trial,
patients with unresectable progression of CRLM after previously receiving at least six cycles of
standard systemic chemotherapy above the second line were enrolled. All of the patients
received at least once DEBIRI-TACE and FOLFOX-HAIC (Oxaliplatin 85mg/m2 2h + Calcium
Levofolinate 200mg/m2 2h + Fluorouracil 2400mg/m2 46h) plus oral regorafenib 80/120/
160 mg once daily during weeks 1-3 of each 4-week cycle until disease progression or un-
acceptable toxicity. The primary endpoint of this study was the best objective response rate
(ORR) per RECIST 1.1, the secondary endpoints include progression-free survival (PFS), overall
survival (OS), safety and tolerability assessments. Results: By the cutoff date of 17 November
2023, 21 patients were enrolled, with themedian age of 61 (ranges, 38-71 years old), 14 (66.7%)
of whom were male. 17(81.0%) patients had more than one tumor and 13(61.9%) patients had
major tumor larger than 5cm. Themost frequent primary cancer localizationwas colon (81.0%)
and theprimaryhadbeen resected in 14(66.7%)patients. Somaticmutation statuswas available
for 15 patients: KRAS mutation was found in 7 patients. The ORR was 33.3% and the DCR was
100%.ThemedianPFSwas 7.8months (95%CI: 5.8–NA), themedianOSwas 17.6months (95%
CI: 9.3–NA), the 1-year and 2-year OS rate were 54.6% (30.7%-73.4%) and 23.9% (4.6%-
51.3%), respectively, and the 1-year PFS rate was 36.4% (15.7%-57.5%). The most common
TRAEs were AST/ALT increase (81.8%), abdominal pain (63.6%), hyperbilirubinemia (63.6%),
hand-foot skin reaction (59.1%), diarrhea (40.9%), etc. 9 patients presented with grade 3 or 4
TRAEs, which were the transient liver function injury and abdominal pain caused by TACE and
HAIC. Conclusions: DEBIRI-TACE combined with HAIC and regorafenib is feasible, safe and
shows promising efficacy in treating the patients with CRLM, even after second-line and above
systemic chemotherapy. Clinical trial information: NCT06071052. Research Sponsor: None.
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Biomarkers of emergent resistance to sotorasib plus panitumumab in KRAS G12C-
mutated metastatic colorectal cancer (mCRC) from the randomized, phase 3
CodeBreaK 300 study.

Lisa Salvatore, Yuliya Katlinskaya, Abraham Anderson, Antreas Hindoyan, Amrita Pati, Marwan Fakih, Anita Reddy, Emily Chan, Lata Mukundan; Medical Oncology,
Università Cattolica del Sacro Cuore and Medical Oncology, Comprehensive Cancer Center, Fondazione Policlinico Universitario Agostino Gemelli, IRCCS, Rome, Italy;
Amgen Inc., Thousand Oaks, CA; Amgen Inc., San Francisco, CA; City of Hope Comprehensive Cancer Center, Duarte, CA

Background: The use of sotorasib (soto; KRASG12C inhibitor) alone in patients with KRAS G12C-
mutated mCRC gives rise to several receptor tyrosine kinase (RTK) alterations, resulting in
treatment resistance. In CodeBreaK 300 trial, the addition of panitumumab (pani; monoclonal
anti-EGFR antibody) counters this resistance and significantly improves clinical outcomes
compared with standard of care (SoC; trifluridine-tipiracil or regorafenib). Over time this
combination (soto+pani) may lead to the emergence of new resistance patterns. This study
reports the distribution, patterns, and prevalence of genetic alterations that arise after treat-
ment with soto+pani. Methods: Patients from the phase 3 CodeBreaK 300 trial with chemo-
refractory KRAS G12C-mutated mCRC who had paired plasma samples at baseline and at
progression, were included in the analysis. The samples were evaluated using the 753-gene
Guardant Infinity ctDNA test. Gene alterations that were absent at baseline but present at
progression were considered. Results: By December 2024, 99 patients (median age: 62 years,
female: 48%) were evaluated (soto 960 mg-pani: 32 [60% of ITT population], soto 240 mg-
pani: 33 [62% of ITT population], SoC: 34 [63% of ITT population]). Overall, 90% of patients
had at least 1 emergent, likely pathogenic, genomic alteration at progression. Median time to
progression in biomarker-evaluable patients was 3.8 months for soto 960 mg-pani arm,
3.6 months for soto 240 mg-pani arm, and 2.0 months for SoC arm. Overall, the distribution,
patterns, and prevalence of pathogenic emergent alterations were similar across all treatment
arms. The most common pathogenic emergent alterations included TP53 (34%), DNMT3A
(17%), ERBB2 (12%), and LRP1B (11%), generally associated with the RTK, cell cycle control,
DNAmethylation, and DNA damage response pathways. Themedian copy number of emergent
KRAS copy number variations (CNVs) was higher (p = 0.007) in the soto 960mg-pani (4.18) and
soto 240 mg-pani (4.24) arms compared with the SoC arm (2.05). Emergent KRAS CNVs were
primarily present in the soto+pani arms (soto 960mg-pani: 40.6% [n = 13], soto 240mg-pani:
36.4% [n = 12], and SoC: 14.7% [n = 5]). The presence of emergent pathogenic variants in ALK (n
= 7) and KMT2D (n = 4) was observed exclusively among patients treated with soto+pani.
DNMT3A mutations, along with other diverse emergent alterations, were observed in all three
evaluable patients with partial response in the soto 960 mg-pani arm. Conclusions: Dysre-
gulation of the DNAmethylation and RTK pathways and KRAS amplificationsmay contribute to
the development of resistance to soto+pani combination. Further characterization of these
acquired alterations, can help inform future therapeutic strategies. Clinical trial information:
NCT05198934. Research Sponsor: Amgen Inc.
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Safety and efficacy of anti-CEA CAR-T cells to prolong relapse-free survival of
colorectal cancer liver metastases patients after radical resection.

Wei Zhang, Leqi Zhou, Guanyu Yu, Tianshuai Zhang, Rongbo Wen, Hao Fan, Yue Yu, Haifeng Gong, Xiaoming Zhu, Chenguang Bai, Hao Wang, Liqiang Hao, Li Zhang;
Department of Colorectal Surgery, Changhai Hospital, Naval Medical University, Shanghai, China; Department of Pathology, Changhai Hospital, Naval Medical University,
Shanghai, China; Clinical Research Centre, Changhai Hospital, Naval Medical University, Shanghai, China

Background: Approximately 75% of colorectal cancer liver metastasis patients relapse within
two years after surgery due to circulating tumor cells andmicroscopic residual disease. Specific
chimeric antigen receptor (CAR) T-cell therapy, effective for hematological tumors, may also
treat recurrent colorectal cancer liver metastases. Carcinoembryonic antigen (CEA) is a gly-
coproteinwhich is highly expressed in colorectal tumor. Therefore, this study aimed to evaluate
the safety and efficacy of this therapy in postoperative colorectal cancer liver metastasis
patients. Methods: We conducted a single-arm, dose-escalating phase I clinical trial
(NCT05240950). Key eligibility criteria were achieving no evidence of disease status after
treatment and had CEA positivity of 30% or greater. Three dose levels of 1, 3, and 6 (10^6/
kg) Anti-CEA CAR-T cells were administered in a dose-escalating manner. The primary
endpoint is safety which measures are incidence and severity of adverse events within 28 days
and relapse-free survival at 24 months. Results: From December 2021 to December 2024, 48
subjects were screened, and 12 received CAR-T cell infusion (2 in the 1 and 3310^6/kg group,
and 8 in the 6310^6/kg group). Three subjects who had relapsed before the infusion still asked
for the infusion, so we proceeded to infuse after fully informing about the benefits and risks of
the infusion. 8 subjects experienced adverse events during treatment, including lymphopenia
(5 subjects), arthralgia (1 subject), fever (1 subject), and rash (1 subject). No severe adverse
events occurred. The median follow-up time for the 9 pre-infusion relapse-free subjects was
23 months, of which 5 relapsed after infusion. In the 6310^6/kg dose group, 4 subjects
remained relapse-free survival of 5, 7, 10 and 15 months after infusion, and their follow-up
is ongoing. By infusing CAR-T cell, 57.14% of the subjects in the 6310^6/kg dose group were
free of recurrence within two years after radical resection. Conclusions: This is the first clinical
trial of Anti-CEA CAR-T therapy for prolonging relapse-free survival of postoperative co-
lorectal cancer liver metastases patients, showing no serious adverse events and significant
reduced risk of recurrence with high doses. Clinical trial information: NCT05240950. Research
Sponsor: National Natural Science Foundation of China; 82072750, 82203137, 82473479;
Shanghai Shenkang Hospital Development Center; SHDC2022CRT007; Natural Science Fund
of Shanghai; 20ZR1457200; Shanghai Sailing Program; 21YF1459300; Health Care Research
Project 2024; 24BJZ10; Commission Health Industry Clinical Research Project; 20224Y0348.

Clinical information of 9 pre-infusion relapse-free subjects.

Subhects
number TNM Stage

Infusion
dose

(310^6/Kg)1

Current
NED
status

Post-infusion
relapse-free
survival time
(months)2

Post-
infusion

survival time
(months)2

Overall
survival time
(months)3

S01002 T3N0M1a 1 No 3 27 33
S01037 T2N1bM1a 3 No 12 12 26
S01008 T3N0M1a 6 Yes 10 10 25
S01010 T3N1M1a 6 No 10 10 26
S01015 T3N0M1a 6 Yes 15 15 21
S01023 T3N0M1a 6 No 12 14 23
S01042 T3N2aM1a 6 No 3 10 16
S01033 T3N1bM1a 6 Yes 7 7 18
S01043 T3N1bM1a 6 Yes 5 5 14
1One subject in each of the 1, 3, and 6 dose groups relapsed before infusion.
2From the day of infusion.
3From the day of radical resection.
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Preliminary safety, pharmacokinetics, and clinical activity of RG6344 in patients
with BRAF V600E-mutant metastatic colorectal cancer (mCRC).

Elisa Fontana, Maria Vieito Villar, Eduardo Castanon Alvarez, Ignacio Matos, Oliver Edgar Bechter, Irene Moreno, Catherine HyeWon Han, Rikke Løvendahl Eefsen,
David James Pinato, Ruth Plummer, Hans Prenen, Gabriel Schnetzler, Piergiorgio Pettazzoni, David Dejardin, Keelara Abiraj, Elisa Cinato, Nick Flinn, Nicole A. Kratochwil,
Andreas Roller, Nino Keshelava; Sarah Cannon Research Institute UK, London, United Kingdom; Vall d’Hebron Unversity Hospital, Barcelona, Spain; Cĺınica Universidad de
Navarra, Madrid, Spain; Servicio de Oncologia, Clinica Universidad de Nevara Madrid, Madrid, Spain; University Hospitals Leuven, Leuven, Belgium; START Madrid-HM
Sanchinarro CIOCC, Centro Integral Oncológico Clara Campal, Madrid, Spain; New Zealand Clinical Research-Auckland, Auckland, New Zealand; Department of Oncology,
Herlev Gentofte Hospital, Copenhagen, Denmark; Department of Surgery and Cancer, Imperial College, London, United Kingdom; Newcastle University Centre for Cancer,
Newcastle upon Tyne, and Sir Bobby Robson Cancer Trial Research Centre, Freeman Hospital, the Newcastle upon Tyne Hospitals NHS Foundation Trust, Newcastle,
United Kingdom; Department of Oncology, University Hospital Antwerp, Edegem, Belgium; Roche Pharma Research and Early Development, Roche Innovation Center Basel,
Basel, Switzerland; Roche Pharma Research & Early Development, Roche Innovation Center, Basel, Switzerland; Roche Pharma Research & Early Development, Roche
Innovation Center Basel, Basel, Switzerland; Early Development Safety, Roche Products Ltd, Welwyn Garden City, United Kingdom; Roche Pharma Research & Early
Development, Roche Innovation Center Zurich, Schlieren, Switzerland

Background: RG6344 (RO7276389) is a novel paradox breaker and brain penetrant BRAF
inhibitor (BRAFi) designed to overcome the MAPK paradoxical activity, a well-established
liability of the first generation BRAF inhibitors. The BRAF V600E mutation, present in about
10% of mCRC patients, negatively impacts prognosis and response to standard therapies.
Methods: Dose escalation of RG6344 is being conducted in participants with solid tumors
harboringBRAFV600Emutationup to the protocol specifiedmaximumdaily dose, to define the
maximum tolerated dose (MTD) and/or recommended Phase 2 dose and characterize safety,
PK/PD, and clinical outcomes (ISRCTN13713551).Results:As of September 25, 2024, 51 patients
with mCRC (27, 53% with prior BRAFi treatment; median number of treatments 3 [2-6]),
including 4 patients with non-measurable brain lesions, have been treated with RG6344 in the
monotherapy dose escalation part of the study. Patients received at least one dose of study drug
as a single agent. MTD has not been reached up to the highest dose of 3600 mg/d. Of the 51
treated patients, Grade 3 treatment-related AEs (TRAEs) occurred in 8 patients (14.5 %), grade
4TRAEs in 2 patients (3.6%; both laboratory findings) andno grade 5 TRAEswere reported. The
most commonly reported TRAEs included diarrhoea (23.6%), nausea (21.8%) and fatigue
(12.7%). 3 patients (5.5%) discontinued study treatment due to TRAEs. None of the typical
BRAFi class toxicities, such as cutaneous squamous cell carcinomas (cSCCs), Palmar-Plantar
Erythrodysesthesia (PPE) and keratoacanthoma, have been observed to date, highlighting the
paradox breaking properties of this BRAF inhibitor. Linear and time-independent PK was
demonstrated across the tested dose range, reaching Ctrough levels exceeding pERK
inhibition . 80%. Strong and early ( i.e. FDG PET at 15 days) metabolic response of 74% (6
CMR, 30 PMR out of 49 evaluable patients) was observed on FDG PET. Association between
metabolic responses and exposure was observed. Observed ORR (RECIST v1.1) was 25% in
BRAFi-naive mCRC patients and 14.8% in BRAFi-experienced patients, DCR was 100% for
BRAFi-naive patients and 62.9% for BRAFi-experienced patients, mPFS was 7.3 months and
3.6months, respectively, in the ongoing study. Conclusions: RG6344 is well tolerated allowing
unprecedented exposure for pERK inhibition and shows promising preliminary single-agent
activity. Clinical trial information: ISRCTN13713551. Research Sponsor: None.
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Impact of anti-EGFR and anti-VEGF antibodies on survival in BRAFV600E mutated
metastatic colorectal cancer: A pooled analysis of eight clinical trials performed in
the first-line treatment of mCRC (German AIO Study Group).

LenaWeiss, Sebastian Stintzing, Dominik Paul Modest, Ludwig vonWeikersthal, Arndt Stahler, Anke C. Reinacher-Schick, Thomas Decker, Victoria Probst, Kathrin Heinrich,
Ingo Schwaner, Florian Kaiser, Rudolf Pihusch, Martin Fuchs, Swantje Held, Annabel Helga Sophie Alig, Birgit Gruenberger, Gerald W. Prager, David Tougeron, Julien Taieb,
Volker Heinemann; Department of Medicine III, University Hospital Munich LMU, Munich, Germany; Hematology, Oncology, and Cancer Immunology (CCM), Charité
-Universitaetsmedizin Berlin, Berlin, Germany; Charité Universitäetsmedizin Berlin, Berlin, Germany; MVZ Praxis für Hämatologie und Internistische Onkologie, Amberg,
Germany; Charité-Universitätsmedizin Berlin, Corporate Member of Freie Universität Berlin und Humboldt-Universität zu Berlin, Department of Hematology, Oncology and
Cancer Immunology, Berlin, Germany; Department of Hematology, Oncology and Palliative Care, St. Josef-Hospital, Ruhr-University Bochum, Bochum, Germany; Onkologie
Ravensburg, Ravensburg, Germany; Department of Medicine III, University Hospital, LMUMunich, Munich, Germany; Department of Medicine III and Comprehensive Cancer
Center (CCC Munich LMU), University Hospital, LMU Munich, Munich, Germany; Onkologische Schwerpunktpraxis, Berlin, Germany; Oncological Practice Landshut,
Landshut, Germany; MVZ Praxis Pihusch, Rosenheim, Germany; München Klinik Bogenhausen, Department of Gastroenterology, Hepatology and Gastrointestinal
Oncology, Munich, Germany; Clinassess Inc., Leverkusen, Germany; Department of Hematology, Oncology and Tumorimmunology, Charité-Universitätsmedizin Berlin, Freie
Universität Berlin, Humboldt-Universität zu Berlin, and Berlin Institute of Health, Berlin, Germany; UniversitätsklinikumWiener Neustadt, Wiener Neustadt, Austria; Medical
University of Vienna, Vienna, Austria; Department of Gastroenterology and Hepatology, Poitiers University Hospital, Poitiers, France; Department of Gastroenterology and
Digestive Oncology, Hôpital Européen Georges-Pompidou, Université Paris-Cité, SIRIC CARPEM, Paris, France; Department of Hematology and Oncology, LMU Klinikum,
University of Munich, Comprehensive Cancer Center, Munich, Germany

Background: BRAFV600E mutation in metastatic colorectal cancer (mCRC) is associated with
poor prognosis. Registrational approval of anti-EGFR antibodies does not exclude their use in
BRAFV600E mutated (mut) mCRC, while current guidelines explicitly advise against the use of
anti-EGFR-directed therapy and recommend the use of chemotherapy plus anti-VEGF anti-
bodies. The present analysis of single-patient data evaluates the therapeutic benefit from anti-
EGFR- vs. anti-VEGF-directed therapy in BRAFV600E mut mCRC. Methods: We conducted a
pooled analysis of eight first-line AIO-studies (FIRE-1, FIRE-3, FIRE-4, FIRE-4.5, CIOX,
XELAVIRI, PANAMA, VOLFI) including 251 evaluable pts with BRAFV600E mut and RAS wild-
typemCRC. Right-sided primary tumors (RSPT) included tumors from the caecum to the colon
transversum, while left-sided tumors (LSPT) included the splenic flexure to the rectum.
Results: Of 251 BRAFV600E mut pts, exact primary tumor location was available in 230 pts. In
this cohort, 117 were male (50.9%) and 113 female (49.1%). LSPT was observed in 106 (46.1%)
pts compared to 124 (53.9%)withRSPT. In the entire cohort,medianOS (mOS) of LSPTvs. RSPT
did not differ significantly (15.2 months vs. 13.4 months; HR 0.96; 95% CI, 0.70–1.29; P=0.77).
Pts with LSPT showed a numerical survival benefit with anti-EGFR therapy compared to anti-
VEGF therapy (17.8months vs. 11.8months; HR0.71; 95%CI, 0.45–1.14; P=0.16). This effectwas
observed independent of sex. In contrast, pts with RSPT showed a trend towards inferior
outcome with anti-EGFR vs. anti-VEGF therapy (11.6 months vs. 17.1 months; HR 1.31; 95% CI,
0.84–2.05; P=0.23). This effect was primarily driven by females, who experienced a significant
survival disadvantage with anti-EGFR therapy (10.2 months vs. 17.1 months; HR 1.85; 95% CI,
1.05–3.25; P=0.031). For males, however, both anti-VEGF and anti-EGFR antibodies were
associated with comparable outcome. Conclusions: The present analysis performed in the
first-line treatment of BRAFV600E mut mCRC suggests a survival benefit from anti-EGFR
antibodies in pts with LSPT, independent of gender. Male pts with RSPT appear to derive
comparable benefit from anti-EGFR and anti-VEGF antibodies, while female pts exhibit a
survival disadvantage from anti-EGFR antibodies. Clinical trial information: NCT00433927
(FIRE-3), NCT02934529 (FIRE-4), NCT04034459 (FIRE-4.5), NCT01249638 (ML22011),
NCT00254137 (CIOX), NCT01991873 (PANAMA), NCT01328171 (VOLFI). [clinicaltrials.gov].
Research Sponsor: None.
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Circulating tumor DNA (ctDNA) dynamics in liver-limited metastatic colorectal
cancer (mCRC) patients resected after first-line systemic treatment.

Vittorio Studiale, Kristiyana Kaneva, Roberto Moretto, Farahnaz Islam, Guglielmo Vetere, Daniel Neems, Christine Lo, Robert Tell, Seung Won Hyun, Veronica Conca,
Chithra Sangli, Ada Taravella, Matteo Landi, Filippo Ghelardi, Kate Sasser, Sabina Murgioni, Michele Prisciandaro, Riccardo Cerantola, Halla Nimeiri, Chiara Cremolini; 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; Tempus AI, Inc., Chicago, IL; Unit of Medical Oncology 2, Azienda Ospedaliera Universitaria Pisana, Pisa, Italy; Department of Translational Research and
New Technologies in Medicine and Surgery, University of Pisa & Unit of Medical Oncology 2, Azienda Ospedaliero-Universitaria Pisana, Pisa, Italy; Università di Pisa, Pisa,
Italy; Department of Medical Oncology, Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, Italy; Oncology Unit 1, Department of Medical Oncology, Veneto Institute of
Oncology IOV - IRCCS, Padua, Italy; Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, Italy; Department of Surgery, Oncology and Gastroenterology, University of
Padua and Oncology Unit 1, Veneto Institute of Oncology IOV-IRCCS, Padua, Italy

Background: Liver-limited disease (LLD) occurs in 20-30% of metastatic colorectal cancer
(mCRC) patients. Although 20-30%of patientswho undergo resection can achieve a long-term
overall survival benefit from liver surgery,most patients relapse during the first two years after
hepatectomy. ctDNA is a promising tool in detecting the presence of minimal residual disease
(MRD) after resection of colorectal liver metastases and a reliable prognostic tool for re-
currence. ctDNA and its dynamics may also serve as a prognostic tool in patients candidate to
liver resection following upfront chemotherapy. Methods: mCRC patients (N = 116) with
initially unresectable LLD and R0/R1 resected after upfront chemotherapy were selected from
3 Italian academic centers. Blood samples were collected prospectively at baseline (T0), pre-
surgery (TPrS) and post-surgery (TPoS). T0 samples were evaluable for 82 patients, TPrS for
116 and TPoS for 60. Biobanked plasma samples were analyzed with the Tempus xMMRD assay
(xM), a tumor-näıve ctDNA MRD assay that integrates methylation and genomic variant
classifiers to deliver a binary MRD call blinded to clinical outcomes. The methylation classifier
detects fragmentswithCRCmethylation signatures in differentiallymethylated regions trained
by sequencing CRC and presumed-healthy samples on a 6 Mbp panel. The variant classifier
detects highly prevalent CRC variants. Results: Methylation results were available for 60 TPoS
patients with a clinical sensitivity of 56.4% and specificity of 100%. TPoS ctDNA status was
associatedwith relapse-free survival (RFS)with the ctDNA- group experiencing longermedian
RFS (mRFS) than ctDNA+ (HR = 6.7, mRFS. 24mos vs. 5.5 mos, p, 0.001). Patients who were
persistently ctDNA- bymethylation calls (n = 20) or converted to negative (n = 13) fromTPrS to
TPoS experienced longer RFS (mRFS 16.3mos and. 24mos respectively). Thosewho remained
persistently ctDNA+ (n = 9) or converted to ctDNA+ (n = 12) had a mRFS of 5.3 and 5.9 mos
respectively. Patients with variant allele fraction (VAF) reduction of$50% fromT0 to TPrS (N =
53) experienced longer RFS than thosewhohad, 50%reduction or increase in VAF (N= 18) (HR
2.21, mRFS 18.8 mos vs. 9.8 mos, p = 0.012). Lastly, patients that remained positive from T0 to
TPrS (N = 23) experienced a numerically shorter RFS compared to those who converted to
negative (N = 47) (median RFS 10.4 and 15.1 mos, HR 1.65, p = 0.10). Conclusions: xM
demonstrates remarkable performance in predicting clinical recurrence and correlation to
RFS at TPoS in LLD mCRC patients resected after upfront systemic therapy. Interestingly,
patients with a VAF reduction $ 50% experience longer RFS following surgery, suggesting a
potential role for this tool in multidisciplinary decision making in this setting. Research
Sponsor: None.
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Tumour microbiome and immune dysregulation in early-onset colorectal cancer.

Rachel Violet Purcell, Oliver Waddell, Arielle Sulit, Frank Frizelle; Department of Surgery and Critical Care, Christchurch, New Zealand

Background: Early-onset colorectal cancer (EOCRC) in patients under 50 years is increasing
incidence inmany countries worldwide, including New Zealand. The reason for this trend is yet
unclear, but is associatedwith such risk factors as obesity, alcohol intake, lifestyle anddiet. This
suggests a multi-factorial exposome-related aetiology, with changes to the gut microbiome
likely to play a role.Methods: In this study, we investigated differences in the tumour-resident
microbiome and molecular characteristics between patient cohorts of EOCRC and late-onset
CRC (LOCRC). Transcriptomic analysiswas carried out on pre-treatment tumours froma cohort
of 19 EOCRC patients and compared to a control group of 196 LOCRC aged over 65 years.
Bioinformatics analysis of RNA sequencing data was used to analyse tumour microbial abun-
dance and taxonomy, differential gene expression and gene-set enrichment between the two
groups, aswell as assign consensusmolecular subtypes (CMS) .Results:Wefoundan increase in
expression of genes involved in the cell cycle in the EOCRC cohort, and of specific genes (e.g.
HOXA11-AS, STMN2) involved in cell proliferation and metastasis. Converesly, enriched gene
sets in the late-onset categorywere predominantly related to immune function.Whengrouping
CMS subtypes as immune-rich (CMS1/CMS4) versus immune-depleted (CMS2/CMS3), there
was a significant difference between the two groups with 94% of EOCRC tumours being
immune-depleted, compared to 67% of late-onset tumours (p =, 0.05). Meanwhile, we found
an increase in bacterial richness (observed alpha diversity) in the late-onset tumours compared
to early-onset, while there were no differences in the Shannon alpha diversity measures
(richness and evenness), and in beta diversity between the groups. We also found a depletion
of the bacteriaHelicobacter canadensis and Campylobacteria ureolyticus in the early-onset cohort,
while there was an increase in Lachnospiraceae species. Conclusions: Our results add to the
growing body of evidence that EOCRC is a distinct disease from LOCRC. EOCRC shows lower
tumour-immune activation compared toLOCRCandvery low rates of CMS1 andCMS4subtypes,
which is associated with a distinct tumour-resident microbiome. This may have implications
for prognosis and targeted treatments. Research Sponsor: None.
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Prognostic and predictive impact of the baseline systemic proteome in patientswith
RAS wild-type metastatic colorectal cancer: Analysis from the randomized phase II
PanaMa (AIO KRK0212) trial.

Alexej Ballhausen, Nooshin Omranian, Orr Shomroni, Arndt Stahler, Meinolf Karthaus, Stefan Fruehauf, Ullrich Graeven, Greta Sommerhäuser, Annabel Helga Sophie Alig,
Eray Goekkurt, Johanna Wanda Meyer-Knees, Annika Kurreck, Swantje Held, Volker Heinemann, Stefan Kasper, Sebastian Stintzing, Tanja Trarbach, Markus Ralser,
Michael Mülleder, Dominik Paul Modest; Department of Hematology, Oncology and Tumorimmunology, Charité-Universitätsmedizin Berlin, Freie Universität Berlin,
Humboldt-Universität zu Berlin, and Berlin Institute of Health, Berlin, Germany; Charité Universitätsmedizin, Core Facility - High Throughput Mass Spectrometry, Berlin,
Germany; Charité- Universitätsmedizin Berlin, Corporate Member of Freie Universität Berlin and Humboldt-Universität zu Berlin, Department of Hematology, Oncology, and
Cancer Immunology, Berlin, Germany; Klinikum Neuperlach/ Klinikum Harlaching, Department of Hematology, Oncology, and Palliative Care, Munich, Germany; Klinik Dr.
Hancken GmbH, Department of Hematology, Oncology, and Palliative Care, Stade, Germany; Kliniken Maria Hilf GmbH, Department of Hematology, Oncology, and
Gastroenterology, Moenchengladbach, Germany; Charité- Universitaetsmedizin Berlin, corporate member of Freie Universitaet Berlin and Humboldt-Universitaet zu Berlin,
Department of Hematology, Oncology, and Cancer Immunology (CCM), Berlin, Germany; Hematology-Oncology Practice Hamburg (HOPE), Hamburg, Germany; Charité –
Universitätsmedizin Berlin, Corporate Member of Freie Universität Berlin and Humboldt- Universität zu Berlin, Berlin, Germany; Charité – Universitätsmedizin Berlin,
corporate member of Freie Universität Berlin and Humboldt-Universität zu Berlin, Department of Hematology, Oncology, and Cancer Immunology (CVK/CCM), Berlin,
Germany; Clinassess Inc., Leverkusen, Germany; Department of Medicine III and Comprehensive Cancer Center, University Hospital, LMU Munich and German Cancer
Consortium (DKTK), Partner Site Munich, Munich, Germany; West German Cancer Center, Department of Medical Oncology, University Hospital Essen, Essen, Germany;
Charité – Universitätsmedizin Berlin, Corporate Member of Freie Universität Berlin and Humboldt-Universität zu Berlin, Department of Hematology, Oncology, and Cancer
Immunology (CCM), Berlin, Germany; Reha-Zentrum am Meer, Bad Zwischenahn, Germany; The Francis Crick Institute, Molecular Biology of Metabolism Laboratory,
London, United Kingdom

Background: Systemic proteomics offers a minimally invasive approach to identifying bio-
markers in metastatic colorectal cancer (mCRC). This study analyzed the prognostic and
predictive potential of the systemic proteome in RAS wild-type (wt) mCRC patients from
the PanaMa trial, which investigated maintenance therapy with fluorouracil/folinic acid
(FU/FA) 6 panitumumab (Pmab) following induction with FU/FA plus oxaliplatin and Pmab.
Methods: Baseline serum samples were analyzed using liquid chromatography-mass spec-
trometry to identify protein markers. Their impact on overall survival (OS) and progression-
free survival (PFS)was evaluated usingKaplan-Meier estimates and Cox regression. Prognostic
analyses utilized hierarchical clustering and random forest models to delineate protein groups
associated with survival outcomes, enhanced by sparse partial least squares discriminant
analysis for feature selection. Gene ontology analysis was used to identify biological functions
of these markers. ROC analysis was performed to evaluate the accuracy of prognostic protein
signatures. For predictive analysis, PFS outcomes of maintenance with FU/FA 6 Pmab were
assessed using Kaplan-Meier estimates and Cox regression. Hazard ratios (HR), differences in
hazard ratios (delta HR), and statistical significance (p-values) were used to differentiate
patient outcomes based on protein marker expression. Results: Of 378 patients treated in the
trial, 231 had baseline serum samples. Proteomic clustering identified two survival clusters: the
high-survivability cluster showed significantly longer induction PFS (HR 0.75, 95% CI
0.56–1.00, P = 0.05) and OS (HR 0.63, 95% CI 0.45–0.88, P = 0.01). Hierarchical clustering
revealed 470 proteins, with specific proteins enriched in high-survivability (e.g., ALB, APOA2)
and low-survivability (e.g., SERPINA3, CRP) clusters. Gene ontology analysis highlighted
distinct pathways, such as enzyme inhibitor activity in low-survivability clusters and peptidase
regulator activity in high-survivability clusters. For maintenance, prognostic arm-specific
proteomic signatures linked to improved PFS with strong accuracy in the FU/FA + Pmab arm
(AUC 0.99), and FU/FA arm (AUC 1.00). Predictive analysis revealed a total of eight proteins that
predicted benefit of Pmab addition to maintenance. A positive combined proteomic biomarker
including these proteins (ITIH4, FLNC, HP, CTPS1, SERPINA1, HRG, MAN1C1, C4A) predicted
significant benefit of addition of Pmab toFU/FAmaintenance (PFS:HR0.68, 95%CI0.49–0.95,
P = 6.4e-09). Conclusions: Proteomic profiling identified prognostic clusters linked to distinct
survival outcomes and predictive signatures for FU/FA 6 Pmab maintenance, supporting its
utility in guiding personalized treatment strategies for RAS wt mCRC. Research Sponsor: AIO-
Studien gGmbH; Amgen Inc.
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Prognostic and predictive role of HLA supertypes in pMMRmCRC patients receiving
FOLFOXIRI/bev 6 atezolizumab in the AtezoTRIBE study.

Daniele Rossini, Roberto Moretto, Francesca Battaglin, Carlotta Antoniotti, Federico Scolari, Francesca Bergamo, Alessandra Russo, Joshua Millstein, Ada Taravella,
Stefano Tamberi, Veronica Conca, Ilaria Toma, Serena Pillozzi, Paolo Ciracı̀, Giovanni Trovato, Laura Matteucci, Federica Marmorino, Lorenzo Antonuzzo, Heinz-Josef Lenz,
Chiara Cremolini; Department of Experimental and Clinical Medicine, University of Florence. Oncology Unit, Careggi University Hospital, Florence, Italy; Unit of Medical
Oncology 2, Azienda Ospedaliero-Universitaria Pisana, Pisa, Italy; Division of Medical Oncology, Norris Comprehensive Cancer Center, Keck School of Medicine, University
of Southern California, Los Angeles, CA; 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; Department of Experimental and Clinical Biomedical Sciences, University of Florence, Florence, Italy;
Veneto Institute of Oncology IOV, IRCCS, Padua, Italy; Department of Medical Oncology, Fondazione IRCCS Istituto Nazionale dei Tumori di Milano, Milan, Italy; Department
of Population and Public Health Sciences, Keck School of Medicine, University of Southern California, Los Angeles, CA; Medical Oncology, Ospedale Santa Maria delle Croci,
Ravenna, Italy; Oncology and palliative care Department, Tricase City Hospital, Tricase, Italy; Medical Oncology, Comprehensive Cancer Center, Fondazione Policlinico
Universitario Agostino Gemelli–IRCCS, Università Cattolica del Sacro Cuore, Rome, Italy; Department of Medical Oncology, IRCCS Istituto Romagnolo per lo Studio dei
Tumori (IRST) “Dino Amadori", Meldola, Italy

Background: The HLA system plays a crucial role in the development of the adaptive immune
response, influencing antigen presentation and T-cell-mediated tumour recognition. Emerg-
ing evidence suggests that specific HLA allele groups named supertypes may influence the
efficacy of immune-checkpoint inhibitors (ICIs).We investigated the impact ofHLA supertypes
in the pMMR cohort of mCRC patients (pts) treated with FOLFOXIRI/bev6 atezolizumab in the
AtezoTRIBE study. Methods: Genomic DNA from blood samples was genotyped using
Oncoarray, a custom array manufactured by Illumina including approximately 530K SNP
markers. HLA class I and II alleles were characterized with minimac3 algorithm using the
Four-digit Multi-ethnic HLA v2 (2022) reference panel. The presence of 22 HLA supertypes
were assigned based on the imputed dosages across relevant alleles. The effects of HLA
supertypes on survival were evaluated with Cox proportional hazard models. Given the ex-
ploratory nature of the analysis, no adjustments for multiple comparisons were applied.
Results: Among 153 assessed pts (102 and 51 treated with FOLFOXIRI/bev/atezo and
FOLFOXIRI/bev, respectively), B44 and DR9 supertypes were associated with worse prognosis
in termsof bothPFS (mPFS 11.4months (mos) forB44posvs 13.9mos forB44neg;HR 1.74; 95%
CI 1.19–2.52; p = 0.004, andmPFS 11.4mos for DR9pos vs 13.2mos forDR9neg;HR2.37; 95%CI
1.01–5.60; p=0.04, respectively) andOS (mOS29.6mos forB44pos vs 36.6mos forB44neg;HR
1.59; 95% CI 1.03–2.45; p = 0.038, andmOS 26.6 for DR9 pos vs 33.9 mos for DR9 neg; HR 3.22;
95% CI 1.24–8.38; p = 0.017, respectively) in multivariable analysis. As summarized in the
Table, PFS and OS benefit from the addition of atezolizumab to FOLFOXIRI/bev was reported
among A3 neg but not A3 pos patients, and B8 pos patients derived higher benefit than B8 neg.
Conclusions: Our exploratory findings suggest that HLA supertypes could influence prognosis
and ICIs-based treatment efficacy inpMMRmCRCpts. In particular, B8 andA3 supertypes could
identify patients more likely to benefit from the addition of ICIs to FOLFOXIRI/bev. These
findings highlight the potential of HLA profiling to optimize the use of immunotherapy in
pMMR mCRC pts. Research Sponsor: GONO Foundation.

Median PFS Median OS

FOLFOXIRI/bev/
atezo (months)

FOLFOXIRI/
bev (months)

HR 95%
CI

P for
interaction

FOLFOXIRI/bev/
atezo (months)

FOLFOXIRI/
bev (months)

HR 95%
CI

P for
interaction

A3 0.048 0.064
Pos 12.5 11.6 0.89

(0.53-
1.51)

27.0 31.7 0.96
(0.53-
1.73)

Neg 15.0 10.1 0.43
(0.26-
0.71)

NR 27.3 0.44
(0.24-
0.81)

B8 0.014 0.040
Pos 13.7 5.6 0.16

(0.05-
0.60)

35.9 16.7 0.21
(0.06-
0.76)

Neg 13.3 11.6 0.63
(0.43-
0.93)

36.1 31.4 0.70
(0.44-
1.11)
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Impact of Medicare Advantage (MA) on timely initiation of pembrolizumab among
dMMR/MSI-h metastatic colorectal cancer patients.

Baqir Jafry, Chuan Angel Lu, Timothy J. Brown, Syed Mohammad Ali Kazmi, Changchuan Jiang; Charleston Area Medical Center, Charleston, WV; UT Southwestern Medical
Center, Dallas, TX; Department of Internal Medicine, Division of Hematology and Oncology, UT Southwestern, Dallas, TX

Background: With MA plans covering over half of Medicare beneficiaries, concerns remain
about their ability to manage complex cancer care due to pre-authorization and limited
provider network. This study evaluates MA versus Traditional Medicare (TM) regarding timely
initiation of Pembrolizumab for dMMR/MSI-H colorectal cancer (CRC), following its 2020 FDA
approval. Methods: This study utilized nationwide Flatiron Health Electronic Health Record-
derived de-identified database. We included patients diagnosed with dMMR/MSI-H CRC from
2020 onward, aged $65 years, who had at least one clinic visit within six months of diagnosis
and were insured under MA or TM. The primary endpoint was initiation of Pembrolizumab
within 30-, 45-, and 90-days post-diagnosis. Multivariable logistic regression with Inverse
Probability Weighting, adjusted for SES (defined by Yost score), age, race, ECOG, practice type
and diagnosis year, evaluated impact of insurance type on timely treatment initiation. Results:
Out of 597 dMMR/MSI-H metastatic CRC patients identified since 2020, 219 had at least one
clinical visit under MA (N = 86) or TM (N = 133) plans. Predominantly, patients in our cohort
were non-HispanicWhite (72%), with higher SES (59%), diagnosed with de novo dMMR/MSI-
H (59%), and treated in community hospitals (86%). Of 95 patients who commenced pem-
brolizumab as initial therapy, 62 (65%) had TM and 33 (35%) had MA. The adjusted analysis
revealed that MA patients were significantly less likely to start pembrolizumab within 90 days
of diagnosis compared to TM patients (OR: 0.58; 95% CI: 0.34-0.97; P: 0.04). There were no
statistical differences in starting treatment at 30 (OR: 0.79; 95%CI: 0.39-1.56; P: 0.5) or 45 days
(OR: 0.87; 95% CI: 0.48-1.57; P: 0.7). Subgroup analysis indicated substantial delays in
pembrolizumab initiation within 90 days among lowest SES (OR: 0.31; 95% CI: 0.13-0.71; P:
0.007; P-interaction: 0.087) and those treated in community hospitals (OR: 0.49; 95%CI: 0.27-
0.87; P: 0.016; P-interaction: 0.095). Conclusions: Patients with TMweremore likely to initiate
pembrolizumab earlier than those with MA. This underscores necessity to scrutinize the
influence of MA on cancer delivery, especially for patients with lower SES. Research Sponsor:
None.

Baseline characteristics.

Variable TM MA P

Age 0.4
>=65 66 (50%) 40 (47%)
>=75 67 (50%) 45 (52%)
>=85 0 (0%) 1 (1%)
Race 1
NHW 97 (73%) 62 (72%)
Non-NHW 36 (27%) 24 (28%)
ECOG 0.7
0/1 95 (71%) 68 (79%)
2 18 (14%) 8 (9%)
3/4 8 (6%) 4 (5%)
Unknown 12 (9%) 6 (7%)
SES 0.04
0/1 38 (29%) 36 (42%)
3/4/5 88 (66%) 42 (49%)
Unknown 7 (5%) 8 (9%)
Diagnosis Year 0.5
2020 36 (27%) 22 (26%)
2021 41 (31%) 34 (40%)
2022 39 (29%) 18 (21%)
2023 17 (13%) 12 (14%)
DeNovo 0.7
Yes 80 (60%) 49 (57%)
No 53 (40%) 37 (43%)
Practice 0.4
Academic 16 (12%) 15 (17%)
Community 117 (88%) 71 (83%)
Time to Pembrolizumab Initiation (days) OR (95CI) P
30 1 0.79 (0.39-1.56) 0.50
45 1 0.87 (0.48-1.57) 0.66
90 1 0.58 (0.34-0.97) 0.04
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Outcomes of young-onset colorectal cancer vs late-onset colorectal cancer patients
on phase 1 matched and non-matched therapies.

Daniel Aaron Fox, Deepak Bhamidipati, Heather Y. Lin, Louis Edward Hinkle, Caitlynn Truc-Anh Pham, Jordi Rodon Ahnert, Stephane Champiat, Ecaterina Elena Dumbrava,
Siqing Fu, Lei Kang, Hung Le, Funda Meric-Bernstam, Aung Naing, Sarina A. Piha-Paul, Paula R. Pohlmann, Tin-Yun Tang, Apostolia Maria Tsimberidou, Timothy A. Yap,
Ryan W. Huey, David S. Hong; Baylor College of Medicine, Houston, TX; SCRI Oncology Partners, Nashville, TN; Department of Biostatistics, The University of Texas MD
Anderson Cancer Center, Houston, TX; Department of Investigational Cancer Therapeutics, The University of Texas MD Anderson Cancer Center, Houston, TX; Department
of Investigational Cancer Therapeutics, Division of Cancer Medicine, The University of Texas MD Anderson Cancer Center, Houston, TX; Department of Investigational
Cancer Therapeutics (Phase I Program), The University of Texas MD Anderson Cancer Center, Houston, TX; Department of Gastrointestinal Medical Oncology, The
University of Texas MD Anderson Cancer Center, Houston, TX

Background: Systemic therapy recommendations for young-onset colorectal cancer (YOCRC),
CRC diagnosed at , 50 years old, are similar for late-onset CRC (LOCRC) despite possible
differences in biologic behavior. This study aims to compare outcomes among YOCRC and
LOCRC patients on Phase 1 matched and non-matched therapies. Methods: This was a single-
institution retrospective analysis of patients with CRC who received treatment on a Phase 1
clinical trial. Only the first Phase 1 therapy for each patient was included in analysis. Matched
therapy was defined as therapy targeting genomic alterations or their signaling pathways.
Distributions of progression-free survival (PFS) were estimated by the Kaplan-Meier method.
Log-rank test was performed to test the difference in survival between groups. A propensity
scorematched analysiswas created using amultivariate logistic regressionmodel. Covariates in
the model included: gender, race, lung metastasis, liver metastasis and tumor sidedness.
Results: 577 patients were included in analysis (Table 1). 252 patients had YOCRC (43.7%)
and 325 had LOCRC (56.3%). 100 YOCRC patients (39.7%) and 90 LOCRC patients (27.7%)
received matched therapies. Before propensity score matching YOCRC patients on matched
therapy had higher odds of achieving a response compared to LOCRC patients on matched
therapy (complete response/partial response) (10.5% vs 3.4%, odds ratio (OR): 3.294 (95%
confidence interval (CI)): 0.876, 12.390), p=0.0777). After propensity score matching YOCRC
patients on matched therapy had higher odds of achieving a response compared to LOCRC
patients on matched therapy (13.3% vs 3.9%, OR was not estimable, p=0.0082). No significant
differences in overall response rate were detected between YOCRC and LOCRC patients on non-
matched therapy before or after propensity score matching (5.4% vs. 4.1%, OR: 1.362 (95% CI:
0.513, 3.615), p=0.5348; 5.5 vs. 4.3%, OR: 1.167 (CI: 0.392, 3.472), p=0.7815). No significant
differences in PFS were detected between patient with YOCRC and those with LOCRC in any of
the patient cohorts before or after propensity score matching (all patients: p=0.743, p=0.639;
patients receiving matched therapy: p=0.497, p=0.909; patients receiving non-matched ther-
apy: p=0.999, p=0.62). Conclusions: YOCRC patients were more likely than LOCRC patients to
achieve a response on matched therapy though this did not translate to improved PFS.
Nevertheless, matched therapies are associated with increased response rate for YOCRC
patients. Research Sponsor: None.

Patient demographics.

Trait n (%)

Age at diagnosis (median, range) 51 (18-83)
White/Caucasian 425 (74.7%)
Black/African American 67 (11.6%)
Asian 40 (6.9%)
Hispanic/Latino 79 (13.7%)
Microsatellite Instability-High Tumor 5 (0.9%)
KRAS mutation 352 (61.0%)
BRAF V600E mutation 38 (6.6%)
Prior Unique Lines of Therapy (median, range) 4 (0-11)
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Amivantamab treatment and intra-tumoral gene expression and immune cell
changes in refractory metastatic colorectal cancer (mCRC): Whole transcriptome
RNA-sequencing analysis from the OrigAMI-1 study.

Cathy Eng, Paul Eliezer Oberstein, Joel R. Hecht, Filippo Pietrantonio, Dirk Arnold, Yong Sang Hong, Myung Ah Lee, Harvey Yu-Li Su, Sae-Won Han, Rianka Bhattacharya,
Emrullah Yilmaz, Mahesh Kumar Daksh, Mahadi Baig, Sanjib Chowdhury, Xuesong Lu, Joshua C. Curtin, Medha Kamat, Michael Gormley, Bharvin Patel, Elena Elez;
Vanderbilt-Ingram Cancer Center, Nashville, TN; NYU Langone Health, New York, NY; UCLA Jonsson Comprehensive Cancer Center, Santa Monica, CA; Fondazione IRCCS
Istituto Nazionale dei Tumori, Milan, Italy; Asklepios Tumorzentrum Hamburg, AK Altona, Hamburg, Germany; Asan Medical Center, Seoul, South Korea; Seoul St. Mary’s
Hospital, The Catholic University of Korea, Seoul, South Korea; Kaohsiung Chang Gung Memorial Hospital, Kaohsiung City, Taiwan; Seoul National University Hospital,
Seoul, South Korea; Johnson & Johnson, Raritan, NJ; Johnson & Johnson, Cambridge, MA; Johnson & Johnson, Shanghai, China; Johnson & Johnson, Spring House, PA;
Vall d’Hebron University Hospital, Barcelona, Spain

Background: Amivantamab (ami) is an FDA- and EMA-approved EGFR-MET bispecific anti-
body with immune cell–directing activity for EGFR-mutated advanced non-small cell lung
cancer. Ami monotherapy has shown promising activity in participants (pts) with refractory
mCRC, independent of primary tumor sidedness (left- or right-sided). Here, we analyzed gene
expression data from the OrigAMI-1 study to identify mechanisms of sensitivity and action in
response to ami monotherapy. Methods: The phase 1b/2 OrigAMI-1 study (NCT05379595)
enrolled pts withmCRC harboringwild-type KRAS,NRAS, BRAF, and EGFR ectodomain, without
ERBB2/HER2 amplification. Pts with left-sidedmCRCwithout prior anti-EGFR therapy (Cohort
A) andwithprior anti-EGFR therapy (Cohort B), aswell asptswith right-sidedmCRC (Cohort C)
received intravenous ami monotherapy (1050 mg; $80 kg: 1400 mg). Tumor biopsy samples
were collected at screening and Cycle 3 Day 1 (C3D1; if feasible). Whole transcriptome RNA-
sequencing data of paired baseline and C3D1 tumor samples were generated by Foundation
Medicine. Gene expression data were analyzed using standard bioinformatic methods to
identify gene signatures associated with ami treatment in baseline tumor samples (n = 76)
and paired baseline and C3D1 tumor samples (n = 17). Results:High baseline mRNA expression
ofAREGandEREG ligandswas associatedwith treatment response across all cohorts (n=76). In
Cohort A (n= 16),median progression-free survivalwas significantly longer for ptswithhigh (n
= 8) vs low (n = 8) AREG expression (9.1 mo vs 4.5 mo, respectively; P, 0.01). Differential
expression analyses after ami treatment showed significant changes in . 800 genes (P, 0.01)
across all cohorts (n = 17). The EGFR pathway was significantly downregulated after ami
treatment (P, 0.01). Pathway enrichment analyses identified significant enrichment of cell
cycle and natural killer (NK) cell–mediated cytotoxicity pathways. The cell cycle pathway score
was significantly downregulated following ami treatment (P, 0.01), implying reduced cell
proliferation. A significant upregulation of dendritic cell (P, 0.005) and T-cell–inflamed
signature scores (P, 0.05) was observed with ami treatment, potentially implying increased
immune cell infiltration of the tumor microenvironment. Ami also increased the cytolytic (P,
0.05) and NK cell–mediated cytotoxicity pathway scores (P, 0.05), implying an increase in
cytotoxic immune cells. Additional biomarker analyses are ongoing andwill be presented at the
meeting. Conclusions: Amivantamab downregulates EGFR and cell cycle pathways and in-
creases cytotoxic immune cell signatures consistent with immune cell infiltration into tumors.
Elevated AREG and EREG ligand expression correlated with response in wild-type refractory
mCRC. Clinical trial information: NCT05379595. Research Sponsor: Janssen Research & De-
velopment, LLC, a Johnson & Johnson company.
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Phase 1 dose escalation results of the WEE1 inhibitor, azenosertib (A), in com-
bination with encorafenib (E) and cetuximab (C) in patients (pts) with previously
treated BRAF V600E mutant metastatic colorectal cancer (mCRC).

Jeanne Tie, Marcos Melian, Ana Ruiz-Casado, Lucjan Wyrwicz, Piotr Jan Wysocki, Patrick Stuebs, Enrique Aranda, Nuria Salas, Elena Elez, Giuseppe Curigliano,
Barbara Radecka, Christine Parseghian, Istvan Takacs, Volker Heinemann, Grace Vandal, Nidal Huniti, Joana Vidal Barrul; Department of Medical Oncology, Peter
MacCallum Cancer Centre, Melbourne, VIC, Australia; Fundación Instituto Valenciano de Oncologı́a, Valencia, Spain; Department of Oncology, Hospital Universitario Puerta
de Hierro Majadahonda, IDIPHISA, Madrid, Spain; Maria Sklodowska-Curie National Research Institute of Oncology, Warsaw, Poland; Oncology Department, Faculty of
Medicine, Jagiellonian University Medical College, Cracow, Poland; DRK-Hospital Berlin-Koepenick, Berlin, Germany; Department of Medical Oncology IMIBIC, Universidad
de Córdoba, CIBERONC, Instituto de Salud Carlos III, Hospital Universitario Reina Sofı́a, Córdoba, Spain; Department of Medical Oncology, Hospital Universitario la Paz,
Madrid, Spain; Department of Medical Oncology, Vall d’Hebron University Hospital (HUVH), Vall d’Hebron Institute of Oncology (VHIO), IOB-Quiron, UVic-UCC, Barcelona,
Spain; Istituto Europeo di Oncologia, IRCCS, University of Milano, Milano, Italy; Institute of Medical Sciences, University of Opole and Tadeusz Koszarowski Cancer Centre in
Opole, Opole, Poland; Department of Gastrointestinal Medical Oncology, The University of Texas MD Anderson Cancer Center, Houston, TX; Department of Internal
Medicine and Oncology, Faculty of Medicine, Semmelweis University, Budapest, Hungary; Department of Hematology/Oncology III, LMU Klinikum, University of Munich,
Comprehensive Cancer Center, Munich, Germany; Zentalis Pharmaceuticals, San Diego, CA; Hospital del Mar Medical Research Institute, Centro de Investigación
Biomédica en Red Cáncer, Instituto de Salud Carlos III, Barcelona, Spain

Background: Encorafenib + cetuximab was approved for treating pts with BRAF V600E mutant
mCRC after prior systemic therapy based on the Phase 3 BEACON study (observed response rate
20%; Kopetz et al. 2019). Azenosertib is a highly selective WEE1 inhibitor that causes mitotic
catastrophe and cell death. Combining BRAF targeting treatment (E+C) with orthogonal
pathway inhibitors may allow for an additive or synergistic combination effect of A. This study
aimed to evaluate safety and tolerability, determine the maximum tolerated dose (MTD), and
assess anti-tumor activity in pts with BRAF V600E mutant mCRC receiving A+E+C. Methods:
This phase 1 dose escalation, open-label, multicenter study (NCT05743036) evaluated safety,
tolerability, and activity of A administered in combination with E+C in adult pts with BRAF
V600E-mutant mCRC who received 1-3 prior regimens for metastatic disease. Azenosertib is a
CYP3A4 substrate and is predicted to moderately inhibit CYP3A4 while weakly inhibiting
CYP2C19. Encorafenib is primarily metabolized by CYP3A4 and CYP2C19, and acts as a CYP3A4
inducer. To allow for exposures to optimize treatment benefits and minimize toxicity, the
recommended starting dose of E is 150 mg once a week. The primary endpoint was dose-
limiting toxicities (DLTs) in cycle 1. Pts were treated across 5 dose-finding cohorts, receiving A
(dose range: 100 mg-400 mg once a day [QD] oral [PO] on a continuous schedule) and E (dose
range: 75 mg or 150 mg QD PO), and C (500 mg/m2 intravenous twice a week) until disease
progression or unacceptable toxicity. Results: As of Nov 25, 2024, 44 pts were enrolled and
treated with a median age of 64 years. 52.3% of pts received $2 prior lines of therapy, 34 pts
were BRAF inhibitor (BRAFi)-näıve. The most frequent treatment-related Grade $3 adverse
events were asthenia (11.4%) and fatigue (6.8%). DLTs were observed at the dose levels of
A300+E150 and A400+E75 and included dose-limiting fatigue, atrial fibrillation, recurring
elevated bilirubin (all Grade 3), and Grade 4 neutropenia. The MTD was determined to be
A300+E75 and C. Twelve of 34 (35.3%) BRAFi-naı̈ve pts achieved confirmed response per
RECIST v1.1 (2 complete response, 10 partial response [PR])while none of the BRAFi-pretreated
pts responded. Seven of 17 (41.2%) BRAFi-näıve pts treated at A300+75 or A300+150 achieved
confirmed PR. The median duration of response and the median progression-free survival in
the BRAFi-näıve pts were 5.6 and 5.4 months, respectively. Conclusions: The combination of
A+E+C was well tolerated at the MTD and yielded response rates in BRAFi-naı̈ve mCRC pts
which exceeded the historical data from the E+C doublet. Clinical trial information:
NCT05743036. Research Sponsor: Zentalis.
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Low-pass whole methylome sequencing–based liquid biopsy for metastatic co-
lorectal cancer monitoring in the VALENTINO trial.

Paolo Manca, Marta Paoli, Adele Busico, Giovanni Randon, Samantha Di Donato, Michele Prisciandaro, Francesca Galardi, Alessandra Raimondi, Agostina Nardone,
Margherita Ambrosini, Roberta Fazio, Elisa Sottotetti, Antonia Martinetti, Luca Malorni, Sara Lonardi, Federica Morano, Matteo Benelli, Filippo Pietrantonio; Fondazione
IRCCS Istituto Nazionale dei Tumori, Milan, Italy; Bioinformatics Unit, Hospital of Prato, Prato, Italy; Pathology Unit 2, Department of Diagnostic Innovation, Fondazione
IRCCS Istituto Nazionale dei Tumori, Milan, Italy; Medical Oncology Department ASL Toscana Centro, Santo Stefano Hospital, Prato, Italy; Istituto Scientifico Romagnolo
per lo Studio e la Cura dei Tumori, Meldola (FC), Italy; Department of Medical Oncology, Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, Italy; Department of
Oncology and Translational Research Unit Hospital of Prato and Ist, Prato, Italy; Fondazione IRCCS IStituto Nazionale dei Tumori, Milan, Italy; Fondazione IRCCS, Istituto
Nazionale dei Tumori, Milan, Italy; Department of Oncology and Translational Research Unit "Sandro Pitigliani", Ospedale di Prato, Azienda USL Toscana Centro, Prato, Italy;
Istituto Oncologico Veneto IOV-IRCSS, Padova, Italy; Department of Medical Oncology, Fondazione IRCCS Istituto Nazionale dei Tumori di Milano, Milan, Italy

Background: The amount of ctDNA is a proxy for metastatic colorectal cancer (mCRC) disease
burden, with potentials for prognostic stratification and treatment monitoring. We investi-
gated two methods based on low-pass whole genome and methylome sequencing (WGS and
WMS) for ctDNA detection and quantification in the VALENTINO trial. Methods: All patients
from the VALENTINO trial - a phase II trial comparing the addition of 5FU to Panitumamb-
based maintenance after first line FOLFOX+Panitumamb induction in RAS wild-type mCRC -
were eligible. Baseline (BL) and 8-week (8w) plasma samples were collected for low-passWGS
andWMS analysis. Twomethods for ctDNA quantification based on DNAmethylation (METER)
and copy number alterations (ichorCNA) were assayed. Chi-squared, Wilcoxon and Cox re-
gression tests were used. Performances of WMS and variant allele fraction (VAF) of a 14-gene
panel were compared. Results: A BL liquid biopsy was available for 154 patients, with 142 also
having an 8w assessment. METER and ichorCNA detected ctDNA in 112 (72.7%) and 94 (59.7%)
BL samples, respectively; all discordant cases were METER+ but ichorCNA-. Detection rate
increased in the presence of liver metastases (86.0% vs 42.6% for METER, 75.7% vs 23.4% for
ichorCNA; both p , 0.001) and decreased with peritoneal metastases (55.6% vs 78.0% for
METER, 38.9% vs 66.1% for ichorCNA; p = 0.011, p = 0.006). Tumor fraction (TF) of both BL
METER and ichorCNA correlated with the diameter of measurable lesions (both p , 0.001) and
CEA (p, 0.001 and p = 0.010). Both PFS andOSwere shorter after baseline ctDNA detectionwith
METER (mPFS: 10.6 vs 18.6 months, HR: 1.65, p = 0.010; mOS: 28.7 vs 62.2 months; HR: 2.24,
95%CI: 1.37-3.66; p = 0.001) or ichorCNA (mPFS: 10.6 vs 15.0 months, HR: 1.42, 95%CI: 1.00-
2.00, p = 0.047; mOS: 27.8 vs 48.4 months, HR: 1.35, 95%CI: 1.29-2.95; p = 0.002). In the
multivariate analysis, METER ctDNA detection was the strongest predictor of both PFS and OS
(p = 0.005 and p = 0.001) while ichorCNA ctDNA detection was significantly associated with OS
but not with PFS (p = 0.002 and p = 0.093). METER ctDNA TF decreased significantly at 8w in
patients with CR, PR, or SD (paired Wilcoxon p = 0.015, p , 0.001, p , 0.001) but not PD (p =
0.560) as the best radiological response. Patients without METER ctDNA clearance at 8w had a
higher risks of progression (HR: 2.70, 95%CI: 1.63-4.49; p,0.001) and death (HR: 3.37, 95%CI:
2.00-5.69; p , 0.001). Among 123 patients with both METER and VAF available, concordance
was 78.0% and in 10 and 17 patients, respectively, ctDNAwas detected only withMETER or only
with VAF. The mPFS and mOS of discordant cases were longer than METER+ / VAF+ cases and
shorter thanMETER2 / VAF2 cases.Conclusions: CtDNA quantificationwith low-passWMS by
METER retains a prognostic significance, can be used for disease monitoring during treatment
and refines ctDNA detection based on a restricted gene panel assay. Clinical trial information:
NCT02476045. Research Sponsor: None.
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Vilastobart (XTX101), a tumor-activated, Fc-enhanced anti–CTLA-4 monoclonal
antibody, in combination with atezolizumab in patients with MSS CRC.

Marwan Fakih, Nicholas C. DeVito, Aparna Raj Parikh, Tanios S. Bekaii-Saab, Hao Xie, Sandra Algaze, Alexander I. Spira, Jeremy Clifton Jones, Cesar Augusto Perez,
Andrae Lavon Vandross, Alberto Bessudo, John George Knecht, Ekta Patel, Damiano Fantini, Scott McConnell, Myra Wooley Popejoy, Bruce Jeffrey Dezube, Diwakar Davar,
Joel R. Hecht; City of Hope Comprehensive Cancer Center, Duarte, CA; Duke University Medical Center, Duke Cancer Institute, Durham, NC; Massachusetts General
Hospital, Boston, MA; Mayo Clinic Arizona, Phoenix, AZ; Mayo Clinic, Rochester, MN; Norris Comprehensive Cancer Center, University of Southern California, Los Angeles,
CA; NEXT Oncology Virginia, Fairfax, VA; Mayo Clinic, Jacksonville, FL; Sarah Cannon Research Institute at Florida Cancer Specialists, Orlando, FL; NEXT Oncology, Austin,
TX; cCARE, Encinitas, CA; Tranquil Clinical Research, Webster, TX; Xilio Therapeutics, Inc., Waltham, MA; Xilio Therapeutics, Waltham, MA; UPMC Hillman Cancer Center,
Pittsburgh, PA; UCLA Jonsson Comprehensive Cancer Center, Santa Monica, CA

Background: Vilastobart (XTX101) is tumor-activated, high affinity, Fc-enhanced aCTLA-4
designed to focus activity toward the tumor and minimize systemic adverse events. Fc-
enhancement augments FcgR co-engagement on antigen presenting cells and has been linked
with efficacy of aCTLA-4 combinations in patients (pts) with microsatellite stable (MSS)
colorectal cancer (CRC) and other tumors [Fakih ASCO GI 2025]. Vilastobart was generally
well-tolerated and demonstrated evidence of anti-tumor activity in pts with immunologically
“cold” advanced solid tumors, both as a monotherapy and in combination with atezolizumab
[Davar SITC 2024]. Methods: Phase 2 of the NCT04896697 study evaluated the initial recom-
mended Phase 2 dose of vilastobart 100 mg Q6W in combination with atezolizumab 1200 mg
Q3W in pts with MSS CRC who had at least 1 prior chemotherapy regimen in the metastatic
setting, excluding ptswith prior immune checkpoint inhibitors. Ptswith (LM) andwithout liver
metastasis (NLM)were eligible. Tumor biopsies were obtained before and during treatment for
translational analyses.Results:As of January 13, 2025, 40 ptswere dosed in Phase 2.Median age
was 55 (25-82) and 70% of pts had 3 ormore prior lines of therapy. Of the 24 enrolled NLMpts,
11 were response-evaluable with an available on-treatment scan as of the data cut. In these 11
pts, two confirmed and one unconfirmed partial response (PR) were reported, all accompanied
by significant decreases in ctDNA and serum tumor marker CEA and with each pt ongoing on
therapy, for apreliminaryORRof 27%.One additional pt (withperitonealmetastasis) had a24%
reduction in target lesions (first scan) and was ongoing on therapy. Of the 16 enrolled LM pts, 7
were response evaluable, with one stable disease and another pt reporting a mixed response
with significant serum tumor marker reductions, both ongoing on therapy. Of note, one LM pt
in Phase 1C dose escalation treatedwith vilastobart (150mgQ6W) combination had a confirmed
PR with LM resolution. Six pts (15%) reported G3+ treatment-related adverse events (TRAEs),
with twoG4 laboratory TRAEs and noG5TRAEs. Only three pts discontinued therapy for TRAEs.
TRAEs occurring in $10% (all grade) or $5% (G3) of pts are summarized in the Table.
Conclusions: The combination of vilastobart, a novel tumor-activated, Fc-enhanced a-
CTLA-4, and atezolizumab demonstrated initial evidence of anti-tumor activity in late line,
metastatic MSS CRC where immune checkpoint blockade has historically been relatively in-
effective. Vilastobart was observed to have a differentiated safety profile distinct from sys-
temically active a-CTLA-4, consistent with tumor-selective activation. Clinical trial
information: NCT04896697. Research Sponsor: Xilio Therapeutics.

AE term
All Grade
n (%)

Grade 3
n (%)

Fatigue 12 (30%) 0
Diarrhea 8 (20%) 0
Infusion related reactions 5 (13%) 0
Pyrexia 4 (10%) 0
ALT increased 4 (10%) 0
AST increased 4 (10%) 1 (3%)
Colitis 2 (5%) 2 (5%)
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mFOLFIRINOX efficacy as rescue regimen for patients with metastatic refractory
colorectal cancer: The RE-PLAY trial.

Paulo Marcelo Hoff, Carolina Ribeiro Victor, Renata Colombo Bonadio, Maria Ignez Braghiroli, Giovanni Bariani, Leonardo Gomes da Fonseca, Allyne Q. Cagnacci,
Admir André Belo Bueno, Jo~ao Vitor Antunes Marque Gregório, Thomás Giollo Rivelli, Erika Brand~ao, Luiz A.Senna Leite, Luciana Bastos Valente Alban,
Daniela Ribeiro Nebuloni, Maria Cecilia Mathias, Alexandra Khichfy Alex, Marı́lia Polo Mingueti Silva, Jorge Sabbaga, Camila M. Venchiarutti Moniz; Instituto do Câncer do
Estado de S~ao Paulo, University of S~ao Paulo and Instituto D’Or de Pesquisa e Ensino, S~ao Paulo, Brazil; Instituto do Câncer do Estado de S~ao Paulo (ICESP), Universidade
de S~ao Paulo and Instituto D’Or de Pesquisa e Ensino (IDOR), S~ao Paulo, Brazil; Instituto do Câncer do Estado de S~ao Paulo, Universidade de S~ao Paulo, S~ao Paulo, Brazil;
Instituto do Câncer do Estado de S~ao Paulo (ICESP), Universidade de S~ao Paulo, S~ao Paulo, Brazil; Oncology Department, Instituto do Câncer do Estado de S~ao Paulo, S~ao
Paulo, Brazil; Instituto do Câncer do Estado de S~ao Paulo (ICESP), Universidade de S~ao Paulo and Grupo Oncoclinicas, S~ao Paulo, Brazil; Instituto do Câncer do Estado de
S~ao Paulo (ICESP), Universidade de S~ao Paulo and Instituto D’Or de Pesquisa e Ensino (IDOR), Sao Paulo, Brazil

Background: Doublets with Fluoropyrimidines (F), oxaliplatin (Ox), and irinotecan (Ir) are
standard chemotherapy agents used to treat metastatic colorectal cancer (mCCR). The role of
triplet combination with modified FOLFIRINOX (mFOLFIRINOX) in refractory patients (pts)
previously treated with doublets or monotherapy sequential regimens remains unclear.
Methods: This single-arm, open-label phase II trial employed a Simon two-stage design.
Eligible pts had mCCR with documented progression after treatment with doublets or sequen-
tial monotherapy regimens containing F, Ox, and Ir. Pts with RAS wild-type tumors were
required to be refractory to anti-EGFR therapy. The mFOLFIRINOX regimen consisted of 5-FU
(2400mg/m², continuous infusion over 46 hours), Ox (85mg/m², D1), Ir (150mg/m², D1), and
leucovorin (200mg/m², D1), administered every 14 days. The primary endpoint was the disease
control rate (DCR) as assessed by RECIST v1.1. According to the Simon design, the study would
be considered positive if 4 ormore pts achieve disease control among 25 pts in the second stage.
Secondary endpoints included objective response rate (ORR), progression-free survival (PFS),
overall survival (OS), and safety. Results: Between October 2021 and October 2024, 25 pts were
enrolled. Three pts did not receive treatment due to consent withdrawal (n = 1) or clinical
deterioration fromdisease progression before treatment initiation (n = 2). All pts had proficient
mismatch repair (pMMR) tumors; 16 (64%) had KRAS/NRASmutations, andmost tumorswere
left-sided (n = 20, 80%). At Intention to Treat analyses, 16.6% (n = 4) achieved a partial
response, 44% (n = 11) had stable disease, and 28% (n = 7) experienced disease progression as
their best radiologic response. TheDCRwas 60% (n = 15), and theORRwas 16.6% (n = 4).With a
median follow-up of 6.8 months, 17 pts experienced disease progression or death. The median
PFSwas 5.7months, and themedianOSwas9.3months. No significant differences inDCR,ORR,
PFS, or OS were observed based on RASmutation status or tumor sidedness; among 22 pts who
received at least one cycle of mFOLFIRINOX, 68.1% (n = 15) experienced grade 3 or higher
adverse events, including one treatment-related death. Conclusions: mFOLFIRINOX demon-
strated efficacy as a rescue regimen for refractory mCCR previously refractory to doublets or
sequential monotherapy regimens containing Ox, Ir, fluoropyrimidines, and anti-EGFR ther-
apy. Clinical trial information: NCT05354817. Research Sponsor: None.
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Safety and efficacy of reduced-port laparoscopic surgery for patientswith 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

The full, final text of this abstract will be available at meetings.asco.org on the day of
presentation and in the online supplement to the June 10, 2025, issue of the Journal of Clinical
Oncology.
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Analysis ofmutational profiles and their correlation with organ-specific metastases
in MSS and BRAFwt colorectal cancer (mCRC).

Francesc Salva, Alba Mas, Marta Rodrı́guez Castells, Nadia Saoudi Gonzalez, Iosune Baraibar, Javier Ros Monta~ná, Clara Salvà, Pau Mascaró Baselga, Ariadna Garcia,
Adriana Alcaraz, Eduardo Garcı́a-Galea, Raquel Comas, Rosa Querol, Sandra Soriano, Andrea Plaja, Elena Cillan, Lara Nonell, Ana Vivancos-Prellezo, Josep Tabernero,
Elena Elez; Vall d’Hebron Institute of Oncology (VHIO), Vall d’Hebron University Hospital, Barcelona, Spain; Vall Hebron Insistute of Oncology (VHIO), Barcelona, Spain; Vall
d’Hebron Institute of Oncology, Barcelona, Spain; Vall d’Hebron Institute of Oncology (VHIO), Vall d’Hebron University Hospital, Barcelona, Spain; Vall d’Hebron, Institute of
Oncology, Barcelona, Spain; Hospital Vall d’Hebron, Barcelona, Spain; Hospital Universitari Vall Hebron, Barcelona, Spain; Vall d’Hebron Institute of Oncology (VHIO),
Barcelona, Spain; Vall d’Hebron Institute of Oncology (VHIO), Barcelona, Spain; Oncology Data Science (ODysSey) Group, Vall d’Hebron Institute of Oncology (VHIO), Vall
d’Hebron Barcelona Hospital Campus, Barcelona, Spain; Consorci Corporació Sanitària Parc Tauĺı, Sabadell, Spain; Parc Tauli ́University Hospital, Parc Tauĺı Institute of
Research and Innovation I3PT, Barcelona Autonomous University, Sabadell, Spain; B-ARGO Group, IGTP, Catalan Institute of Oncology-Badalona, Badalona, Spain; Althaia.
Xarxa assistencial universitària de Manresa, Manresa, Spain; Vall d’Hebron Barcelona Hospital Campus and Institute of Oncology (VHIO), Barcelona, Spain; Department of
Medical Oncology, Vall d’Hebron University Hospital (HUVH), Vall d’Hebron Institute of Oncology (VHIO), IOB-Quiron, UVic-UCC, Barcelona, Spain

Background: In BRAFwt/ MSS mCRC, the mechanisms driving distinct metastatic dissemina-
tion patterns remain unclear. Understanding them is crucial, as dissemination profiles influ-
ence therapeutic strategies, such as immunotherapy for patients (pts) without liver metastasis
(mets) or locoregional approaches and liver transplantation for those with liver-limited
disease. NGS advances provide genomic data, offering opportunities to identify predictive
signatures that link molecular profiles to metastatic patterns. This study investigates muta-
tional profiles to uncover correlationswith organ-specificmets in pts treated at our institution.
Methods: This study included pts with unresectable MSS/BRAFwt mCRC treated at Vall d’He-
bronHospital (2010–2020). Pts were grouped into three clinical categories based onmetastatic
patterns: liver-limited disease (LLD), exclusively extrahepatic disease (EXTRAHEP), and he-
patic and extrahepatic disease (BOTH). Molecular analyses were performed using NGS pre-
screening data available at our institution. Mutations were grouped in two approches: (1) by
biological significance using cancer hallmark genes from published datasets (Zhang, Front
Genet2020; Sondka,Nat Rev Cancer2018), and (2) bymolecular pathways based on the Sanchez-
Vega dataset (Cell 2018). Statistical analyses were conducted using R version 4.3.2. Results: A
total of 1,026 pts were included (204 LLD, 297 EXTRAHEP, and 525 BOTH), with molecular
analyses performed on 360 samples (35% overall; 31.8%, 39.7%, and 33.7%, in each group,
respectively). The median number of genes with pathogenic mutations per sample differed
significantly between groups: 2.28 in LLD, 2.44 in EXTRAHEP, and 2.65 in BOTH (p = 0.01).
BOTH showed significantly greater increase than LLD in mutated genes associated with five of
the ten analyzed hallmarks: activation of invasion andmets, resistance to cell death, evasion of
growth suppressors, sustaining proliferative signaling, and replicative immortality. Compared
to EXTRAHEP, BOTH also hadmoremutations in invasion andmets activation and proliferative
signaling (adjusted p-value, 0.05 for all the hallmarksmentioned). For pathway associations,
WNT pathway activation was higher in BOTH than EXTRAHEP (p = 0.004), driven by more
frequent APC mutations in BOTH (82% vs. 69%, adj. p = 0.049). Conclusions: This study
provides evidence that ptswithbothhepatic and extrahepatic disease exhibit enrichment in five
cancer hallmarks and the WNT pathway compared to other metastatic patterns. This suggests
the tumor’s potential to adapt to diverse microenvironments. Despite the statistical signifi-
cance, the magnitude of the observed differences in mutated genes is not yet clinically useful.
These findings highlight the need for collaborative efforts to develop mutational profiles that
predict organotropism and guide therapy. Research Sponsor: None.
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Patterns of immunotherapy use in dMMR/MSI-H metastatic CRC.

Hayley Lemisch, Li Zhang, Jill Hasler, Efrat Dotan, Vanessa Wookey; Temple University Lewis Katz School of Medicine, Philadelphia, PA; Fox Chase Cancer Center,
Philadelphia, PA; Ann B. Barshinger Cancer Institute, Penn Medicine Lancaster General Health, Lancaster, PA

Background: Immune checkpoint inhibitors (ICI) are more effective in mismatch repair
deficient/microsatellite instability high (dMMR/MSI-H) metastatic colorectal cancers (mCRC)
compared to chemotherapy (chemo). However, real-world data and patterns of use are limited.
We evaluated real-world ICI use in mCRC after FDA approval in 2017 and approval as first-line
(1L) therapy in 2020, and the impact on survival. Methods: We used the nationwide Flatiron
Health electronic health record (EHR) derived de-identified database to determine patterns of
ICI usage in patients diagnosed with dMMR/MSI-H mCRC since 2013. Trends in ICI use were
estimatedwith the Cochran-Armitage test, while real-world time to next treatment (rwTTNT),
progression free survival (rwPFS), and overall survival (OS) between ICI vs chemo only groups
were estimated with Kaplan Meier curves and log-rank test. Multivariate Cox Proportional-
Hazards Models were fitted to adjust for potential cofounding variables (ie sex, performance
status (ECOG) and treatment). Hazard ratios, p-values and 95% confidence intervals are
presented. Proportional hazards assumptions were tested for violations. Results: Of 41,431
patients diagnosedwithmCRC since 2013, 1,707were dMMR/MSI-H and received therapy; thus
were included in the analyses. Mean age was 66 years, 925 (54%) were female, and 884 (52%)
had de novo mCRC. BRAF and RAS mutations were detected in 604 (35%) and 372 (22%)
patients, respectively. Of 1,707 eligible patients, 573 (34%) received 1L ICI and 1,116 (66%)
received 1L chemo. Of those who received 1L ICI, 480 (43%) received a single ICI and 56 (5%)
received dual ICI. There was a linear increase in the proportion of ICI-based treatments used
over time in both the 1L and second line (2L). With a median follow-up of 38.2 months (mo);
median OS for patients who received 1L chemowas 25.9mo vs 51.6mowith 1L ICI (HR 0.62, p,

0.0001, 95%CI 0.52-0.73). Presence of a BRAFmutation was associated with worse OS (median
OS 44.4mo, 95%CI 31.2-61.1) vs. no BRAFmutation (medianOS not reached (NR), 95%CI 51.6-
NR) in patients receiving 1L ICI (p = 0.0046). The presence of a RAS mutation was not
significantly associated with OS. Median rwTTNT after 1L ICI was 31.8 mo (95% CI 23.7-
50.2), compared to patients whose first ICI was in the 2L (21.9 mo [95% CI 12.9-36.8]) or
third line (3L) (9.5 mo [95% CI 5.7-18.0]) (p = 0.0041). Median rwPFS for first receipt of ICI in
the 1L was 18.1 mo (95%CI 13.2-30.1) compared to first receipt in 2L (8.3mo [95%CI 6.5-14.5])
or 3L (4.8 mo [95% CI 4.0-13.7]) (p = 0.0032). Conclusions: There was a linear increase in the
proportion of patients with dMMR/MSI-H mCRC treated with ICI, associated with FDA ap-
provals in 2017 and 2020.Male gender and presence of a BRAFmutation in patients receiving 1L
ICI and receipt of 1L chemowere inversely associatedwith OS. Receipt of ICI in earlier treatment
lines was associated with increased rwPFS and rwTTNT. Patients with dMMR/MSI-H mCRC
benefit from receiving early ICI. Research Sponsor: None.
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Colorectal cancer with gene fusions: Navigating the genomic landscape and
treatment selection in a phase I unit.

Camila Braganca Xavier, Lei Kang, Hung Le, Michael Kahle, Apostolia Maria Tsimberidou, Aung Naing, Ecaterina Elena Dumbrava, Jordi Rodon Ahnert, Paula R. Pohlmann,
Sarina A. Piha-Paul, Siqing Fu, Stephane Champiat, Timothy A. Yap, Tin-Yun Tang, Scott Kopetz, Funda Meric-Bernstam, David S. Hong; Department of Investigational
Cancer Therapeutics, The University of Texas MD Anderson Cancer Center, Houston, TX; Precision Oncology Decision Support Department, The University of Texas MD
Anderson Cancer Center, Houston, TX; Department of Investigational Cancer Therapeutics (Phase I Program), The University of Texas MD Anderson Cancer Center,
Houston, TX; Department of Gastrointestinal Medical Oncology, The University of Texas MD Anderson Cancer Center, Houston, TX

Background:Gene fusions are rare genomic events in colorectal cancer (CRC) and can co-occur
with other potentially actionable alterations. Navigating early-phase trial selection in this
scenario can be challenging. Objectives: To evaluate the genomic landscape, treatment selec-
tion, and clinical outcomes of patients (pts)with CRCharboring gene fusions enrolled in at least
one clinical trial in the Department of Investigational Cancer Therapeutics, The University of
Texas, MD Anderson Cancer Center. Methods: We used a computerized data extraction tool to
review clinical and genomic data of pts with CRC harboring gene fusions between June 2011 and
June 2024. The actionability of the genomic alterationswas classified by the Precision Oncology
Decision Support team. Median overall survival (mOS) was defined as the time from consent to
the date of death or last follow up. Kaplan-Meier method was used to estimate survival and the
Cox proportional hazards model to evaluate the impact of multiple variables. Results: 56 pts
were included (28 female; 28 male) with a median age of 50.5 years (range 25-84). Colon was
the most frequent tumor location (n=29, 51.8%) followed by rectal (n=15, 26.8%), small bowel
(n=8, 14.3%), and appendiceal (n=3, 5.3%). Most cases had adenocarcinoma histology (n=54,
96.4%). The median time from diagnosis to completion of the molecular test identifying the
gene fusion was 3 mo (range 0-36) for pts whose tumors were diagnosed in the metastatic
setting. A total of 65 fusions were identified (range 1-3 per pt); 48 of them occurring in
actionable or potentially actionable genes (78.8%) and 17 in non-actionable genes (26.2%).
RAS alterations were present in 27 cases (48.2%) and BRAF alterations in 10 cases (17.9%). 8
patients had alterations in ERBB2 (14.3%) and 32 in genes related to DNA damage repair (DDR;
57.1%). In total, patients were enrolled in 91 trials (range 1-7 per pt). Target therapy (TT) was
offered to 33 pts (58.9%) while the remaining were offered non-TT (n=23, 41.1%). Treatment
selection was fusion-driven in 10 cases (17.9%; 4 NTRK, 3 FGFR, 1 RET, 1 ROS1, and 1 ALK).
Notably, one pt with a ETV6-NTRK fusion was enrolled sequentially in 4 immunotherapy (IO)
and TT trials, surviving on-trial for over 3.5 years. 3 patients received TT for KRAS (5.4%), 4 for
BRAF (7.1%), 4 for ERBB2 (7.1%), and 8 forDDRalterations (14.3%). ThemOSwas 10.0mo (95%
CI, 5-NR) for pts receiving non-TT and 11mo (95%CI, 3-21) for patients receiving TT (p 0.985).
Age group (cutoff 50 years), gender, cancer stage at diagnosis, RAS, BRAF and DDR alterations,
and treatment type (TT vs. non-TT or IO) were not related to survival in the multivariate level
(p=0.9). Conclusions: A comprehensive genomic evaluation of pts with CRC harboring gene
fusions can expand early-phase treatment possibilities. DDR alterations are more frequent in
this group than in unselected CRC cohorts and can represent an additional target for TT.
Research Sponsor: None.
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The efficacy of watch and wait strategy or surgery after neoadjuvant immuno-
therapy for locally advanced colorectal cancer with dMMR/MSI-H guided by ctDNA
dynamic monitoring (WINDOW): A single-center, open-label, prospective, phase II
study.

Xuan Zhang, Di Cao, Jie Du, Ruixi Hu Jr., Xinyi Cai Sr., Tao Wu Jr., Kun Yu Sr., Ya Zhang, Cuifeng Xia Sr., Yuqin Wang, Quan Yang Jr., Yun-Feng Li Sr.; Yunnan Cancer
Hospital, Kunming, Yunnan, China; State Key Laboratory of Oncology in South China, Collaborative Innovation Center of Cancer Medicine, Sun Yat-Sen University Cancer
Center, Guangzhou, Guangdong, China

Background: Circulating tumor DNA (ctDNA) has shown potential in predicting the efficacy of
neoadjuvant treatment for colorectal cancer (CRC). However, evidence is limited for patients
with deficient mismatch repair (dMMR) / microsatellite instability-high (MSI-H) CRC, who
respond well to immunotherapy. This study explores an optimal ctDNA-guided neoadjuvant
immunotherapy (nIT) strategy in locally advanced CRC (LACRC) patients with dMMR/MSI-H.
Methods: We conducted a single-center, open-label, phase 2 trial named WINDOW involving
dMMR/MSI-H LACRC patients. Patients received the anti-PD-1 antibody tislelizumab every
three weeks. ctDNA was monitored at baseline, after 2, 4, 5, or even 6 to 8 cycles, and during
post-watch-and-wait (W&W) or post-surgery periods using the Signatera platform. Starting
from the 4th cycle, patients with two consecutive ctDNA-negative results were eligible for the
W&W approach. Those who did not achieve ctDNA-negative or turned positive during follow-
up continued immunotherapy. Surgery was performed for patients not meeting W&W criteria
by the 8th cycle. The primary endpoint was the complete response (CR) rate, including ctDNA-
negative clinical complete response (cCR) and pathological complete response (pCR). The trial
is registered at ClinicalTrials.gov (NCT06477991). Results: From January 2023 toMay 2024, 24
patients with stage II-III dMMR/MSI-H CRC were enrolled, including 18 with colon cancer and
6 with rectal cancer. At baseline, all patients had detectable ctDNA. After nIT, 87.5% (21/24)
achieved two consecutive ctDNA-negative results. Among the remaining three, two underwent
surgery due to sustained ctDNA-positivity (both TRG3), while one showed continuous ctDNA
decrease despite obstruction and achieved pCR. One patient required emergency surgery for
perforation (confirmed as pCR), while 20 weremanaged with theW&W strategy. Of these, 90%
(18/20) achieved ctDNA negativity after two cycles, and 95% (19/20) after five cycles of nIT.
With a median follow-up of 20.3 months (range: 8.7–25.0 months), none experienced re-
currence, resulting in an overall CR rate of 91.7% (22/24). Notably, if ctDNA remained positive
after the 5th cycle, the CR rate was only 25% (1/4), while it reached 100% (20/20) if ctDNA
became negative. From the perspective of organ preservation, only 45.5% (10/22) of patients
avoided surgery based on imaging alone; however, with ctDNA-guided management, 83.3%
(20/24) avoided surgery. Conclusions: NIT demonstrates high efficacy in dMMR/MSI-H
LACRC. The ctDNA-guided W&W strategy significantly improves organ preservation rates.
Monitoring ctDNA negativity after the 5th cycle of nIT is a crucial marker of high CR rates,
suggesting this cycle may represent the optimal monitoring window during nIT. Clinical trial
information: NCT06477991. Research Sponsor: The Joint Special Funds for the Department of
Science and Technology of Yunnan Province-Kunming Medical University; 202201AY070001-
149.
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Laparoscopic versus open liver resection for colorectal liver metastasis: An indi-
vidual participant data meta-analysis of randomized controlled trials.

Åsmund Avdem Fretland, Bram Olij, Gabriela Pilz da Cunha, Mohammed Abu Hilal, Sian Alexandra Pugh, Victor Lopez-Lopez, Davit Aghayan, Roberto Brusadin,
Robert Fichtinger, Luca A. Aldrighetti, Christoph Kuemmerli, Jasper P. Sijberden, Marc G. Besselink, Roberto Troisi, Lloyd Brandts, John Neil Primrose, Bjørn E. Edwin,
Ricardo Robles-Campos, Ronald M. Van Dam; Oslo University Hospital, Oslo, Norway; Maastricht University Medical Center, Maastricht, Netherlands; Amsterdam UMC,
location University of Amsterdam, Cancer Center Amsterdam, Amsterdam, Netherlands; The University of Jordan, Amman, Jordan; Southampton University Hospital NHS
Foundation Trust, Southampton, United Kingdom; Virgen de la Arrixaca Clinic and University Hospital, Murcia, Spain; Hepatobiliary Surgery, IRCCS San Raffaele Hospital,
Milan, Italy; University Hospital Southampton NHS Foundation Trust, Southampton, United Kingdom; Amsterdam UMC Location University of Amsterdam, Amsterdam,
Netherlands; Federico II University, Naples, Italy; Maastricht University Medical Center, GROW School for Oncology and Developmental Biology, Maastricht University,
Maastricht, Netherlands

Background: Laparoscopic surgery for colorectal liver metastases (CRLM) is associated with
lower physical impact, shorter length of stay and less postoperative morbidity than open
surgery. To analyze oncological and procedural outcomes, a European consortium including
principal investigators of all 4 completed RCTs on laparoscopic (LLR) vs open (OLR) liver
resection performed an individual participant data meta-analysis (IPDMA), including updated
survival data.Methods:Thiswas an IPDMAwith aprimary endpoint of postoperativemorbidity.
Secondary endpoints included overall survival (OS), disease-free survival (DFS) and resection
margin status. A generalized linear mixed model was used to compare OLR and LLR , with trial
as a fixed-effect. Logistic regression analysis was performed for dichotomous variables and
negative binominal regression analysis for continuous variables. Survival analyses were per-
formed using Cox-regression. Results: A total of 761 patients with CRLM were randomly
allocated to LLR (n = 384) or OLR (n = 377). Preoperative chemotherapy was administered
as recommended by the local multidisciplinary team (40% vs 46%). Whilst LLR was associated
with significantly less postoperative morbidity overall (19% vs 27%, adjusted OR 0.62 [95%CI
0.44 to 0.88]), this was not observed in the subgroup of patients receiving neoadjuvant
chemotherapy (25% vs 24%, adjusted OR 1.06 [95%CI 0.63 to 1.79]), p-value for
interaction , 0.001). Hospital stay was shorter after LLR (median 4 vs 5 days, adjusted
percentage difference: -27 [95%CI -37 to -15]) All cause 90-daymortalitywas not significantly
different (1.9% vs 0.8%, adjusted OR: 3.2 [95%CI 0.65 to 16.00]). At 5-year follow-up OS and
DFS were not significantly different (adjusted HR 0.97 [95%CI 0.79 to 1.20] and 1.05 [95%CI
0.86 to 1.27], respectively). In patients who received preoperative chemotherapy, a trend
towards fewer R0 resections in LLR compared to OLR was noted (84% vs 90%, adjusted OR
2.00 [95%CI 0.99 to 4.03], p-value for interaction = 0.053). In patients who did not receive
preoperative chemotherapy therewas no difference in R0 resections (90%vs 86%, adjusted OR
0.76 [95%CI 0.41 to 1.40]). Liver specific recurrence was not different between LLR and OLR
(37%vs 37%, adjustedOR 1.02 [95%CI 0.76 to 1.34), neitherwas time to adjuvant chemotherapy
(45 days vs 49 days, adjusted OR 1.12 [95%CI 0.91 to 1.38]) nor median number of adjuvant
courses (8 vs 8, adjusted percentage difference 0.07 [95%CI -0.11 to 0.24]). Conclusions: This
IPDMAof 761 patients in 4RCTs across Europe confirms that laparoscopic resection for CRLM is
superior to open resection with regards to short term outcomes, with no differences observed
on long term oncological outcomes. However, in patients who received preoperative chemo-
therapy, the benefit of the laparoscopic approach is questionable. Research Sponsor: None.
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Prognostic factors of survival and recurrence after liver transplantation for unre-
sectable colorectal liver metastases: Results from the TransMet trial.

Rene Adam, Kawther Nheri, Laurence Chiche, Ephrem Salamé, Olivier Scatton, Victoire Granger, Michel Pierre Ducreux, Umberto Cillo, Francois Cauchy, Jean-Yves Mabrut,
Chris Verslype, Laurent Coubeau, Jean Hardwigsen, Emmanuel Boleslawski, Fabrice Muscari, Jan Lerut, Francis Albert Lévi, Maité Lewin, Lamiae Grimaldi,
Maximiliano Gelli, TRANSMET Collaborative Study Group; Paul Brousse Hospital, Villejuif, France; Clinical Research Unit, AP-HP Hôpital Kremlin Bicêtre, University of
Paris-Saclay, Le Kremlin Bicêtre, France; Service de Chirurgie HPB Transplantation, Hopital Haut Leveque, Bordeaux, France; Chirurgie Digestive Hépato-biliaire et
Pancréatique, Tours, France; Service de Chirurgie Hépato-Biliaire, Hôpital Pitié-Salpêtrière, Paris, France; Gastroenterology Department, Grenoble Teaching Hospital,
Grenoble, France; Department of Medical Oncology, Gustave Roussy Cancer Center, Villejuif, France; Hepatobiliary Surgery and Liver Transplant Unit, Azienda Università di
Padova, Padova, Italy; Hopital Beaujon - Assistance publique - Hôpitaux de Paris (APHP), Clichy, France; University Hospital Lyon, Lyon, France; University Hospitals
Leuven, Leuven, Belgium; Université de Louvain, Louvain, Belgium; Assistance Publique – Hôpitaux de Marseille, Marseille, France; Department of Digestive Surgery and
Transplantation, University Hospital of Lille, Lille, France; Hôpital Rangueil CHU Toulouse, Toulouse, France; Université Catholique de Louvain, Louvain, Belgium; AP-HP
Hopital Paul Brousse, Villejuif, France; Assistance Publique - Hôpitaux de Paris (APHP) University Paris-Saclay, Villejuif, France; Clinical Research Unit, Assistance
Publique - Hôpitaux de Paris (APHP) University Paris-Saclay, Kremlin Bicêtre, France; Université Paris-Saclay, Gustave Roussy, Villejuif, France

Background: Liver transplantation (LT) has recently proved to improve the survival of selected
patients with unresectable colorectal livermetastases (uCRLM) compared to chemotherapy (C)
alone. However, recurrence rates remain high, stressing the need for a better patient selection.
This exploratory study aimed to identify prognostic factors associated with recurrence and
death in patients undergoingLTas part of theTransMet trial.Methods:Data from36patients of
the LT+C arm (per protocol population) were analyzed including age, gender, TNM and RAS
status of theprimary tumor, characteristics ofmetastases at diagnosis andat LT, chemotherapy
regimen, tumor response (RECIST), and timeframe from primary resection to LT. Associations
with recurrence and death were explored. Variables with . 5 observations per group and p-
values# 0.10 in univariable analysis were included inmultivariablemodels.Results:Among the
36 transplanted patients, 27 experienced recurrence and 9 died after 50-month follow-up.
Recurrence: At univariable analysis two factors were associated to a higher risk: serum CEA
levels . 5 ng/ml at time of LT (11/11 vs 11/18, p 0.01) and oxaliplatin-based first line chemo-
therapy (14/16 vs 13/20, p 0.04). Two other factors showed a trend toward statistical signif-
icance: Female sex (14/15 vs 13/21, p 0.10) and . 20 metastases at diagnosis (11/17 vs 16/19, p
0.09). At multivariable analysis, CEA levels at LT . 5 ng/ml (HR: 2.91; 95% CI: 1.0–8.2; p 0.04)
emerged as an independent predictor of recurrence. Female sex (HR: 2.2; 95% CI: 0.8–5.3; p
0.08) andoxaliplatin-based first line chemotherapy (HR: 2.0; 95%CI: 0.8–4.8; p 0.13)were also
associated with around 2-fold higher risk of recurrence, although not reaching statistical
significance. Death: At univariable analysis,two factorswere significantly associated with a
higher risk: female sex (7/15 vs 2/21 formale, p 0.03) and. 24 cycles of chemotherapy before LT
(8/19 vs 1/15, p 0.05). Two other factors showed a trend toward highermortality: no response to
1st line chemotherapy (6/14 vs 3/22, p0.06) and stable disease (vs partial response) before LT (8/
22 vs 1/14, p 0.08). At multivariable analysis, female sex emerged as independent predictor of
death (HR5.1; 95%CI: 1.0-25.0; p=0.04).More than24 cycles of chemotherapy (HR7.1; 95%CI:
0.9 – 51.0; p 0.07) and stable disease (vs partial response) at LT, showed an approximately 7-
fold increase in the risk of mortality, although not reaching statistical significance.
Conclusions: Within the limits of a reduced sample size, these results suggest that LT should
be envisaged early in the history of potential candidates to LT to reduce the number of cycles of
chemotherapy. Both morphological and biological tumor response, initially and at time of LT,
are essential. The notable influence of female sex on post-LT outcome needs to be further
explored. Clinical trial information: NCT02597348. Research Sponsor: None.
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Impact of inflammatory bowel disease on outcomes of colorectal cancer patients
undergoing open resection.

Abhinav Malik, Simran Dahiya, Yara Alnaber, Harkaran Shergill, Renuka Verma, Dhruvkumar Gadhiya, Anaiya Singh, Saisree Reddy Adla Jala, Kamleshun Ramphul,
Suma Sri Chennapragada; Freelance Physician, New Delhi, India; Maulana Azad Medical College, New Delhi, India; The University of Jordan, Jordan, Jordan; University of
Nevada, Las Vegas, Las Vegas, NV; St. Luke’s University Health Network Anderson Campus, Easton, PA; LSU Health, Shreveport, LA; Mission Hospital, Asheville, NC;
Independent Researcher, Triolet, Mauritius

Background: Colorectal cancer(CRC) is, at present, the fourthmost common cause of cancer in
the United States, with more than 140,000 new cases and 52,000 deaths yearly. Patients with
inflammatory bowel disease(IBD) are at increased risk of CRC secondary to the pro-neoplastic
effects of chronic mucosal inflammation. Open resection is one of the treatment modalities
among CRC patients. Research evaluating the impact of IBD on the short-term outcomes of
open resection is limited.Methods: TheNational Inpatient sample was utilized to identify open
resection procedures among colorectal cancer patients through International Classification of
Diseases, 10th edition (ICD-10) codes. Our study contained patients ages 18 and older. We
created two groups of patients consisting of caseswith andwithout a history of IBD. Descriptive
statistics were conducted for patient demographics and pre-existing comorbidities. We re-
ported the adjusted odds ratio(aOR) and their 95% confidence intervals for differences in
surgical and post-surgical complications. Results: This study investigated 318115 open re-
sections among colorectal cancer patients, which involved 3675(1.2%) with IBD. The cases of
IBD contained a younger samplewith amean age of 60.95 years, while our non-IBDgroup had a
mean age of 66.95 years(p , 0.01). In addition, IBD patients expressed a lower mean Charlson
Comorbidity Index(CCI) score of 4.21(vs. 4.34, p , 0.01). Our IBD group presented with higher
aOR of severe sepsis with septic shock (1.224, 95% CI 1.030-1.455, p = 0.022), acute kidney
injury(AKI)(1.172, 95% CI 1.059-1.297, p , 0.01), cardiopulmonary resuscitation (CPR)(2.148,
95% CI 1.437-3.212, p, 0.01), and wound infection(1.377, 95% CI 1.139-1.664, p, 0.01). On the
other hand, IBD was linked with lower odds of bleeding(aOR 0.808, 95% CI 0.686-0.952, p =
0.011) but was more likely to undergo blood transfusion(aOR 1.153, 95% CI 1.036-1.284, p ,

0.01). However, events of acute respiratory failure (aOR 1.024, 95% CI 0.877-1.195, p = 0.767),
postoperative pneumothorax(aOR 1.286, 95% CI 0.684-2.417, p = 0.436), use of mechanical
ventilation(aOR 1.181, 95% CI 0.996-1.400, p = 0.056), vasopressors (aOR 1.012, 95% CI 0.780-
1.315, p = 0.926), and all-cause mortality (aOR 1.026, 95% CI 0.808-1.304, p = 0.831) did not
differ. Conclusions: Among CRC patients undergoing open resection, patients with IBD were
younger and hadhigher odds of septic shock, AKI, CPR,wound infection, and blood transfusion.
Although we failed to find differences in short-term mortality, it is crucial to conduct long-
term studies to evaluate responses and relapses following open resection and post-discharge
complications. Research Sponsor: None.
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A multicenter randomized phase II trial assessing the efficacy and safety of
mCapOX plus cetuximab and mFOLFOX6 plus cetuximab as first-line treatment for
patients with RAS/BRAF wild-type metastatic colorectal cancer: Primary results of
the CAPCET study.

Yuwen Zhou, Ping Chen, Jin Wang, Yongdong Jin, Yan Li, Chuan Chen, Hong Qiu, Yanmin Shen, Qing Qiao, Hao Liu, Ellen Huang, Lin Xie, Yanhong Deng, Xin Chen, Lei Yang,
Li Zhang, Xiuyong Liao, Zhang Lei, Tao Zhang, Meng Qiu; Colorectal Cancer Center, West China Hospital, Sichuan University, Chengdu, China; General Hospital of Ningxia
Medical University, Yinchuan, Ningxia, China; Department of Oncology, Mianyang Central Hospital, Mianyang, Sichuan, China; Sichuan Cancer Hospital, Chengdu, China;
Department of Oncology, YAAN People’s Hospital, Yaan, Sichuan, China; Southwest Hospital of Third Military Medical University, Chongqing, China; Tongji Hospital
Affiliated to Tongji Medical College of Huazhong University of Science & Technology, Wuhan, China; Chengdu Chengnan Jinhua Hospital, Chengdu, Sichuan, China;
Department of Medical Oncology, The People’s Hospital of Leshan, Leshan, Sichuan, China; Department of Medical Oncology, Sichuan Academy of Medical Sciences &
Sichuan Provincial People’s Hospital, Chengdu, Sichuan, China; The First Affiliated Hospital of Gannan Medical College, Ganzhou, China; Department of Gastrointestinal
Medical Oncology, Peking University Cancer Hospital Yunnan, Yunnan, Yunnan, China; The Sixth Affiliated Hospital, Sun Yat-sen University, Guangzhou, China; Department
of Oncology, West China Fourth Hospital of Sichuan University, Chengdu, Sichuan, China; Department of Oncology, Affiliated Hospital of Panzhihua University, Panzhihua,
Sichuan, China; Chongqing University Three Gorges Hospital & Chongqing Three Gorges Central Hospital, Chongqing, China; Department of Oncology, Qianjiang Central
Hospital of Chongqing, Qianjiang, Chongqing, China; Department of Oncology, The Central Hospital of Wuhan, Wuhan, Hubei, China; The First Affiliated Hospital of
Chongqing Medical University, Chongqing, China; Colorectal Cancer Center, West China Hospital, Sichuan University, Chengdu, Sichuan, China

Background: This CAPCET randomized phase II trial was designed to assess the efficacy and
safety of modified capecitabine and oxaliplatin (mCapOX) plus cetuximab (CET) and modified
fluorouracil, leucovorin, and oxaliplatin (mFOLFOX6) plus cetuximab (CET) for the first-line
treatment of left-side unresectable RAS/BRAF wild-type (wt) metastatic colorectal cancer
(mCRC). Methods: CAPCET was an open-label, multicenter, randomized, non-comparative
phase II trial. Patients with unresectable RAS/BRAF wt mCRC were randomly assigned (1:1) to
receive up to 12 cycles biweeklymCapOX (capecitabine 1000mg/m2 orally twice daily onDay 1-7
and oxaliplatin 85 mg/m2 iv on Day 1) plus CET (500mg/m2 iv on day 1) (arm A) or biweekly
mFOLFOX6 (oxaliplatin 85 mg/m2 iv on day 1, leucovorin 400 mg/m2 iv on day 1, fluorouracil
400mg/m2 iv bolus on day 1, then fluorouracil 2400 mg/m2 continuous infusion over 46-48h)
plus CET (500mg/m2 iv on day 1)(armB) followed bymaintenance(either capecitabine plus CET
or capecitabine alone at the discretion of the investigators) or treatment-free intervals until
progression on treatment, toxicity, or death. The primary endpoint was progression-free
survival (PFS) rate at 9 months from randomization. Results: Between September 2021 and
April 2024, 168 patients (84 in arm A and 84 in arm B) were enrolled in 20 China centres.
Baseline characteristics were well balanced between arms. After a median follow-up of
21.0 months (IQR,19.5-22.5), the 9 months-PFS rates were 70.9% (95% CI 61.1%-82.3%) in
arm A and 66.8% (95% CI 56.7%-78.6%; HR = 1.11, P = 0.558) in arm B, and the primary
endpoint wasmet. Themedian PFS (armA/B) was 12.7months (95%CI 10.8–15.2)/12.0months
(95%CI 9.7–14.1). The overall response rate (ORR) and disease control rate (DCR) in armAwere
higher than those in armBwith69.2%versus 60.3%and96.2%versus 89.7%, respectively. The
2-year overall survival (OS) rate (arm A/B) was 66.8% (95% CI 54.2%–82.3%)/65.6% (95% CI
52.5%–82.0%), and the median OS not reached. Grade$3 adverse events (AEs) occurred in
28.8% of safety population set (n = 156), with 7.7% in arm A and 21.2% in arm B. The most
commonly Grade$3 AEs was neutropenia, rash, leukopenia and there were no grade 5 AEs
reported.Conclusions:TheCAPCET studymet its first endpoint of 9-monthPFS rate in patients
withRAS/BRAFwtmCRC. BiweeklymCapOXplus CEThadhigher ORRandDCR thanmFOLFOX6
plus CET, with signally reduced toxicity. Longer follows-up and a multicenter, open-label,
randomized, controlled Phase CAPCET- III study (NCT06616259) will be further validate this
innovative regimen. Clinical trial information: NCT05022030. Research Sponsor: The Depart-
ment of Science and Technology of Sichuan Province; The Postdoctor Research Fund of West
China Hospital, Sichuan University; The Nation-Sponsored Postdoctor Researcher Program;
The Science and Technology Innovation 2030-Major Project (Young Talent Cultivation Pro-
gram); The 1.3.5 Project for Disciplines of Excellence, West China Hospital, Sichuan University.
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A medically tailored meal (MTM) delivery program to reduce nutritional decline and
improve treatment tolerance in patients with colorectal cancer (CRC): A pilot study.

Kara Stromberg, Nadine Osorio, Jill Hasler, Juan Pablo Chavez, Yana Chertock, Rishi Jain, Michael J. Hall; Fox Chase Cancer Center, Philadelphia, PA; Merck & Co, Inc.,
Rahway, NJ

Background:Colorectal cancer (CRCCA) is the 3rdmost commonCAamongUS adults. Over 50%
of CRC patients (pts) present with advanced disease, necessitating adjuvant or palliative
chemotherapy. Nearly 50% CRC pts will be diagnosed with malnutrition (MN) during their
CA journey.MN is associatedwith reduced quality of life, poorer response to chemotherapy, and
reduced survival. The provision of medically tailored meals (MTM) improves access to nutri-
tious foods to support pts’ caloric/nutrient needs and preferences. Remote delivery of MTMs
could serve as an impactful intervention for pts at highest risk ofMN and to improve treatment
tolerance. Methods: Primary outcomes were feasibility (enrollment/adherence/retention) and
acceptability of an MTM program in pts undergoing 5-FU based therapy for CRC; secondary
included weight maintenance, MNmeasured by PG-SGA (Patient-Generated Subjective Global
Assessment), HEI (Healthy Eating Index) score generated by VioScreen, a validated comput-
erized food frequency tool, QOL measured by FACT-C/FACT-G, and treatment disruption. The
MTM program included daily meals delivered weekly and nutritional counseling at 4 time-
points. Results: Among 100 eligible CRC pts approached, 48 consented and 52 declined,
primarily due to lack of interest in MTMs (35/52, 67%). 40/48 (83%) initiated the MTM
program and 32/40 (80%) completed it, including 13 (41%) Stage II/III and 19 (59%) Stage
IV patients. 16/48 (33%) consented pts discontinued the study due to non-compliance (n = 4),
post-consent refusal (n=4), dissatisfactionw/meals (n= 7) or death (n= 1). Pts hadmeanage of
56 yrs (range 32-78), with 51% female, 20% African American, and 15% Hispanic. 34% had ,

HS diploma, and 56% reported income of,$50,000. Enrollment (44%, goal. 50%,minimum
40%), counseling adherence (52.5%, goal . 66%, minimum 50%) and study retention rate
(81%, goal . 70%) measured by end-of-study survey completion all surpassed a priori un-
favorable result threshold (lower feasibility limit), but only retention met its target. Accept-
ability was high: 92% were satisfied with the MTM program and 91% would recommend it.
Mean weight was maintained during study (181.2 lbs start, 181.6 lbs end) and mean PG-SGA
score declined (7.5 to 5.4, indicating lower risk of MN at the end of the study). Mean HEI scores
decreased slightly (63.3 start, 61.6 end, indicating a slight reduction in dietary quality)
throughout the program; however, more than half of pts (56%, n = 14) demonstrated an
increase in their HEI scores, suggesting improved quality of food consumed. Conclusions: Our
MTMdelivery programwas highly acceptable andwas associatedwithweightmaintenance and
improved PG-SGA scores in CRC pts receiving 5-FU based therapy. Further research of MTM
delivery programs should consider retention challenges among pts facing advanced GI cancers.
Research Sponsor: Manna Pilot Funding.
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Relapse patterns, risk factors, re-resectability and survival after curative treatment
for metastatic colorectal cancer (mCRC): A RAXO substudy.

Pia J. Osterlund, Joel Kontiainen, Kaisa Inkeri Lehtomäki, Timo T. Muhonen, Aki Uutela, Emerik Osterlund, Eetu Heervä, Hanna Stedt, Raija S. Kallio, Päivi Halonen,
Arno Nordin, Tapio Salminen, Sonja Aho, Maarit Tuulikki Barlund, Annika Ålgars, Raija Ristamäki, Annamarja Lamminmaki, Bengt Glimelius, Helena Isoniemi, The RAXO
Study Group; Tampere University Hospital and Tampere Univeristy, Tampere, Finland; Helsinki University Hospital and University of Helsinki, Helsinki, Finland; Turku
University Hospital and University of Turku, Turku, Finland; Kuopio University Hospital and University of Eastern Finland, Kuopio, Finland; Oulu University Hospital and
University of Oulu, Oulu, Finland; Tampere University Hospital and Tampere University, Tampere, Finland; Uppsala University, Uppsala, Sweden

Background: In mCRC, metastasectomy and/or local ablative treatment (LAT) cures some.
However, over 70% of the patients relapse, with liver, lung and peritoneum being the most
common recurrence sites. Data on recurrence patterns and prognostic factors are mainly
limited to patients with liver metastases treated before 2008. An update including patients
also with multisite metastases treated up-to-date is needed. Methods: In this study, 323
patients from the RAXO-study (2012–2018) were analyzed, 312 patients had undergone
R0–1 metastasectomy and 11 patients had A0–1 LAT. Three patients with postoperative death
were excluded. The remaining 320 patients were prospectively followed for at least five years,
with radiological imaging and blood tests every 3–6 months in the first two years and every
6–12 months thereafter. Median time to recurrence (mTTR), and overall survival (mOS) were
estimated with Kaplan-Meier from the date of curative surgery/LAT for metastases known at
baseline and compared using log-rank. Hazard ratios (HR) were estimated using Cox re-
gression. Results: mTTR was 17 months (CI 95% 13–23 months) with 221 patients (69% of
all) relapsing during follow-up. Totally 135 recurrences (42% of the patients at risk) occurred
during the first year. During the second, third, fourth and fifth year, recurrence occurred in 48
(26%), 27 (20%), 7 (7%) and 1 (1%) patients at risk, respectively. Of patients relapsing during
the first year, 65 (60%)were re-resected with numbers for subsequent years being 18 (67%), 3
(43%), 0 (0%) and 1 (33%), respectively. mTTR, mOS, and re-resectability outcomes for the
most common recurrence sites are presented in the table. Regional lymph nodemetastasis (HR
1.4), RAS mutation (1.4), R1 resection (2.3) and treatment with LAT (2.4) were prognostic for
recurrence (p , 0.05). Conclusions: Two-thirds of curatively treated mCRC patients relapse
within the first four years. Curative-intent re-resection provides good OS for most sites of
recurrence and should be considered when possible. Clinical trial information: NCT01531621.
Research Sponsor: Finska Läkaresällskapet; 2016, 2018, 2019, 2020, 2021, 2022, 2023, 2024,
2025; The Finnish Cancer Foundation; 2019-2020, 2021, 2022-2023, 2025; Relander´s foun-
dation; 2020-2022; The Competitive State Research Financing of the Expert Responsibility
Area of Tampere, Helsinki, Turku, Kuopio, Oulu, and Satakunta Hospitals; 2012, 2016, 2017,
2018, 2019, 2020, 2021, 2022, 2023, 2024, 2025; Tampere University Hospital Fund; Tukisäätiö
2019, 2020, 2023, 2024 and OOO-project 2020, 2022; Helsinki University Hospital research
fund; 2019, 2020, 2021, 2022, 2023, 2024;Mary andGeorg C. Ehrnrooth Foundation; 2023; Liv&
Hälsa; 2023; Radiumhemmets fonder; 2022-2023, 2025-2027; Cancerfonden Sweden; 2023-
2024; Amgen; Unrestricted grant 2012–2020, 2023, 2024; Eli Lilly and Company; 2012-2017;
Merck KGaA; 2012–2020; Roche Oy; 2012–2020; Sanofi; 2012–2017; Servier; 2016–2024.

Resected,
n (%)

mTTR,
months

mOS 1st
resection,
months

Re-
resection,

n (%)

mOS re-
resected,
months

Non-re-
resected,
n (%)

mOS non-
re-resected,
months p

R0–1 resected
patients

320 16 92

Recurrence at any site 221
(100%)

10 61 116 (52%) 79 105 (48%) 44 , 0.01

– Lung 96 (43%) 10 64 45 (20%) 103 51 (23%) 52 , 0.01
– Liver 72 (33%) 8 54 44 (20%) 77 28 (13%) 39 , 0.01
– Distant lymph nodes 37 (17%) 9 56 5 (2%) 58 32 (14%) 48 0.31
– Peritoneum 23 (10%) 10 60 11 (5%) 92 12 (5%) 29 , 0.01
– Local recurrence 21 (10%) 10 58 9 (4%) 58 12 (5%) 56 0.31
– Intrahepatic only 56 (25%) 9 56 41 (19%) 77 15 (7%) 38 , 0.01
– Intrapulmonary only 61 (28%) 11 91 41 (19%) 103 20 (9%) 61 , 0.01

TTR, time to recurrence; m, median; OS, overall survival.
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Single-slide histology-based deep learning model for mismatch repair deficiency
prediction in colorectal cancer.

Masoud Tafavvoghi, Elio Adib, Elias Bou Farhat, Falah Jabar, Amin Nassar, Aslaug Helland, David James Pinato, Marios Giannakis, Harvey J. Mamon, Kimmie Ng,
David J. Kwiatkowski, Mehrdad Rakaee; Oslo University Hospital, Oslo, Norway; Brigham and Women’s Hospital, Boston, MA; Imperial College London, London, United
Kingdom; Yale Cancer Center, New Haven, CT; Oslo University Hospital, Division of Cancer Medicine, Oslo, Norway; Department of Surgery and Cancer, Imperial College,
London, United Kingdom; Dana-Farber Cancer Institute, Boston, MA; Brigham and Women’s Hospital/Dana-Farber Cancer Institute, Boston, MA; Brigham and Women’s
Hospital, Harvard Medical School, Boston, MA

Background: Mismatch repair deficiency (dMMR) is a critical predictive biomarker for de-
termining eligibility and response to immunotherapy in colorectal cancer (CRC). The current
gold standards for detecting dMMR include next-generation sequencing (NGS) for micro-
satellite instability (MSI) detection and immunohistochemistry (IHC) for mismatch repair
protein expression. However, discrepancies between these techniques have been observed,
potentially impacting clinical decisions and patient outcomes. To address this, we developed a
histology-based deep learning (DL) model to predict MMR status, with a specific focus on
resolving cases of discordance. Methods: Paired hematoxylin and eosin (H&E) slides from 974
CRC tumors were retrospectively collected from the Dana-Farber Cancer Institute, all of which
had NGS Oncopanel and IHCMMR reports available. Using NGS-determinedMMR status as the
training reference, we developed a multi-instance deep learning model to predict MMR status
from single H&E slides. Feature extraction employed various pathology foundation models
(FMs). The dataset was split into training and tuning sets. A hold-out test set (n = 52, 65%
dMMR) was curated including patients treated with immune checkpoint inhibitors or those
with NGS-dMMR/IHC-proficient discordance. Results: Among the overall cohort, NGS/IHC
concordance identified 82 dMMR patients (9%), 881 proficient MMR (pMMR) patients (90%),
and 11 cases (1%) with NGS-dMMR/IHC-proficient discordance. In the hold-out test set, the
fine-tunedCTransPath FMdemonstrated thehighest performance, achieving anarea under the
curve (AUC) of 0.88 (95% CI 0.77–0.98), a positive predictive value of 0.93, and correctly
classifying 8 of 11 discordant cases (73%) as dMMR. Comparative FMs, CONCH and UNI,
exhibited slightly lower AUCs (0.86 and 0.85, respectively) and lower accuracy in classifying
discordant cases (Table). Conclusions: Our histology-based DL model shows promise as a
complementary tool for IHC in predicting dMMR status in CRC. The single-slide approach
offers a rapid, robust and cost-effective method to prioritize IHC-proficient cases for further
validation by NGS. Cohort expansion and validation in an external dataset are underway.
Research Sponsor: Norwegian Cancer Society.

Test set (n=52, 65% dMMR).

Model AUC (CI,95%) Sensitivity Specificity PPV NPV
Accuracy
NGS+/IHC-

CTransPath 0.88 (0.77-0.98) 0.85 0.89 0.93 0.76 8/11
CONCH 0.86 (0.76-0.96) 0.88 0.76 0.67 0.93 5/11
UNI 0.85 (0.74-0.96) 0.78 0.82 0.70 0.87 6/11
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Time to treatment initiation (TTI) in patients with colorectal cancer and liver
metastases.

Kamran Steppe, Matthew Burris, Sworup Thapa, Hannah Hameed, Asa Candler, Alex Kim, Paul Lasiter, Anser Abbas, Evan Becker, Kai Ding, Ryan David Nipp; The University
of Oklahoma Health Sciences Center, Oklahoma City, OK; The University of Oklahoma College of Medicine, Oklahoma City, OK; Hudson Collage of Public Health, Oklahoma
City, OK; The University of Oklahoma, Oklahoma City, OK

Background: In colorectal cancer (CRC), the liver represents a common site of metastatic
disease, and patients with colorectal liver metastases (CRLM) may sometimes still achieve
surgical resection of hepaticmetastases. In oncology, delays initiating cancer treatment usually
correspondwithworse outcomes, yet factors associated with time to treatment initiation (TTI)
in patients with CRLM remain unstudied. Methods: We utilized the National Cancer Database
(NCDB) to identify adults ($18 years old) with confirmed CRLM diagnosed between 2010-2021.
We defined TTI as the number of days between cancer diagnosis and the first non-surgical
treatment (radiation, immune, or chemotherapy).We excluded cases inwhich TTI equaled zero
or exceeded 120 days. We compared median TTI across sociodemographic (i.e., age, race,
income) and clinical (i.e., primary tumor site, tumor grade, comorbidities [Charlson-Deyo
score]) factors reported in the NCDB using a non-parametric Kruskal-Wallis test. Results: We
included 15,456 patients with CRLM diagnosed between 2010-2021 (55.1% of patients age, 60
years, 44.8% female, 76.3% White, 12.3% Black, 6.3% Hispanic, 3.6% Asian, 0.3% American
Indian, 1.2% Other). The median (m) TTI for this cohort was 41 days, with TTI values trending
down between subsequent years from 2010 (m = 45) to 2020 (m = 38) until 2021 (m = 41). We
found significant differences (p , 0.0001) in median TTI across sociodemographic and clinical
factors, as detailed in the following sentences. Advanced age (80+) had longer TTI (m = 53),
compared with young patients (m = 33). For race/ethnicity, Black patients (m = 47) had the
longest TTI, while Asian patients had the shortest (m = 39). Patients earning in the highest
income quartile had the shortest TTI (m = 38) compared with those earning in the lowest
quartile (m = 44). Patients living in ZIP codes with the highest quartile of high school diploma
attainment had the lowest TTI (m=38) comparedwith those in the lowest quartile (m=43). TTI
varied significantly by reported geographic location, with the Pacific region having the lowest
(m = 37) and the East South Central having the highest TTI (m = 44). Patients with Charlson-
Deyo comorbidity scores of 2 had the highest TTI (m = 48) and patients with scores of 0 the
lowest (m = 41). Right sided primary tumor locations (m = 46) had longer TTI compared to left
sided primary sites (m = 39). Tumor sizes greater than 6 cm (m = 45) received treatment later
than tumor sizes less than 2 cm(m=35). Lower grade tumorshad longer TTI (m=34) compared
to high grade tumors (m = 28). Conclusions: In our study of patients with CRLM in the NCDB,
themedian TTIwas just under 6weeks. Our findings suggest that certain patient groupsmay be
at risk of experiencing delays in care. These results could help to motivate and inform future
efforts to enhance care delivery and access for patients with CRLM. Research Sponsor: None.
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Immune checkpoint inhibitor (ICI) reuse after failure of first-line ICI in patients with
metastatic dMMR/MSI gastrointestinal cancers: The INFLATE study.

Léa Mercier, Filippo Pietrantonio, Edouard Auclin, Michael J. Overman, Emily Linda Alouani, Antoine Hollebecque, Sara Lonardi, Frank A. Sinicrope, David Tougeron,
Marie Dutherage, Anthony Turpin, Thibault Mazard, Francesco Sclafani, Priya Jayachandran, Javier Ros Monta~ná, Lola Jade Palmieri, Rosine Guimbaud, Julien Taieb,
Simon Pernot; Institut Bergonié, Bordeaux, France; Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, Italy; Department of Medical Oncology, Institut Bergonié,
Bordeaux, France; Cancer NW Clin & Acad Dev, The University of Texas MD Anderson Cancer Center, Houston, TX; Institut Claudius Regaud-Institut Universitaire du Cancer
de Toulouse-Oncopole, Toulouse, France; Gustave Roussy Cancer Institute, Villejuif, France; Veneto Institute of Oncology IOV, IRCCS, Padua, Italy; Mayo Clinic Rochester,
Rochester, MN; Department of Gastroenterology and Hepatology, Poitiers University Hospital, Poitiers, France; Department of Medical Oncology, CHU Rouen, Rouen,
France; CHRU of Lille, Croix, France; Institut Régional du Cancer de Montpellier (ICM), Montpellier, France; Université libre de Bruxelles (ULB), Hôpital Universitaire de
Bruxelles (HUB), Institut Jules Bordet, Bruxelles, Belgium; Los Angeles General Medical Center, Los Angeles, CA; Vall d’Hebron Institute of Oncology (VHIO), Vall d’Hebron
University Hospital, Barcelona, Spain; CHU de Toulouse, Toulouse, France; Institut du Cancer Paris CARPEM, AP-HP Centre, Department of Gastroenterology and Digestive
Oncology, Hôpital Européen Georges Pompidou, Paris, France; Department of Medical Oncology, Institute Bergonié Cancer Center, Bordeaux, Nouvelle Aquitaine, France

Background: Immune checkpoint inhibitors (ICIs) are a standard treatment for gastrointestinal
(GI) cancers with mismatch repair deficiency (dMMR) or microsatellite instability (MSI).
However, around 50% of patients develop resistance to ICIs, during treatment or after
discontinuation. In these patients, the efficacy of reuse an ICI in patients progressing
during a previous ICI (rechallenge), or in patients who progressed after discontinuation
(reintroduction), remains unknown. The INFLATE study evaluates the efficacy of ICI reuse
in patients who progressed on or after discontinuing ICI. Methods: This is a multicenter
international retrospective study from the IMMUNODIG cohort, including patients from 34
centers in France, the United States, Italy, Belgium and Spain. All patients received ICI for
dMMR/MSIGI cancer.Weanalyzedpatientswhohadprogressed following initial ICI (ICI-1) and
subsequently received a rechallenge or a reintroduction with ICI (ICI-2), either monotherapy
(mono-ICI) or biotherapy (bi-ICI). Results: A total of 77 patients were included, receiving bi-
ICI (N = 34) or mono-ICI (N = 43) during ICI-2. Themajority (76%) had ametastatic colorectal
cancer. The reason for discontinuing ICI-1 was disease progression in 53% of cases, end of
treatment in 15%, toxicity in 5%andother reasons in 26%. Patientswhodiscontinued ICI-1 due
to progression received MONO-ICI-2 in 29% of cases and BI-ICI-2 in 71%, whereas those who
stopped for other reasons received MONO-ICI-2 in 86% and BI-ICI-2 in 14% of cases. Efficacy
results are shown in Table 1. The ORR and DCR were 26% and 79%withMONO-ICI-2, and 16%
and71%withBI-ICI-2. Amongpatientswhodiscontinued ICI-1 due toprogression, BI-ICI-2 (N
= 29) achieved an ORR and DCR of 8% and 65%,with amedian PFS of 5.5months (95%CI 4.07-
10.4). These outcomes were 17%, 67%, and 3.7 months (95%CI 2.37-NA), respectively, with
MONO-ICI-2 (N = 12). For patients who discontinued ICI-1 for reasons other than progression,
BI-ICI-2 (N = 5) achieved an ORR and DCR of 60% and 100%, with a median PFS not reached
(95%CI 11.5-NR), while MONO-ICI-2 (N = 31) achieved 29%, 82%, and 14.2 months (95%CI
11.2–NR), respectively. Conclusions: This is the first multicenter real-world study evaluating
ICI reuse in dMMR/MSI GI cancers. In patients who discontinued ICI for reasons other than
progression, reintroduction of ICI therapy upon progression achieves tumor control in 85% of
cases. In cases of progression onmono-ICI, Bi-ICI re-challenge achieve tumor control in two-
thirds of cases and might be to consider in some patients. Research Sponsor: None.

ORR % DCR %
PFS median
(95%CI)

OS median
(95%CI)

Overall N=77 21 76 7.65 months
(5.5–11.5)

27.6 months
(22.2–55.7)

Discontinued ICI-1 due to
Progression N=41

11 68 5.03 months
(3.7–8.05)

26.7 months
(21.1–NR)

Discontinued ICI-1 for
Other Reasons N=36

33 85 14.22 months
(11.24–NR)

27.6 months
(22.2–NR)
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Comparison of MET genomic alterations (GA) identified in colorectal cancer (CRC)
vs gastric cancer (GCA).

Faiza Yasin, Dean Pavlick, Jeffrey S. Ross, Michael Cecchini; Yale School of Medicine, NewHaven, CT; FoundationMedicine, Inc., Cambridge, MA; Department of Pathology,
SUNY Upstate Medical University, Syracuse, NY

Background: MET signaling promotes tumor progression and therapeutic resistance across
many solid tumors through diverse oncogenic signaling pathways. While MET-targeted ther-
apies are approved in non-small cell lung cancer with novel agents in clinical trials for tumors
withMET exon 14 splice site mutations, MET amplifications, and MET expression, their role in
CRC and GCA is still emerging. We aim to understand the co-mutation landscape and genomic
context of MET alterations across a large cohort of CRC and GCA cases to identify potential
therapeutic targets. Methods: FFPE blocks of clinically advanced CRC (50,500 cases) and GCA
(9,566 cases) were analyzed by hybrid capture-based comprehensive genomic profiling (CGP)
that evaluated all classes of genomic alterations (GA). MSI-high status, tumor mutational
burden (TMB), genomic ancestry, mutational signature, and homologous recombination de-
ficiency signature (HRDsig) were assessed for patients with activating MET GA. PD-L1 expres-
sionwasdetermined by IHC (Dako22C3withTPS scoring system). Resultswere comparedusing
the Fisher exact test with the Benjamini-Hochberg adjustment. Results: MET GA (METmut)
were more frequently identified in GCA than CRC (4.4% vs 1.0%; p , .0001). Median ages were
similar in all groups with MET altered CRC and GCA. Median GA per tumor was higher in the
METmut cases in both tumor types (p . .0001 for both). MSI-high status was less frequent in
METmutGCA (1.7%vs 5.5%; p= .001) comparedwithMETwt tumors. CRC cases featured higher
frequencies of TMB . 10 mutations/Mb in both METmut and METwt groups (p , .0001 for all
comparisons). Low level PD-L1 expression (1-49% TPS) was higher in CRC than GCA, but
similar within tumor type across METmut and METwt tumors. METmut CRC had lower
frequencies of GA in KRAS (34.7% vs 48.8%; p , 0.0001) which was also found in GCA
(6.6% vs 16.9%; p , .0001). CDK6 GA were more frequent in GCA than CRC and also were more
frequent in METmut cases in both tumor types (19.6% vs 5.2% in GCA and 10.2% vs 0.6%; p ,

0.0001). ERBB2 GA were more frequent in both METmut and METwt GCA (13.5% vs 13.8%; NS)
than CRC (9.6% vs 5.2%; p = 0.0004). TP53 GA were more frequent in METmut vs METwt CRC
(84.1% vs 75.9%; p , 0.0001) and GCA (81.8% vs 60.8%; p , .0001). BRAF V600E GA were
identified in 5.9% METmut CRC and 8.4% METwt CRC (p = .051). BRAF V600E GA were
uncommon in both METmut and METwt GCA (0.2% vs 0.4%; p = 1.0). Conclusions: This
large-scale analysis reveals distinct genomic profiles of MET-altered tumors in CRC and GCA,
characterized by lower prevalence of KRAS and MSI-high status, with enrichment for CDK6.
These molecular differences suggest distinct biologic subsets that could inform patient selec-
tion and rational drug combination strategies for novel MET-targeted therapies. Research
Sponsor: None.
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The role of gut microbiome composition in the IBD-CRC pathway: A retrospective
study of 428 patients.

Sabina Sayeed, Ahmad Al Shihabi, Alina Zatsepina, Fizza Mohsin, Bani Roland, Ahmed Elsayed Salem; Maimonides Medical Center, Brooklyn, NY; SUNY Downstate
University Hospital, Brooklyn, NY

Background: The progression from inflammatory bowel disease (IBD) to colorectal cancer
(CRC) is a significant clinical challenge, driven partly by inflammation and dysbiosis of the gut
microbiome. This study aimed to investigate the relationship between gut microbiome com-
position, systemic inflammation, and CRC risk in patients with IBD. A secondary aim was to
evaluate the potential protective effects of microbial diversity and specific bacterial taxa in
mitigating CRC progression. Methods: This retrospective study analyzed data from 428 pa-
tients with a confirmed diagnosis of IBD, of whom 162 (37.9%) were diagnosed with CRC. Stool
samples collected within one year of diagnosis were subjected to 16S rRNA gene sequencing to
characterize microbial composition and diversity. Alpha and beta diversity indices were cal-
culated to evaluate microbial richness and community dissimilarity, respectively. Specific
microbial taxa, including Bacteroides fragilis, Escherichia coli, and Akkermansia muciniphila,
were quantified due to their established roles in inflammation and carcinogenesis. Inflamma-
tory biomarkers, including C-reactive protein (CRP), fecal calprotectin, IL-6, and IL-17 were
measured from serum and stool samples. Clinical data, including demographics, disease
duration, staging, and treatment history, were obtained from electronic medical records.
Multivariate regression models were used to determine associations between microbial pro-
files, inflammatorymarkers, and CRC risk, adjusted for confounders such as age, sex, BMI, and
immunosuppressive therapy. Results: Patients with CRC demonstrated reduced gut microbial
diversity compared to IBD patients without CRC (Shannon Index: 2.3 6 0.4 vs. 3.1 6 0.5; p ,

0.001). Dysbiosis in CRC patients was marked by an overrepresentation of pro-inflammatory
bacteria (Escherichia coli and Bacteroides fragilis) and a depletion of protective taxa (Akker-
mansiamuciniphila and Faecalibacterium prausnitzii). Pro-inflammatory biomarkers, includ-
ing CRP (14.26 3.6mg/L vs. 6.76 2.1 mg/L; p, 0.001) and fecal calprotectin (378.56 85.2 mg/g
vs. 215.3 6 64.7 mg/g; p , 0.001), were elevated in patients with CRC. Regression analyses
revealed that reduced microbial diversity (OR: 2.87, 95% CI: 1.92–4.28) and the presence of
specific pathogenic taxa (Bacteroides fragilis: OR: 3.12, 95%CI: 2.03–4.79) were independently
associated with increased CRC risk. Conversely, patients with higher relative abundances of
Akkermansia muciniphila exhibited lower levels of inflammation and reduced CRC risk (OR:
0.52, 95%CI: 0.35–0.76), likely due to its role inmaintainingmucosal integrity andmodulating
immune responses. Conclusions: This study underscores the critical role of gut microbiome
composition in the IBD-CRC pathway, and highlights the need for microbiome-targeted in-
terventions to prevent CRC progression in patients with IBD. Research Sponsor: None.
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Clinicogenomic landscape and outcomes of metastatic colorectal cancer patients
with pathogenic GNAS variants.

Faran Polani, Edward Williams, Metamia Ciampricotti, Binyam Yilma, Stamatina Fragkogianni, Charlie Johnson, Melissa Conrad Stoppler, Timothy Lewis Cannon; Inova
Schar Cancer Institute, Fairfax, VA; Tempus AI, Inc., Chicago, IL; Tempus, Chicago, IL; Tempus AI Inc., Chicago, IL; Tempus AI, Chicago, IL

Background: Colorectal cancer (CRC) is a leading cause of cancer-related mortality, with 20-
25%of cases presentingwithmetastatic disease (mCRC). Pathogenic variants in theGNAS gene,
which encodes the stimulatory alpha subunit of the G protein complex, are found in 1.5% to
4.8% of CRC cases and are more prevalent in mucinous adenocarcinomas. Presence of these
mutations have been associated with a lower likelihood of regression following first-line (1L)
systemic therapy. However, the specific impact of GNASmutations on treatment (tx) outcomes
and overall survival in mCRC patients (pts) remains under investigation. Methods: We retro-
spectively analyzed de-identified data from 5,967 pts with stage IV mCRC treated with 1L
oxaliplatin-based chemotherapy in the Tempus Database. Samples were sequenced with the
TempusxT (648-genepanel) or xFDNAassay (105or 523genes dependingonversion) andwere
divided into GNAS wild-type (GNASwt) and GNAS mutated (GNASmut) groups. Tumor muta-
tional burden (TMB) and microsatellite instability (MSI) were calculated. Short variant
pathogenic/likely pathogenic mutations and copy number alterations were analyzed for pa-
tients that underwent xT testing. Real-world (rw) objective response rate (rwORR) was defined
as the proportion of pts with a documented complete or partial response within 90 days of tx
start. Rw overall survival (rwOS) was defined as the time from 1L start to death from any cause.
Hazard ratio (HR) was calculated using a Cox proportional hazards model and p-values were
calculated using the Wald test. Results: The study included 5,854 GNASwt and 113 GNASmut
mCRCpts (prevalenceGNASmut = 1.9%).GNASmut pts exhibited higher prevalence ofmucinous
adenocarcinoma (26%vs. 2.8%) andperitonealmetastases (51%vs. 22%, p,0.001), while liver
metastases weremore prevalent in the GNASwt group compared to the GNASmut group (77%vs
51%,p,0.001).KRAS,ARID1A,MSH2/3/6, andATRweremore frequently altered in theGNASmut
group, while TP53 and APC mutations were more frequent in the GNASwt group. Immunophe-
notype markers such as high TMB and high MSI were also more often observed in the GNASwt
pts compared to GNASmut pts (p , 0.001). rwORR was significantly lower in GNASmut pts
compared to GNASwt (42% vs. 66%, p = 0.002). Pts with GNASmut had reduced rwOS compared
to pts with GNASwt (HR = 1.31, p = 0.05). Conclusions:mCRC pts with pathogenic GNAS variants
exhibit distinct clinicogenomic features and poorer outcomes with first-line oxaliplatin-based
chemotherapy compared toGNASwtpts. These findingshighlight theneed for alternative tx and
further research on GNAS as a prognostic biomarker in mCRC. Research Sponsor: Tempus AI.
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Clinicopathologic features of complement activation signatures in colorectal
cancer.

Mir Lim, Kangyu Lin, Nourhan Abdelfattah, Christine Parseghian, Maria Pia Morelli, Jason Willis, Ryan W. Huey, Victoria Higbie, Alisha Heather Bent, Madhulika Eluri,
Bryan K. Kee, Robert A. Wolff, Kanwal Pratap Singh Raghav, Arvind Dasari, Michael J. Overman, John Paul Y.C. Shen, Scott Kopetz, Van K. Morris II; The University of Texas
MD Anderson Cancer Center, Houston, TX; Houston Methodist Hospital, Houston, TX; Department of Gastrointestinal Medical Oncology, The University of Texas MD
Anderson Cancer Center, Houston, TX; Cancer NW Clin & Acad Dev, The University of Texas MD Anderson Cancer Center, Houston, TX

Background: Activation of the complement cascade pathway is associated with pro-oncogenic
inflammation and immune-suppressing, myeloid-derived M2 macrophages for many solid
tumors. Most colorectal cancers (CRC) are microsatellite stable that do not respond to immu-
notherapy. The role of complement activation (CA) in the “immune cold” CRC phenotype
remains poorly detailed. We sought to identify molecular annotations of CRC subpopulations
enriched for CA to guide future therapeutic strategies.Methods: CRC tumors from 207 patients
with stages II-IV CRC at MDACC underwent bulk RNA sequencing. Transcriptomes were
analyzed per GSEA “Hallmark Complement” gene set to assign a normalized enrichment score
(NES) for CA to each patient and considered “complement high” (“CH”; N = 103) or “com-
plement low” (“CL”; N = 104) if the complement NES score was above or below the median.
Associations between CA and clinical and pathologic characteristics - e.g., demographics,
mutation status, and Consensus Molecular Subtype (CMS) - were evaluated by chi-squared
analysis. Single cell RNA (scRNA) sequencing was performed on a separate cohort of CRC
primary tumors (N=85) and livermetastases (N=60) to compare CA among different cell types
using a Wilcoxon’s test. To assess for an association between CA and response to immuno-
therapy in a previously annotated clinical trial of patients with MSS, BRAFV600E metastatic CRC
(NCT04017650), we evaluated pretreatment biopsies by bulk RNA sequencing and compared
transcriptomic differences in CA between responders versus non-responders to encorafenib,
cetuximab, and nivolumab (E+C+N). Results: CH CRC featured a higher prevalence for MSI-H
CRC (21.3% vs 4.2%; p = .005), CMS1 (30.1% vs 6.7%; p , .001), and CMS4 (26.2% vs 7.7%; p,

.001) relative to CL CRC. CMS2wasmore common among CL CRC (54.8%vs 14.6%, p, .001). CH
CRC was associated with BRAFV600E mutations (29.7% vs 9.2% for CL, p = .002) but not with
KRAS/NRASmutations or RAS/BRAFwild-type CRC (p = n.s. for both). On scRNA analysis, CA scores
were highest in myeloid cells and lowest for B cells (p , .0001). Among patients with MSS,
BRAFV600E CRC, CH signature was associated with non-response to E+C+N (fold-change 3.0
relative to responders, p = .046). Conclusions: Association of CH status with MSI-H CRC is a
novel finding that warrants further study in understanding differential patterns of benefit to
immune checkpoint blockade. CHCRC, associated uniquelywithBRAFV600ECRC,was distributed
bimodally across the immune-activatedCMS1 and the immune-suppressingCMS4CRC, similar
to known transcriptomic heterogeneity of BRAFV600E CRC. Our data suggest high CA, linked to
immune-suppressing myeloid cell subpopulations, as a negative predictive biomarker for
response to immunotherapy in MSS BRAFV600E CRC and support broader study of
complement-targeting agents to improve treatment for selected patients with CRC. Research
Sponsor: None.
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Impact of SARS-CoV-2 mRNA-BNT162b2 vaccination on survival outcomes in
metastatic colorectal cancer patients treated with bevacizumab-based therapy.

Coskun Yazgan, Beliz Bahar Karaoğlan, Erman Akkus, Mehmet Berk Örüncü, Hakan Akbulut, Gungor Utkan; Ankara University Faculty of Medicine Department of Medical
Oncology, Ankara, Turkey; Ankara University, Medical Faculty, Department of Medical Oncology, Ankara, Turkey; Ankara University Faculty of Medicine, Medical Oncology
Department, Ankara, Turkey

Background: Colorectal cancer (CRC) is a leading cause of cancer-related mortality worldwide.
Bevacizumab, an anti-vascular endothelial growth factor (VEGF) antibody, is widely used in
metastatic CRC (mCRC) treatment to inhibit tumor angiogenesis and modulate the immuno-
suppressive tumor microenvironment. Recent evidence suggests that mRNA-based COVID-19
vaccines, such as SARS-CoV-2 mRNA-BNT162b2, may enhance anti-tumor immune re-
sponses. This study aimed to evaluate the impact of SARS-CoV-2mRNA-BNT162b2 vaccination
on progression-free survival (PFS) and overall survival (OS) in mCRC patients treated with
bevacizumab-based therapy. Methods: This retrospective, single-center study included 92
mCRC patients treated with bevacizumab between June 2021 and October 2024. Patients were
divided into vaccinated (n=50) and unvaccinated (n=42) groups. Baseline demographic, clin-
ical, and pathological characteristics were collected. PFS and OS were analyzed using Kaplan-
Meier estimates and Cox proportional hazards regression models to identify independent
predictors of survival.Results:The vaccinated group demonstrated significantly longermedian
PFS (8.0 months vs. 5.6 months, p=0.010) and OS (39.4 months vs. 17.8 months, p=0.014)
compared to the unvaccinated group. Multivariate analysis identified SARS-CoV-2 mRNA-
BNT162b2 vaccination as an independent predictor of improved PFS (HR 0.44, p=0.003) and OS
(HR0.39, p=0.018). Vaccinated patients also had a higher proportion of favorable ECOGPS and a
lower prevalence of RAS mutations. Conclusions: SARS-CoV-2 mRNA-BNT162b2 vaccination
was associated with improved PFS and OS in mCRC patients receiving bevacizumab-based
therapy, potentially through enhanced anti-tumor immune responses. These findings high-
light the potential of mRNA-based vaccines to modulate the tumor microenvironment and
improve outcomes in mCRC. Further prospective studies are needed to confirm these results
and explore underlying mechanisms. Research Sponsor: None.
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Effect of race/ethnicity on clinical outcomes for metastatic colorectal cancer
(mCRC) patients in phase 1 trials: A dual institution experience.

Hasan Musanna Zaidi, Shobi Venkatachalam, Lawanya Singh, Divya Ganesan, Jocelynn Gonzalez, Sadia Ibrahim, Udochukwu Ihuoma, Radha Patel, Mohammad Ghalib,
Kevin Yeung, Demmie Aguilar, RadhashreeMaitra, Imran Chaudhary, Umang H. Shah, Simran Goel, Ahan Bhatt, Eugenia Girda, Sanjay Goel; Rutgers Cancer Institute of New
Jersey, New Brunswick, NJ; Rutgers Robert Wood Johnson Medical School, New Brunswick, NJ; Montefiore Medical Center, Bronx, NY; Jacobi Medical Center, Bronx, NY

Background: Patients with mCRC who progress on standard of care therapies have limited
therapeutic options and are associated with poor prognoses. Phase 1 trials are a valuable
resource for these patients, offering novel treatment options. However, the appropriate time
of consideration for phase 1 trials remains unclear. We sought to analyze the outcomes in a
multi-racial cohort of patients with mCRC enrolled in prospective phase I clinical trials to
describe clinical characteristics and gauge efficacy of such trials. Methods: We reviewed
medical records of patients with mCRC enrolled in phase 1 trials at two institutions from
1999 to 2018 and 2021 to 2024. We collected patient demographics, key clinical characteristics,
responses, and deaths. Time on study was calculated as time between first dose of study drug
and decision to discontinue study. Overall survival (OS) was calculated as time between the first
dose of study drug to date of death or last contact date (censored). Outcomes were analysed by
Mantel–Cox test using PrismGraphPad v 10.Results:Therewere 283 enrollments on 66phase I
trials. Median age (range) was: 59 (29-83) years; non-Hispanic whites (NHW, 126; 44.5%),
non-Hispanic blacks (NHB, 69; 24.4%), Hispanic (H, 69; 24.4%), Asian (A, 17; 6.0%), and
unknown (UNK, 2; 0.7%). Median number of prior therapies was 3 (range 0-11). ECOG
performance status was 0, 1, 2, and unknown, among 62 (21.9%), 181 (63.9%), 11 (3.9%),
and 29 (10.2%) patients, respectively.Median number of sites ofmetastaseswas 3 (range 0-10).
Sites of metastases included liver 77.0%, lung 60.1%, lymph nodes 39.9%, peritoneum 24.4%,
bone 20.5%, and brain 1.8%. The primary site of cancer for patients on studywas colon (84.1%),
followed by rectum (11.7%), rectosigmoid (0.7%), and (simply documented as) CRC (3.5%). The
median time on study was 1.8 months for all patients, with NHW 1.9 months, NHB 1.8, H 1.7, A
1.6, and UNK 7.4; p = 0.72. The OS was 8.6months among all patients, and 7.9, 7.8, 8.8, 9.4, and
9.5months for NHW, NHB, H, A, and UNK, respectively (p = 0.82). Response evaluable patients
were n = 236; including complete response (CR, n = 2, 0.8%), partial response (PR, n = 8, 3.4%),
stable disease (SD, n = 80, 33.9%), and clinical benefit rate (CBR = CR+PR+SD, n = 90) 38.1%.
Conclusions: Patients with mCRC enrolled onto phase 1 trials showed CBR of 38.1% and OS of
8.6months,which is comparable to standard third-line therapies thatwere available during the
time period of this study, thus showing promise for their use in clinical practice. No racial/
ethnic variation was observed. There was a non-significant trend towards a lower OS with
increase in number of prior lines of therapy. A multivariate model will be presented. Research
Sponsor: None.
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Understanding and addressing unmet needs in colorectal cancer: Findings from the
Colorectal Cancer Alliance’s Patient and Survivor survey.

Kimberley Lynn Newcomer, David A. Fenstermacher, Cara Schmitt; Colorectal Cancer Alliance, Washington, DC

Background: Colorectal cancer (CRC) is the third most commonly diagnosed cancer and the
second leading cause of cancer-related deaths worldwide. Despite advances in survival rates,
CRC patients and survivors often face unmet needs, including emotional support, coping
strategies, and access to treatment-related information. Beyond physical challenges, patients
report emotional distress, disruptions to quality of life (QoL), and difficulty navigating the
healthcare system. Even after remission, survivors frequently struggle with lingering psycho-
social and physical impacts. Methods: The Colorectal Cancer Alliance conducted an IRB-
approved cross-sectional survey to assess the needs of CRC patients, survivors, and caregivers.
The survey included over 150 questions about demographics, diagnosis experiences, QoL,
access to care, and treatment outcomes. Participants (n = 283) were recruited through the
Alliance’s social media, email campaigns, and online communities to ensure diverse repre-
sentation.Results:The study revealed critical insights into the challenges faced by CRCpatients
and survivors. The median age group of participants was 46–55. Most respondents (74%)
reported difficulty finding someone who could understand and relate to their experience.
Furthermore, 41% noted a reduction in support from others after their treatment ended. Many
participants faced ongoing challenges, with 54% reporting fatigue and 51% experiencing
stress. CRC had a profound impact on several aspects of life: 64% said it negatively affected
their career or work life, 58% cited negative effects on their relationship with a spouse or
partner, 80% reported a decline in their sex life, and 65% struggled to participate in social
activities. Additionally, 51% noted challenges with dating, and 43% indicated that their cancer
journey affected their desire to have children. While most patients felt informed before
treatment, 46% expressed unmet needs for information on complementary or alternative
therapies. These findings highlight the broad and far-reaching effects of CRC on patients and
survivors, revealing significant gaps in emotional, psychosocial, and informational support.
Conclusions: CRC patients and survivors face substantial unmet needs that significantly affect
their quality of life andwell-being. The Colorectal Cancer Alliance plans to use these insights to
develop care programs and targeted support initiatives designed to address these gaps. By
tailoring resources to the unique needs of patients and survivors, these efforts aim to improve
outcomes and offer hope for a better future for those affected by CRC. Research Sponsor: None.
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Drivers of homologous recombination deficiency (HRD) in metastatic colorectal
cancer (mCRC).

Paula Romero Lozano, Javier Ros Monta~ná, Eduardo Garcı́a-Galea, Maria Vila-Casadesús, Raquel Comas, Agatha Martin, Jenifer Gonzalez-Zorelle, Paolo Nuciforo,
Hector G. Palmer, Josep Tabernero, Elena Elez, Ana Vivancos-Prellezo; VHIO, Barcelona, Spain; Vall d’Hebron Institute of Oncology (VHIO), Medical Oncology, Vall d’Hebron
University Hospital (HUVH), Barcelona, Spain; Oncology Data Science (ODysSey) Group, Vall d’Hebron Institute of Oncology (VHIO), Vall d’Hebron Barcelona Hospital
Campus, Barcelona, Spain; Vall d’Hebron Institute of Oncology (VHIO), Barcelona, Spain; Vall d’Hebron Institute of Oncology, Barcelona, Spain; Stem Cells and Cancer
Group, VHIO - Vall d’Hebron Institute of Oncology, Barcelona, Spain; Vall d’Hebron Hospital Campus and Institute of Oncology (VHIO), Barcelona, Spain; Department of
Medical Oncology, Vall d’Hebron University Hospital (HUVH), Vall d’Hebron Institute of Oncology (VHIO), IOB-Quiron, UVic-UCC, Barcelona, Spain

Background: HRD is linked to sensitivity to platinum-based chemotherapy and poly (ADP-
ribose) polymerase inhibitors across various tumor types.However, the presence ofHRD, driver
events (such as pathogenicmutations inHRgenes or other genomic alterations), and its clinical
relevance in mCRC remain underexplored. Methods: We performed the VHIO-300 test, an
ISO15189 accredited custom NGS panel profiling over 450 genes (including HR-related genes:
ATM, BRCA1, BRCA2, BRIP1, CHEK2 or PALB2) on 356 Stage IV mCRC patients (corresponding to
247 primary colorectal and 109 tometastatic samples) enrolled in the Vall d’Hebron Institute of
Oncology’s Molecular Prescreening Program from June 2021 to December 2024. All samples
had a tumor cellularity . 40% as per pathologist evaluation. An HR score (sHR) based on
genome-wide copy number alterations (CNA) and loss of heterozygosity (LOH) patterns is
generated. After cross-validation with Myriad MyChoice, sHR$ 56 was established based on a
cohort of ovarian tumors and used to identify HRD in mCRC tumor samples. Results: HRD
prevalence was 3.4% in our mCRC cohort (12/356), but, much higher in metastatic lesions,
(6.4%, 7/109) than in primary samples (2.03%, 5/247) (p = 0.05). In fact, the median sHR
between primary (21) vs. metastases (30) in CRC was significantly different (p , 0.01). Re-
gardingHR gene status, HR-mutated samples were not significantly within theHRD group (p =
0.27) and only 6.5% (2/31) were HRD. Noteworthy, BRCA2 exhibits a frameshift deletion in a
homopolymer stretch, that is a frequent hotspot in microsatellite instable (MSI) tumors, but
this event was not found to be associated with HRD. In fact, all HRD tumors (n = 12) were
microsatellite stable (MSS). Other frequent alterations in mCRC were studied and BRAF mu-
tations were found to be present in 42% of HRD tumors (p , 0.01). Inversely, HRD was rare in
KRAS-mutated samples (0.7%; 1/140) and, in fact, highly correlated with non-HRD status (p =
0.02), especially the G12 mutation (p, 0.01). Interestingly, CNA profiles also revealed a strong
association between the BCL2L1 loci gain and HRD (p , 0.01). Clinically, HRD was not signif-
icantly associatedwith prognostic value nor clinical benefit to oxaliplatin-based combinations.
However, the limited sample size and heterogeneous treatment lines restricted robust statis-
tical analysis. Conclusions: This study identified a small, yet significant subset of mCRC that
displays HRD. sHR and HRD rates were higher in metastatic lesions vs primary tumors,
indicating HR scarring could be accumulating over time in some mCRC patients. No clear
association between pathogenic HR gene mutations and HRD were found, suggesting the
involvement of alternative molecular mechanisms in this process. Frequent co-occurring
events, such as BRAF mutations or BCL2L1 gains could be drivers in CRC HRD, and shape,
eventually, new therapeutic options for these patients in the metastatic setting. Research
Sponsor: None.

GASTROINTESTINAL CANCER—COLORECTAL AND ANAL



3578 Poster Session

Real-world efficacy of trifluridine/tipiracil and bevacizumab combination according
to baseline prognostic factors: The BeTAS study.

Nieves Martinez Lago, Maria Carmen Riesco Martinez, Ana Maria Lopez, Borja Gonzalez Gomez, Paula Carla Antonilli, Ana Fernandez Fernandez Montes, Reyes Ferreiro,
Ana Lopez, Marcos Melián-Sosa, Elena Gallardo Martin, Antia Cousillas Casti~neira, Martin Perez Martelo, Luis Cabezon-Gutierrez, Ana Maria Jimenez Gordo, Marta Llanos,
David Gutierrez Abad, Maria Pilar Ochoa Rivas, Margarita Reboredo Lopez; Hospital Clı́nico Universitario e Instituto de Investigación Sanitaria de Santiago de Compostela,
Santiago De Compostela, Spain; Hospital Universitario 12 de Octubre, Madrid, Spain; Hospital Universitario de Burgos, Burgos, Spain; Hospital Universitario Lucus Augusti,
Lugo, Spain; Hospital Universitario de Gran Canaria Dr. Negrin, Gran Canaria, Spain; Department of Medical Oncology, Complejo Hospitalario Universitario de Ourense,
Ourense, Spain; Medical Oncology Department, Ramón y Cajal University Hospital, IRYCIS, CIBERONC, Madrid, Spain; Infanta Leonor University Hospital, Madrid, Spain;
Instituto Valenciano de Oncologı́a (IVO), Valencia, Spain; Alvaro Cunqueiro Hospital, Vigo, Spain; Complejo Hospitalario de Pontevedra, Pontevedra, Spain; Medical
Oncology Department. University Hospital Complex Santiago de Compostela, Santiago De Compostela, Spain; Hospital Universitario de Torrejon, Torrejon De Ardoz, Spain;
Hospital Universitario Infanta Sofı́a, Madrid, Spain; Hospital Universitario de Canarias, San Cristóbal De La Laguna, Spain; Hospital Universitario de Fuenlabrada, Madrid,
Spain; Hosp. de la Defensa Gomez Ulla, Madrid, Spain; University Hospital A Coru~na, A Coru~na, Spain

Background: The Sunlight Trial demonstrated that trifluridine-tipiracil (FTD/TPI) and bev-
acizumab (BEV) significantly improved Overall Survival (OS) and Progression-Free Survival
(PFS) in patientswith pretreatedmetastatic colorectal cancer (mCRC) after two treatment lines.
However, the real-world efficacy and influence of baseline prognostic factors are not fully
understood. Methods: This retrospective, observational, multicenter study across 18 Spanish
hospitals includedmCRCpatients treatedwithFTD/TPI+BEV in a real-world setting. Prognostic
factors were analyzed, including Tabernero’s subgroups, which categorize patients according
to time to diagnosis from firstmetastasis (, 18 vs.. 18months), number ofmetastatic sites (,
3 vs.. 3), and liver metastasis (yes vs. no). Patients were grouped into Best (BPC), Good (GPC),
and Poor (PPC) prognostic categories. Results: 398 patients were treated from July 2019 to
December 2024. Median age was 67 years (range 26-92), 65.8%male, and 88.4% had ECOG PS
0-1. 56.3% had RAS mutations. Liver metastases were present in 75.3%, 27.7% had . 3
metastatic sites, and 28.2% had , 18 months from diagnosis of first metastasis, resulting in
47.2% of patients categorized as PPC. 67.8% received FTD/TPI+BEV as third-line treatment.
ORR was 6.8%, and DCR was 49.9%. With a median follow-up of 14 months, median PFS was
4.9 months (95% CI, 4.1-5.1) and OS was 10.8 months (95% CI, 9.2-12.4). Neutropenia was the
most common toxicity, with 33.1% of patients experiencing grade 3-4 neutropenia. OS by ECOG
PS 0 vs. 1 vs. 2was 12.5 vs. 11.1 vs. 5.7months (p, 0.0001). PFS by ECOGPS 0 vs. 1 vs. 2 was 5.6 vs.
4.9 vs. 3.5 months (p = 0.102). OS by BPC vs. GPC vs. PPC was 18.3 vs. 12.8 vs. 7.5 months (p ,

0.0001), and PFS was 7.3 vs. 5.8 vs. 3.7 months (p , 0.0001). OS in patients with grade 3-4
neutropenia vs. no neutropenia was 17.7 vs. 8.1 months (p , 0.0001), and PFS was 8.7 vs.
3.9 months (p , 0.0001). Conclusions: Our series confirms the effectiveness of FTD/TPI + BEV
in real-world clinical practice,with amedianOSof 10.8months andamedianPFSof 4.9months.
The ECOG performance status, Tabernero subgroups, and the occurrence of grade 3-4 neu-
tropenia help identify patients who may obtain the maximum benefit from FTD/TPI + BEV
treatment. Interestingly, all subgroups analyzed showed a greater benefit compared to the
outcomes previously reported for FTD/TPI monotherapy, highlighting the potential of this
combination in clinical practice. Research Sponsor: None.

GASTROINTESTINAL CANCER—COLORECTAL AND ANAL



3579 Poster Session

Safety and efficacy of ADG126 (an anti-CTLA-4 masking antibody) in combination
with pembrolizumab: Updated results of phase 1b/2 study in advanced MSS CRC.

Daneng Li, Sun Young Kim, Manish R. Patel, Hee Kyung Kim, Sunil Sharma, Sang Joon Shin, Jeeyun Lee, Sae-Won Han, Luke Euichul Chung, Songmao Zheng, Yan Li,
Ping Xiao, Kristine Xiaohong She, Dana HuLowe, Jiangchun Xu, Stanley R. Frankel, Michael Jon Chisamore, Peter Luo, Jiping Zha, Marwan Fakih; City of Hope National
Comprehensive Cancer Center, Duarte, CA; Department of Oncology, Asan Medical Center, University of Ulsan College of Medicine, Seoul, South Korea; Florida Cancer
Specialists/Sarah Cannon Research Institute, Sarasota, FL; Samsung Medical Center, Sungkyunkwan University, Gangnam-Gu, South Korea; Honor Health Research
Institute, Scottsdale, AZ; Yonsei Cancer Center, Yonsei University Health System, Seoul, South Korea; SamsungMedical Center, Seoul, South Korea; Department of Internal
Medicine, Seoul National University Hospital, Seoul, South Korea; Adagene Inc., San Diego, CA; Department of Clinical Development, Merck & Co., Inc., Rahway, NJ; City of
Hope Comprehensive Cancer Center, Duarte, CA

Background: ADG126 is an anti-CTLA-4 IgG1 masked antibody that is preferentially activated
in the tumor upon cleavage of masking peptides in the tumor microenvironment. Cleaved
ADG126 binds to a unique epitope on CTLA-4, blocks CTLA-4 function, primes T cells and
depletes Tregs. ADG126 in combination with pembrolizumab (Pembro) has been evaluated in a
Phase 1b/2 clinical trial (NCT05405595) and we have reported outcome in 3LMSS CRC patients
(Pts) free of livermetastasis (NLM).1-4We update results from additional dose expansion (EXP)
in Pts of advanced MSS CRC. Methods: This is a Phase 1b/2, open-label, multicenter dose
escalation and expansion study. Primary endpointswere safety and tolerability, and early signal
of efficacy. Secondary endpoints were PK, ADA, ORR, DCR, DOR, PFS and OS. Results: As of
Jan.15, 2025, a total of 54MSS CRC Pts were treatedwith ADG126/Pembro (200mgQ3W) in EXP
phase across 3 dose levels of ADG126 (Table 1). 18% Pts had $ 3 prior therapies and none had
prior IO therapy. There was no Grade 4/5 TRAE, andMTDwas not reached. Grade 3 TRAEs were
dose-dependent: 38% (5/13), 20% (6/30) and 0% (0/11) for 20mg/kg LD1, 10mg/kg Q3Wand 10
mg/kg Q6W cohorts, respectively. The discontinuation rate remains low for the EXP cohorts
(6%). The ORR, CBR, mPFS and 12-mon OS of MSS CRC Pts without liver and peritoneal
metastasis (NLPM) are listed in Table 1. ORR increased as a function of ADG126 dose. Although
10mg/kgQ6W/Pembro did not yield PR, all 6 EEPts remain on study (1 on treatment) at 18-mon
of follow-up. Correlation between dose level/regimen, ORR, CBR and mPFS between 10 mg/kg
Q6W and Q3W cohorts has been observed. mOS is not reached for 10 mg/kg Q3W NLPM after
15.5-mon follow up. Longer term efficacy data from 20 mg/kg LD cohort will be reported.
Conclusions: Dose-dependent ORR has been observed for ADG126/Pembro IO doublet across
multiple dose levels/regimens of ADG126 (10 mg/kg Q6W to 20 mg/kg LD) that is associated
with well-tolerated to acceptable safety profile, which is enabled by a relatively large thera-
peuticwindow.The overall performanceofADG126/Pembro IOdoubletwarrants further clinical
development including combination with SOCs targeting earlier lines/broader populations,
such as MSS CRC with liver metastasis. Clinical trial information: NCT05405595. Research
Sponsor: Adagene Inc.

Key efficacy results from MSS CRC patients.

ADG126 Dose/Pembrolizumab (200 mg, Q3W)

10 mg/kg Q6W 10 mg/kg Q3W 20 mg/kg LD1 Total #

Safety Evaluable 11 30 13 54
Efficacy Evaluable (NLPM) 10 (6) 29 (22) 12 (12) 51 (40)
MSS CRC NLPM‡‡>= Objective

Response Rate (ORR)
0 PR = 23% (5/22)2

(CI: 8-45)
PR = 33% (4/12)3

(CI: 10-65)
NA

6-mon CBR% 33% 55% (CI: 32-76%) NM NA
mPFS (mon) 5.9 6.7 (CI: 4.6-9.0) NM NA
12-mon OS 100% 75.1 (CI: 50-89%) NM NA

120 mg/kg LD: ADG126 20 mg/kg x1 cycle followed by 10 mg/kg Q3W. 2Including 1 unconfirmed PR. 3All
confirmed. CI: 95% confidence interval (report for n .=12 Pts cohort). NM: data not mature. NA: not
applicable.
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Real-world treatment patterns and outcomes with trifluridine/tipiracil monotherapy
or in combination with bevacizumab in metastatic colorectal cancer.

Donald A. Richards, Ruizhi Zhao, Nadeem Khan, Brenda Chang, Siraje Mahmud, Tehseen Salimi; Texas Oncology, Tyler, TX; Taiho Oncology, Inc., Princeton, NJ; Precision
Health Informatics, Dallas, TX

Background: Trifluridine/tipiracil (FTD-TPI; Lonsurf) is an oral antineoplastic agent approved
for 3rd-line use in combination with or without bevacizumab (BEV) in metastatic colorectal
cancer (mCRC). In the Phase III SUNLIGHT trial, the addition of BEV to FTD-TPIwas associated
with a significant improvement in overall survival (OS) and progression-free survival (PFS)
compared to FTD-TPImonotherapy. However, data on the use of FTD-TPI in combinationwith
BEV in the real-world community setting are currently limited. Methods: This was a retro-
spective observational study involving electronic medical records and (where available) chart
reviews frommCRC patients treated by the Texas Oncology community practice from Jan 2020
to Oct 2024. Patients had to have received FTD-TPI with or without BEV after progressing on a
prior line of therapy with oxaliplatin and irinotecan. Variables included patient characteristics,
clinical characteristics, treatment patterns and clinical outcomes. OS and time to next treat-
ment or death (TTNTD) were analyzed using the Kaplan-Meier method. Results: In total, 265
patients were included (166 FTD-TPI + BEV; 99 FTD-TPI monotherapy), with the majority
receiving FTD-TPI as 3rd-line (83%; n = 220) or 4th-line (14%; n = 38) therapy. The population
was 59%male, 66%white, and 35%were$65 years of age. Themost commonprevious 1st- and
2nd-line treatment for 3rd-line FTD-TPI patients was chemotherapy + an antiangiogenic (1st-
line, 67%; 2nd-line, 74%), which was similar regardless of current BEV use. Median duration of
therapy was 2.8 months (range 0.3 to 12.5) with FTD-TPI + BEV and 2.8 months (range 0.1 to
10.4) withmonotherapy. Median OS was 11.6 months with FTD-TPI + BEV and 6.2months with
monotherapy (hazard ratio [HR] = 2.1; 95% confidence interval [CI]: 1.5-3.0; p , 0.001). At
6 months, OS probability was 0.69 (95% CI: 0.61-0.77) with FTD-TPI + BEV and 0.50 (95% CI:
0.40-0.63) with monotherapy; 12-month OS probability was 0.49 (0.39-0.61) and 0.15 (0.07-
0.28), respectively.MedianTTNTDwas9.4months for FTD-TPI +BEV and 5.8months for FTD-
TPI alone (HR = 1.7, 95% CI: 1.2-2.4; p , 0.001). The safety/tolerability profile was generally
similar irrespective of BEV use, with the most common adverse events being fatigue/asthenia
(73%), abdominal discomfort/pain (55%), and nausea (54%). Themost notable difference was
neutropenia (37% FTD-TPI + BEV, 27% monotherapy). Conclusions: In this large real-world
community practice setting in the US, FTD-TPI use in mCRC was mostly in the 3rd-line setting
and approximately two-thirds of usewas in combinationwith BEV. Patient characteristics were
similar to the SUNLIGHT trial, with high rates of previous antiangiogenic use. A statistically
significant and clinically relevant OS benefit was seen with the addition of BEV versus mono-
therapy consistent with the results of the SUNLIGHT trial. Research Sponsor: Taiho Oncology
Inc.
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A phase 1 dose-escalation study of GCC19CART: A novel CAR T-cell therapy for
metastatic colorectal cancer in the United States.

Benjamin L. Schlechter, Christopher Hanyoung Lieu, Marwan Fakih, Rishi Surana, Dongqi Chen, Eric Keith Rowinsky, Victor Lu, Lei Xiao, Alan P. Venook, Kimmie Ng,
Bridget P. Keenan; Dana-Farber Cancer Institute, Boston, MA; Division of Medical Oncology, Department of Medicine, University of Colorado Anschutz Medical Campus,
Aurora, CO; City of Hope Comprehensive Cancer Center, Duarte, CA; Innovative Cellular Therapeutics Co, Ltd, Shanghai, China; Innovative Cellular Therapeutics Inc,
Rockville, MD; University of California, San Francisco, San Francisco, CA

Background: GCC19CART, the first clinical candidate of the CoupledCAR solid tumor platform,
pairs a solid tumor chimeric antigen receptor (CAR) T-cell with CD19-targeting CAR T-cells.
The CD19 target enhances proliferation and persistence of the CoupledCAR, overcoming the
limitations seen in other solid tumor CAR T-cells. Guanylate cyclase-C (GCC) is an appealing
CAR target due to apical-basal polarity of expression in normal colon, which may hamper on-
target effects on the mucosa. GCC is present on nearly all colorectal cancers (CRC). GCC19CART
showed promise in a prior trial in China, demonstrating expansion, response, and persistence,
consistent with the proposedmechanism. The US phase 1 studywas initiated for refractory CRC
to assess the safety and efficacy of GCC19CART in this population. Methods: Eligible patients
underwent leukapheresis, lymphodepleting chemotherapy (fludarabine 30mg/m2 and cyclo-
phosphamide 300mg/m2 on day-3), and a single dose of GCC19CART. Safety was the primary
endpoint. Efficacy was assessed by RECIST v1.1 based on local review. Results: As of January 23,
2025, 9 patients were treated: 4 at dose-level (DL) 1 (1x106 cells/kg) and 5 at DL2 (2x106 cells/
kg). Cytokine release syndrome occurred in all subjects (grade [G] 1: 6/9 [66.7%] and G2: 3/9
[33.3%]), and diarrhea was reported in 8/9 (G1: 3/9 [33.3%], G2: 3/9 [33.3%], G3: 2/9 [22.2%]).
Immune effector cell associated neurotoxicity syndrome occurred in 2/9 subjects (G2: 1/9
[11.1%], G3: 1/9 [11.1%]). A DL2 patient experienced a dose limiting toxicity (G3 diarrhea, G4
enterocolitis, and G5 sepsis) and died 48 days post-infusion. The overall response rate (ORR) in
DL1 was 25% (1/4 partial response [PR]) and 80% in DL2 (4/5 with 3 PR and 1 pathological
complete response). The PR in DL1 was achieved by month 2, while 3/4 responders in DL2
achieved a PR by month 1, demonstrating dose-dependent tumor-killing activity. Two DL2
patients maintained responses at data cut-off. One patient achieved a complete metabolic
response by PET at month 2 and maintained a PR by CT at month 6 with continuous tumor
shrinkage (month 1: 38.33%, month 2: 40.77%, month 4: 82.58%, month 6: 75.61%). Another
patientmaintained a PR atmonth 6with progression atmonth 8. Themedian progression-free
survival (PFS) was 5.0 months in DL1 and 7.8 months in DL2. The median duration of response
was 2.2 months in DL1 and 6.9 months in DL2. Compared to the prior trial in China ($G3
diarrhea: 22.2% vs. 53.3%; ORR: 66.7% vs. 40%, PFS: 7.8 vs 6.0months in DL2, 5.0 vs 1.9 in DL1.
Chen, JAMA Oncol., September 2024), the US study suggests a potential trend towards improved
safety and efficacy. Conclusions: GCC19CART demonstrated significant clinical activity and
durability in refractory CRC. Optimization of diarrhea/colitis management is ongoing. Updated
data will be presented. Clinical trial information: NCT05319314. Research Sponsor: None.
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Impact of obesity and lifestyle-associated risk factors on outcomes of early-onset
colorectal cancer in patients younger than 50 years old: A propensity-matched
analysis.

Syeda Ashna Fatima Kamal, Nehemias Antonio Guevara Rodriguez, Yassine Kilani, Noemy Evangelista Coreas, Ronald Blanco Montecino, Asha Ricciuti; Saint Louis
University, Saint Louis, MO; Department of Medicine, Division of Hematology-Oncology, Saint Louis University, St. Louis, MO; Hospital Oncologı́a ISSS, San Salvador, El
Salvador; St. Barnabas Hospital, Bronx, NY; Internal Medicine Department, Division of Hematology-Oncology, Saint Louis University, St. Louis, MO

Background: Early-onset colorectal cancer (CRC) incidence is rising in individuals under 50
years old. This study aims to understand the factors influencing outcomes in this population.
We evaluated the impact of obesity and other lifestyle-associated risk factors, such as smoking,
alcohol use, and diabetes mellitus, on outcomes in patients with early-onset CRC. Methods: A
comprehensive retrospective cohort study using the TriNetX database identified adults aged
18–49.9 diagnosed with CRC. Using propensity score matching (PSM), we compared patients
with obesity (body mass index [BMI] $30 kg/m²) and other lifestyle-associated risk factors
(smoking, alcohol use, and diabetesmellitus) to thosewithout any risk factor, while accounting
for demographics, comorbidities, and treatment. The primary outcome is the 10-yearmortality
in obese patients as compared to non-obese patients. Secondary outcomes included the 10-year
mortality in patients with other lifestyle-associated risk factors. Results: A total of 10,220
matched pairs of obese and non-obese patients were included. Before matching, obese CRC
patients were older, more likely to be male, Hispanic, or non-Hispanic Black, and had higher
rates of colonoscopy, surgery, and comorbidities (p,0.001). After PSM, obese CRCpatients had
significantly lower odds of 10-year mortality compared to non-obese patients (7.9% vs. 14%;
adjusted odds ratio [aOR] = 0.53; 95% confidence interval [CI]: 0.47–0.60). Diabetes, smoking,
and alcohol use showedno significant associationwith 10-yearmortality in patientswith early-
onset CRC (e.g., diabetes: aOR = 0.96; 95%CI: 0.73–1.26). Conclusions:Our study suggests that
obesity may confer a protective effect on 10-year mortality in patients with early-onset CRC,
whereas other lifestyle-associated risk factors showed limited-to-no significant impact. These
findings underscore the need for targeted strategies to improve access to CRC screening and
treatment, particularly in younger patients with obesity, and they also open up new avenues for
research into the potential mechanisms underlying these associations. Prospective studies are
warranted to validate these results and explore these potential implications, further enriching
our understanding of this complex disease and potentially leading to novel approaches for its
management. Research Sponsor: None.

Incidence % (N) Propensity score matching analysis

Lifestyle risk factors CRC, 50
+ risk factor

CRC,50
- risk factor

Adjusted odds ratio (aOR)* [95%CI]

Obesity (BMI ‡ 30) 7.9% (406) 14.0% (714) 0.53 [0.47 - 0.60]

Propensity matching analysis assessing the odds of 10-year mortality when comparing patients with
early-onset colorectal cancer (, 50 years) with lifestyle-associated risk factors (e.g., obesity (N=5110)
compared to equal numbers of patients without lifestyle-associated risk factors.
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Colorectal cancer mortality dynamics: Uncovering critical disparities in U.S. pop-
ulation health (2018–2023).

Pranav Chalasani, Ayushi Garg, Ramya Vasireddy, Jessica Worley, Pragnan Kancharla; Wayne State University, Rochester Hills, MI; Wayne State University, Troy, MI;
MedStar Health Georgetown University, Baltimore, MD; Henry Ford Health System, Detroit, MI; Medstar Franklin Square, Baltimore, MD

Background: Colorectal cancer(CRC) remains the third leading cause of cancer-related deaths
in the United States, with a disproportionate burden on underserved populations. Despite
established screening protocols and preventivemeasures, fewer than 35%of cases are detected
early, significantly impacting survival rates. This study examines mortality patterns across
demographic and geographic divides, revealing urgent public health priorities. Methods: This
retrospective analysis was performed in adults aged 25 and older using the CDC WONDER
database (2018-2023) using ICD-10 codes. We stratified mortality data by age, gender, race,
geographic region and urbanization level to identify critical disparities and emerging trends.
Crude mortality rates (CMRs) and Age-adjusted mortality rates (AAMRs) per 100,000 were
calculated by age, gender, region and race, with 95% confidence intervals (CI) for precision.
Temporal trends and annual percentage changes (APCs) were analyzed using Joinpoint re-
gression.Results:From2018 to 2023, among 313,744 deaths,mortality increased from51,891 to
53,497,while theAAMR for CRC consistently declined from 12.92 to 12.44. The highest CMRwas
in the 85+ group (156.11 per 100,000, 95%CI: 153.05–159.17), followed by 75-84 (74.18, 95%CI:
72.87–75.49), 65-74 (40.27, 95% CI: 39.58–40.96), and 55-64 (23.83, 95% CI: 23.37–24.30).
The 45-54 group had a CMR of 11.74 (95% CI: 11.40–12.07), the 35-44 group 3.56 (95% CI:
3.38–3.74), the 25-34 group 0.77 (95% CI: 0.69–0.86), and the 15-24 group had the lowest at
0.09 (95% CI: 0.06–0.12). Males had a higher CMR of 17.23 per 100,000 (AAMR: 15.19, APC:
-0.68, p = 0.21) than females, who had 14.42 per 100,000 (AAMR: 10.69, APC: -0.30, p = 0.56).
TheMidwest had the highest AAMR at 13.33 per 100,000 [APC: -0.78 (95% CI: -2.54 to 1.01, p =
0.31)], followed by the South at 13.54 [APC: 0.05 (95% CI: -0.80 to 0.92, p = 0.91)], the West at
11.90 [APC: 0.09 (95%CI: -0.79 to 0.95, p = 0.82)], and the Northeast at 11.54, with a significant
decline in trends [APC: -1.90 (95% CI: -3.24 to -0.58, p , 0.01)]. Large central metro areas
accounted for 25.3% of deaths (83,341), followed by large fringe metro areas (22.4%), medium
metros (19.9%), micropolitan areas (10.0%), small metros (9.4%), and noncore areas (8.2%).
Racial disparities showed White individuals with the highest CMR at 17.01 per 100,000 (AAMR:
12.69, APC: -0.78), while Black or African American individuals had a slightly lower CMR at
15.70 per 100,000 but the highest AAMR at 16.18 (APC: -1.63, p , 0.01), followed by American
Indian or AlaskaNative, Asian, NativeHawaiian, and other groups.Conclusions:These findings
reveal critical gaps in CRC prevention and care, disproportionately affecting young adults,
males, andminorities. Public health initiatives must expand screening, improve access to care,
and address regional inequities to reduce mortality and promote health equity. Research
Sponsor: None.
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Analytic and clinical validation of a negative prediction algorithm for actionable
mutations utilizing genomic and epigenomic profiling in cfDNA.

Andrew Gross, Catalin Barbacioru, Leslie A. Bucheit, Katie Quinn, Aaron Hardin, Jill Tsai, Martina Lefterova, Justin Odegaard, Darya Chudova; Guardant Health, Palo Alto, CA

Background: One challenge in cell-free DNA (cfDNA) profiling for genomic tumor profiling is
the inability to confidently confirm the absence of actionable genomic mutations. This lim-
itation arises from the challenge of determining whether key driver mutations are truly absent
or if tumor levels are below the detection threshold of the assay. Accurate negative variant
prediction could enable clinicians to expedite clinical decisions based on cfDNA results without
relying on tissue biopsy sequencing when no actionable alterations are found. Here, we report
analytic and clinical validation of a novel algorithm to enable negative prediction from liquid
biopsy to address this critical clinical need. Methods: Using the Guardant Infinity platform,
which simultaneously profiles genomic and epigenomic signals in a single sample, we in-
tegrated highly sensitive and precise tumor fraction estimates and developed a negative pre-
diction algorithm to allow for confident reporting of samples that do not detect an actionable
genomic finding. The algorithm estimates the post-test probability of a cfDNA sample har-
boring genomic biomarkerswith FDAapproved therapies relevant to treatment selection, based
on population priors, epigenomic tumor fraction (TF), and the analysis of mutant and non-
mutant coverage across variants of interest which was assessed for advanced colorectal (CRC)
and lung cancer (NSCLC) patients.Results: In 3973 CRC and 7654NSCLC analyzed patients, 41%
of CRC and 22.6% of NSCLC were found to have an actionable mutation. Among the remaining
samples, 66%of CRC and 56.3% of NSCLC had sufficient tumor fraction to assess the sample as
variant negative with . 95% confidence. Reasons why the remaining samples could not be
confidently assessed included low tumor shedding (including 15% with nondetectable tumor),
low genomic coverage over loci of interest, and mutant allele support below the confident call
threshold. An additional cohort of 237 CRC and 316NSCLCpatientswith paired tissue and cfDNA
results was used to clinically validate the negative prediction algorithm. All samples with
sufficient tumor fraction for . 95% confidence and predicted to be negative by the algorithm
for genomic biomarkers with FDA-approved therapies were confirmed to be negative in tissue
results. Conclusions: A plasma-based epigenomics-based approach for confident negative
prediction is feasible in CRC and NSCLC, as demonstrated by validation results. Confident
negative prediction has the potential to enhance the utility of liquid biopsy and accelerate
clinical decision-making in advanced solid tumorswith biomarker-guided treatment pathways
and should be validated in additional clinical datasets. Research Sponsor: None.
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Cell-free DNA 5-hydroxymethylcytosine profiling for the assessment of colorectal
cancer biology and treatment response in blood.

Ceyda Coruh, Yuhong Ning, Shimul Chowdhury, Jacqueline L. Mudd, De’Vana Crutcher, Netra Navadkar, Christopher Maher, Ryan Fields, Gulfem Dilek Guler, Samuel Levy;
ClearNote Health, San Diego, CA; ClearNote Health, San Mateo, CA; Washington University School of Medicine, St. Louis, MO; Washington University, St. Louis, MO;
Washington University School of Medicine in St. Louis, St. Louis, MO

Background: Colorectal cancer is the third most common cancer worldwide, accounting for
about 10% of all cancer cases, and is expected to claim more than 50,000 lives in 2025.
Approximately 33% of CRC patients will develop metastases throughout their cancer contin-
uum, and their 5-year survival rate is about 15%. The majority of patients with metastatic
colorectal cancer (mCRC) cannot be cured. However, a subset of mCRC patients with localized
recurrence or isolatedmetastases in the liver and/or lungs may achieve a cure through surgical
intervention. Yet, current methods for identifying patients who are candidates for more
favorable responseremain inadequate. Therefore, there is a critical need for predictive bio-
markers to accurately identify patients who are likely to experience better outcomes following
surgery. 5-hydroxymethylcytosine (5hmC) is an epigeneticmodification that is associatedwith
active genes and regulatory regions that are cell type- and disease-specific. Here, we
developed a model using cell-free DNA (cfDNA) 5hmC profiles to detect CRC and identified
pathways distinguishing mCRC patient outcomes following treatment. Methods: Plasma was
collected from 294 CRC patients and 588 non-cancer individuals to obtain cfDNA. cfDNA was
enriched for 5hmC-containing DNA fragments. Input and 5hmC-enriched cfDNA were sub-
sequently used to generate sequencing libraries to obtainWGS and 5hmC profiles, respectively.
Machine learning operating on 5hmC andWGS data was used to develop a CRC detectionmodel
which was subsequently tested on an independent set of mCRC (n = 69) and non-cancer
samples (n = 70). Differential 5hmC analysis was performed using edgeR and Gene Set
Enrichment Analysis (GSEA). Results: The performance of the CRC prediction model was
evaluated through 10-fold cross-validation producing an auROC curve of 0.86. An independent
validation set ofmCRC and non-cancer patients displayed an auROC of 0.94. Comparative GSEA
using gene body 5hmC levels revealed biological pathways associated with CRC biology such as
Myc signaling. cfDNA 5hmC profiling of plasma obtained from mCRC patients before surgery
revealed quantitative differences in patients who show recurrence of disease within 2 years
post-surgery from the patients who remain recurrence-free for at least 2 years after surgery.
These differences between relapsed and non-relapsed groups included 5hmC changes over
genes involved in pathways known in mCRC, such as the Wnt/b-catenin signaling (p , 0.05).
Lastly, quantitative changes in 5hmCprofilesmeasured inpre-surgery plasma samples enabled
prediction of disease recurrence in patients within 2 years post-surgery. Conclusions: 5hmC
analysis of cell free DNA) offers a novel, non-invasive approach for identification of colorectal
cancer biology and assessment of treatment response in blood samples. Research Sponsor:
ClearNote Health.
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Sintilimab plus bevacizumab, oxaliplatin, and capecitabine as perioperative therapy
in microsatellite-stable, resectable colorectal cancer liver metastases: An open-
label, single-arm, phase II trial.

Yu-hong Li; Sun Yat-sen University Cancer Center, Guangzhou, China

Background: Immunotherapy has revolutionized cancer treatment, yet its efficacy in proficient
mismatch repair and/or microsatellite stable (pMMR/MSS) colorectal cancer liver metastases
(CRLM) remains uncertain. Optimizing neoadjuvant regimens for such patients is crucial.
Methods: A prospective, open-label, single-arm phase II clinical trial was conducted from
June 2021 to January 2023. Patients with resectable pMMR/MSS CRLM were enrolled and
received 4 cycles sintilimab combined with bevacizumab, oxaliplatin, and capecitabine pre-
operatively followed by 4 cycles oxaliplatin, and capecitabine postoperatively. The primary
endpoints were safety and feasibility of neoadjuvant therapy and surgery. Secondary endpoints
encompassed pathological response rates, objective response rate, progression-free survival
(PFS), and overall survival (OS). Biomarker analyses were performed to identify potential
predictors related to efficacy and prognosis. The study protocol was registered in Clinical-
Trials.gov (NCT04940546). Results: Between June 2021 to January 2023, 36 patients were
enrolled, and included in the safety analysis. The most common treatment-related adverse
events (TRAEs) were fatigue (55.6%), peripheral neuritis (52.8%). Of the 36 patients, 30
received local treatment for liver metastases. 26 of them underwent CRLM surgery resection,
and 7 of the 26 experienced surgery - related complications graded from 1-2 such as chole-
cystitis and pulmonary infection, one patient died from respiratory failure due to a pulmonary
infection (immune pneumonia not excluded) amonth after liver metastases resection. 34 were
analyzed for efficacy. The objective response rate (ORR) was 67.6%, with a disease control rate
(DCR) of 88.2%. 26 patients underwent surgery; the pathological complete response rate (pCR)
was 11.5%, and the major pathological response rate (MPR) was 38.5%. After a median follow-
up of 32.9 months, the median PFS was 14.2 months ( (95% CI: 11.6 - 29.0 months), and the
median OS had not yet been reached. Biomarker analysis revealed that RAS wild-type (mPFS:
29.0 months (15.0 - NA) vs 11.5 months (9.8 - 15.7), log-rank P = 0.0087), SMAD4 wild-type
population (mPFS: 20.2months (12.3 - NA) vs 6.9months (5.2 - NA), log-rank P, 0.0001)may
benifit from immunotherapy combination treatment. The single cell RNA sequencing analysis
revealed that higher intrafiltion of FIB_PLAG2A in the TME of CR/PR were associated with
favorable prognosis, while higher intrafiltion of MPH_TREM2, FIB_POSTN in the TME of non
CR/PR were linked to poor prognosis. Conclusions: The neoadjuvant regimen demonstrated
acceptable safety and efficacy. RAS, SMAD4 wild-type patients may be a potential beneficiary
population. Clinical trial information: NCT04940546. Research Sponsor: Bethune Public Wel-
fare Foundation.
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Safety and efficacy evaluation of neoadjuvant chemoradiotherapy plus thymalfasin
and tislelizumab for treating MSS/pMMR locally advanced rectal cancer.

Zhengyang Yang, Si Wu, Jiale Gao, Xiao Zhang, Liting Sun, Wenlong Shu, Zhigang Bai, Guocong Wu, Wei Deng, Kaixin Zhao, Jie Zhang, Rui Xu, Guangyong Chen, Yi Xiao,
Guole Lin, Hongwei Yao, Zhongtao Zhang; Department of General Surgery, Beijing Friendship Hospital, Capital Medical University & National Clinical Research Center for
Digestive Diseases, Beijing, China; Department of General Surgery, Peking Union Medical College Hospital, Chinese Academy of Medical Sciences, Beijing, China;
Department of General Surgery, Beijing Friendship Hospital, Capital Medical University & National Clinical Research Center for Digestive Diseases, Beijing, Beijing, China;
Department of Radiology, Beijing Friendship Hospital, Capital Medical University, Beijing, China; Department of Pathology, Beijing Friendship Hospital, Capital Medical
University, Beijing, China

Background: Neoadjuvant chemoradiotherapy is currently the standard strategy for micro-
satellite stable (MSS) / mismatch repair-proficient (pMMR) locally advanced rectal cancer
(LARC) patients. This study aimed to explore the safety and efficacy of combining specific
(thymalfasin) and non-specific (tislelizumab) tumor immunotherapywith chemoradiotherapy
in MSS/pMMR LARC. Methods: This trial is an open, prospective, multi-center, single-arm
phase II clinical study assessing the efficacy and safety of neoadjuvant chemoradiotherapy
combined with thymosin andtislelizumab in MSS/pMMR LARC. Stage II/III MSS/pMMR LARC
patients (cT3-4aN0M0 and cT1-4aN1-2M0) with the tumor distal location# 10 cm from anal verge
at two centers in China were consecutively enrolled. Patients received chemoradiotherapy (50
Gy/25 f, 2 Gy/f, 5 days/week, 5weeks; plus capecitabine 850-1000mg/m2, bid, po, 5 days/week,
day1-5), thymalfasin (4.8 mg, biw, ih, day 1 and day 4 from week 1-11) and three 21-day cycles
tislelizumab (200mg, iv.gtt, week 2, 5 and 8) as neoadjuvant therapy. Adjuvant therapies after
neoadjuvant were nonuniformly specified and decided according to clinical experiences. The
primary endpoint is the complete response (CR) rate, defined as the achievement of clinical
complete response (cCR) after neoadjuvant therapy or pathological complete response (pCR)
after total mesorectal excision (TME). Results: From Feb 2024 to Aug 2024, a total number of
patients (n = 25) were enrolled and 3 patients were excluded because of T4b and dMMR. Finally,
2 patients were discontinued and 20 completed neoadjuvant therapy. The median age was 67.5
(from 36 to 74) years while the median tumor distal location was6.0 (from 3.5 to 8.5) cm. The
CR, PD, and SD rate was 40.0% (8/20), 45.0% (9/20), and 15.0% (3/20) correspondingly, with
the ORR rate of 85.0% (17/20). Grade 3 treatment-related adverse events (trAEs) including
leukopenia and neutropenia were observed in 1 (5%) patient, while grade 1-2 trAEs were
observed in 15(75.0%) patients. As for Dec 31, 2024, the EFS rate was 100% (20/20) with
median follow-up time of 18.57 weeks (from 6.86 to 31.86). Conclusions:Neoadjuvant chemo-
radiotherapy plus thymalfasin and tislelizumab show promising anti-tumour activity in MSS/
pMMR LARC patients, with manageable toxicities. This study suggests that such combination
could be a promising therapeutic strategy for patients with MSS/pMMR LARC. Clinical trial
information: NCT06056804. Research Sponsor: Beijing Li Huanying Medical Foundation.
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Neoadjuvant ONO-4578, an EP4 antagonist, in combination with nivolumab after
chemoradiation therapy in locally advanced resectable rectal cancer.

Yusuke Takahashi, Takeshi Kato, Takayuki Yoshino, Hideaki Bando, Yoshinori Kagawa, Yujiro Nishizawa, Jun Watanabe, Yusuke Suwa, Yoshito Komatsu, Satoshi Yuki;
Department of Gastroenterological Surgery, NHO Osaka National Hospital, Osaka, Japan; Department of Gastrointestinal Oncology, National Cancer Center Hospital East,
Kashiwa, Japan; Department of Gastroenterological Surgery, Osaka International Cancer Institute, Osaka, Japan; Department of Gastroenterological Surgery, Osaka
General Medical Center, Osaka, Japan; Department of Colorectal Surgery, Kansai Medical University, Osaka, Japan; Department of Surgery, Gastroenterological Center,
Yokohama City University Medical Center, Yokohama, Japan; Cancer Center, Hokkaido University Hospital, Sapporo, Japan; Department of Gastroenterology and
Hepatology, Hokkaido University Hospital, Sapporo, Japan

Background: Neoadjuvant nivolumab (NIV) after preoperative chemoradiation therapy (CRT)
demonstrated promising pathologic complete response (pCR) in patients (pts) with locally
advanced resectable rectal cancer (LARC) (Bando, Clin Cancer Res 2022). On the other hand, the
prostaglandin E2-EP4 signaling is known to induce immunosuppression in tumors. ONO-4578
(4578), an antagonist of EP4, in combination with NIV has shown a manageable safety profile
and signs of anti-tumor activity in pts with solid tumors. In this ONO-4578-03 study, we
evaluated safety, preliminary efficacy, and biomarkers of 4578 plus NIV after preoperative CRT
in pts with LARC. Methods: Pts with LARC who received preoperative CRT (50.4 Gy with
capecitabine 1,650 mg/m2) were eligible. Pts were divided into two groups for neoadjuvant
therapy: 4578 monotherapy lead-in (lead-in) and the combination group. Pts in the lead-in
group received 4578 (40 mg, oral, daily) alone for 6 weeks, and then 4578 plus NIV (240 mg,
intravenous, every 2 weeks) for 4weeks, while pts in the combination group received 4578 plus
NIV for 10 weeks. Subsequently, pts in both groups received radical resection. The primary
endpoint was safety. Secondary endpoint was efficacy, including pCR rate using the AJCC tumor
regression grading. Ongoing exploratory endpoints include tissue and blood biomarkers.
Results: We enrolled 31 pts: 10 and 21 to the lead-in and combination groups, respectively.
Themedian agewas 62.0 (range, 39–76) years, 20 pts (64.5%) had a disease stage of III, and all
pts were classified as microsatellite stable. The pCR (AJCC grade 0) rates in the lead-in group,
the combination group, and overall population were 50.0% (5/10 pts), 23.8% (5/21 pts), and
32.3% (10/31 pts), respectively; the major pathological response (MPR; AJCC grade 0+1) rates
were 70.0% (7/10 pts), 71.4% (15/21 pts), and 71.0% (22/31 pts), respectively. Among all pts,
any-grade treatment-emergent adverse events (TEAEs) occurred in 23 pts (74.2%). including 3
pts (9.7%) with grade 3 TEAEs (appendicitis, ileus, drug-induced liver injury, hypertension)
and 1 pt with serious TEAEs (ileus, drug-induced liver injury). None of the TEAEs led to
treatment discontinuation or death. Any-grade treatment-related adverse events (TRAEs)
occurred in 11 pts (35.5%), including 1 pt with a serious TRAE (grade 3 drug-induced liver
injury). Radical resection was not performed within the protocol-defined window in 1 pt in the
lead-in group and in 2 pts in the combination group due to progressive disease, a TRAE (grade 1
hyperthyroidism), or clinical CR, respectively. As of the final analysis, 5 pts experienced
recurrence and 1 pts died in the overall population, after themedian follow-up of 23.29 (range,
15.9–32.9) months. Conclusions: Neoadjuvant 4578 plus NIV after CRT showed a manageable
safety profile and promising pCR rates and MPR rates in pts with LARC. Clinical trial in-
formation: jRCT2051200096. Research Sponsor: Ono Pharmaceutical Co., Ltd.
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Single-incision laparoscopic surgery vs conventional laparoscopic surgery for
colorectal cancer: Short-term outcomes of a multi-center, randomized, controlled
trial.

Yaqi Zhang, Zijia Song, Yiqing Shi, Yimei Jiang, Changgang Wang, Chun Song, Qingtong Zhang, Lin Zhang, Hong Zhou, Hong Zhang, Ye Xu, Feng Gao, Xiaoqiao Zhang,
Liqiang Hao, Wenjing Gong, Tao Zhang, BingshunWang, Kun Liu, Ren Zhao; Ruijin Hospital, Affiliated by Shanghai Jiaotong University School of Medicine, Shanghai, China;
Department of General Surgery, Ruijin Hospital Affiliated to Medical College of Shanghai Jiaotong University, Shanghai, China; Ruijin Hospital affiliated by Shanghai
Jiaotong University School of Medicine, Shanghai, China; Shanghai East Hospital, Shanghai, China; Cancer Hospital of ChinaMedical University, Liaoning Cancer Hospital &
Institute, Shenyang, China; West China Hospital of Sichuan University, Chengdu, China; Renji Hospital Affiliated by Shanghai Jiaotong University School of Medicine,
Shanghai, China; Shengjing Hospital of China Medical University, Shenyang, China; Department of Colorectal Surgery, Fudan University Shanghai Cancer Center, Shanghai,
China; Department of Colorectal Surgery, The 940th Hospital of Joint Logistics Support Force of Chinese People’s Liberation Army, Lanzhou, China; Department of General
Surgery, Shandong Provincial Hospital affiliated to the Shandong First Medical University, Jinan, China; Department of Colorectal Surgery, Changhai Hospital, Naval
Medical University, Shanghai, China; Zhejiang Provincial People’s Hospital, Hangzhou, China; Clinical Research Center of Shanghai Jiao Tong University School of Medicine,
Shanghai, China; Department of General Surgery, Ruijin Hospital, Shanghai Jiao Tong University School of Medicine, Shanghai, China

Background: Single-incision laparoscopic surgery (SILS) is increasingly being embraced in the
medical community due to its potential to offer less-invasiveness and quick recovery. This
multi-center randomized controlled trial compared the short-termand long-termoutcomesof
single-incision laparoscopic surgery (SILS) with conventional laparoscopic surgery (CLS) for
colorectal cancer, whichmight be the first of its kind that involved both colon and rectal cancer.
Study recruitment has completed, and the follow-up is ongoing. Herewe report the short-term
outcomes of this trial. Methods: The trial was conducted across 11 hospitals in 6 provinces of
China. Participants included patients with histologically confirmed colorectal carcinoma that
situated above the peritoneal reflection, clinically staged as I-III. Patients were randomly
assigned in a 1:1 ratio to SILS or CLS group. Comprehensive perioperative data were meticu-
lously gathered, and follow-up assessments were scheduled postoperatively. The primary
endpointwas 3-year disease-free survival (DFS), secondary endpoints included overall survival
(OS), oncological efficacy, and postoperative outcomes. Results: Between May 2021 and April
2023, a total of 712 patients were randomly assigned to either the Single-incision Laparoscopic
Surgery (SILS) group (n = 354) or the Conventional Laparoscopic Surgery (CLS) group (n = 358).
The distribution of surgical procedures included 162 (22.8%) right hemicolectomies, 326
(45.8%) left hemicolectomies, and 224 (31.4%) proctectomies. The pathological TNM stages
I, II, and III of the mITT population were 10.7%, 36.9%, and 52.4%, respectively. In the SILS
group, 92.9%(n= 329) of the caseswere completed entirelywith a single incision. An additional
trocar was used to assist the surgical procedure in 5.6% (n = 20) of the cases, and 0.8% (n = 3)
were converted to conventional laparoscopic surgery. Two patients in the SILS group required
conversion to open surgery, compared to 10 patients in the CLS group. The incidence of
postoperative complications and oncological efficacy were statistically equivalent between
the two groups. Moreover, patients in the SILS group reported significantly less postoperative
pain (p = 0.02). There were no significant differences in short-term overall survival (OS) and
disease-free survival (DFS) between the two arms. Conclusions: Single-incision laparoscopic
surgery (SILS) for colorectal cancer has demonstrated with feasibility, safety, and efficacy. The
less painful postoperative experience was aligned with the principles of Enhanced Recovery
After Surgery (ERAS). This surgical approach extended the concept of minimally invasiveness
and represents a logical progression towards Natural Orifice Transluminal Endoscopic Surgery
(NOTES) or single-incision robotic surgery. Clinical trial information: NCT04527861. Research
Sponsor: SHANGHAI HOSPITAL DEVELOPMENT CENTER.
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The association of ctDNA with recurrence in patients with stage II-IV colorectal
cancer: The b-CORRECT study.

Tadayoshi Hashimoto, Yoshiaki Nakamura, Gregory Young, Melanie R. Palomares, Somasundaram Subramaniam, David W. Hall, Judith Frederick, Eiji Oki, Daisuke Kotani,
Saori Mishima, Jun Watanabe, Naoya Akazawa, Kozo Kataoka, Hideaki Bando, Takeshi Kato, Gina Costa, Amin Mazloom, Jorge Garces, Frederick Baehner,
Takayuki Yoshino; Department of Gastroenterology and Gastrointestinal Oncology, National Cancer Center Hospital East, Kashiwa, Japan; Exact Sciences, Redwood City,
CA; Exact Sciences, Madison, WI; Kyushu University, Fukuoka, Japan; Department of Colorectal Surgery, Kansai Medical University, Osaka, Japan; Department of
Gastroenterological Surgery, Sendai City Medical Center Sendai Open Hospital, Sendai, Japan; Division of Lower GI, Department of Gastroenterological Surgery, Hyogo
Medical University, Nishinomiya-Shi, Japan; Department of Gastroenterological Surgery, NHO Osaka National Hospital, Osaka, Japan; Exact Sciences, La Jolla, CA

Background:CRC is a leading cause of cancer-relatedmortality globally. Detection ofmolecular
residual disease (MRD) is an early indicator of recurrence andmay allow for timely intervention.
Here, we evaluated an analytically validated tumor-informed ctDNA MRD assay (Oncodetect)
in a cohort of patients with CRC.Methods:This retrospective study utilized data and specimens
from 468 patients with Stage II, III or resectable Stage IV CRC consecutively enrolled from June
1, 2020 through November 30, 2022 in the GALAXY study with available residual samples.
Tumor tissue underwent whole-exome sequencing to identify up to 200 tumor-specific
variants for designing a personalized MRD test. The test was used to assess ctDNA status in
plasma at three timepoints: post-surgical (PS), post-definitive therapy (PDT) and in the
surveillance period, which included the PDT and subsequent timepoints. The primary endpoint
was the association of ctDNA status during surveillance with disease-free survival (DFS). An
analysis of the association between RNA-seq expression and DFS was also planned. Results:
Analysis included a total of 1648 ctDNA results from 417 patients with $1ctDNA result from$1
timepoint. Among these patients, 296 (71.0%) had colon and 121 (29.0%) had rectal cancer, 141
(33.8%) had Stage II, 249 (59.7%) Stage III and 27 (6.5%) Stage IV disease, and 255 (61.2%)
received adjuvant chemotherapy. Median follow-up was 1.9 years. The median ctDNA level
among detections, measured in mean tumor molecules per ml (MTM/ml) was 1.187 (range
0.006-3180.5). During surveillance, ctDNA detection was strongly prognostic for DFS (HR 36.6;
CI 21.9 – 61.2; ctDNA status as a time-dependent variable). Similarly, ctDNA detection was
strongly associated with DFS at the PS and PDT timepoints (Table). Multivariable analysis
showed ctDNA status remained strongly associated with DFS while other clinicopathological
factors did not. The median lead time between ctDNA detection and clinical recurrence was
97 days (95%CI: 51-114). RNA-seq analysis is ongoing.Conclusions: In a cohort of 468 patients
who underwent curative-intent surgery for stage II-IV CRC, a tumor-informed quantitative
ctDNA assay using up to 200 variants was strongly prognostic for DFS at all timepoints. The
prognostic ability of RNA-seq expression analysis for ctDNA status and outcome in this cohort
is currently being determined. Research Sponsor: Exact Sciences; Japan Agency for Medical
Research and Development.

Association of ctDNA status with DFS.

Statistic Result

Surveillance (n= 398) HR (95% CI) 36.6 (21.9 – 61.2), p,0.0001
Sensitivity (95% CI) 64.8% (53.2 - 74.9%)
Specificity (95% CI) 98.8% (96.8 - 99.5%)

PS (n = 241) HR (95% CI) 7.5 (4.3 – 13.1), p,0.0001
Sensitivity (95% CI) 44.2% (31.6% - 57.7%)
Specificity (95% CI) 95.6% (91.6% - 97.8%)

PDT (n = 367) HR (95% CI) 24.0 (13.8 – 41.7), p,0.0001
Sensitivity (95% CI) 45.5% (34.0% - 57.4%)
Specificity (95% CI) 99.0% (97.1% - 99.7%)
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Biologic correlates of circulating tumor DNA (ctDNA) shedding in the INTERCEPT
colorectal cancer (CRC) study.

Emerik Osterlund, Giulia Maddalena, Andrew Jared Pellatt, Madhulika Eluri, Christine Parseghian, Kathryn Aziz, Kristin Alfaro, Robert J. Kell, Ganiraju C. Manyam,
Tsuyoshi Konishi, Michael J. Overman, Maria Pia Morelli, Jason Willis, John Paul Y.C. Shen, Kanwal Pratap Singh Raghav, Timothy E. Newhook, Arvind Dasari,
Anirban Maitra, Van K. Morris II, Scott Kopetz; Department of Gastrointestinal Medical Oncology, Division of Cancer Medicine, The University of Texas MD Anderson Cancer
Center, Houston, TX; The University of Texas MD Anderson Cancer Center, Houston, TX; Department of Gastrointestinal Medical Oncology, The University of Texas MD
Anderson Cancer Center, Houston, TX; Department of Colon and Rectal Surgery, The University of Texas MD Anderson Cancer Center, Houston, TX; Cancer NW Clin & Acad
Dev, The University of Texas MD Anderson Cancer Center, Houston, TX; Department of Pathology, The University of Texas MD Anderson Cancer Center, Houston, TX

Background: ctDNA is a promising tool for early cancer detection and monitoring of minimal
residual disease (MRD). The relationship between vesicle trafficking of ctDNA-laden exosomes
and shedding of detectable ctDNA in patients is poorly understood and was therefore explored
in a large prospective patient cohort.Methods:The INTERCEPTprogramprospectively enrolled
patients undergoing curative intent surgery for stage I-IV CRC at MD Anderson Cancer Center.
Tumor informed MRD assays (Signatera) were drawn postoperatively and every three months
according to reimbursement guidelines. RNA analyses were done from FFPE. Gene set enrich-
ment analyses (GSEA) and Z-Scores comparing ctDNA+ and ctDNA–were analyzed using log2
normalized RNA expression values. Results: The cohort included 579 patients with RNA and
post-operative ctDNA analyses;median age 56 years, 56%male and 47% stage IV. Of these, 122
(20%) were ctDNA+ in their first draw (32% of stage IV vs. 11% of stage I-III). In GSEA analyses
of Hallmark gene sets between ctDNA+ and ctDNA–, an upregulation was seen for 15/50 gene
sets among ctDNA+, with p-value , 0.05 and false discovery rate , 0.25. Two of the top
signatures (UV response up and Unfolded protein response) were significant also in analyses
stratified by stage. Analysis of the leading-edge genes in these gene set identified several
members of the vacuolar ATPase (V-ATPase) family of genes which were highly enriched in
ctDNA+. The full V-ATPase gene set substantially differed between ctDNA+ and ctDNA– (mean
Z-score 0.48 vs. -0.13, p , 0.001), including when stratified by stage (I-III: 0.46 vs. -0.28, p =
0.002; IV: 0.49 vs. 0.10, p = 0.051). Sixty percent of patients (n = 346) had relapse event datawith
sufficient follow up. V-ATPases had higher mean Z-scores in those with relapses than those
without (0.33 vs. –0.91, p = 0.012), also seen in the ctDNA– group (0.30 vs. -0.20, p = 0.021).
Conclusions: V-ATPase genes are differentially expressed in patients with ctDNA+ regardless
of tumor stage, a result alsomirrored in relapse events. V-ATPasesmay play a significant role in
ctDNA release through regulating intracellular multivesicular bodies to exosome release,
thereby providing a potential mechanistic link between tumor biology and ctDNA shedding.
This finding may explain the clinical limitations of ctDNA in selected patients and provide
personalization of ctDNA testing performance in the future. Research Sponsor: None.
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Phase II study of short-course radiotherapy (SCRT) followed by consolidation
chemotherapy with FOLFOXIRI as total neoadjuvant therapy (TNT) for locally ad-
vanced rectal cancer (LARC) patients (pts): The ShorTrip study.

Martina Carullo, Beatrice Borelli, Daniele Rossini, Chiara Boccaccio, Fabiola Paiar, Piero Buccianti, Luca Morelli, Piercarlo Rossi, Alessandro Passardi, Lisa Salvatore,
Federica Morano, Alessandra Anna Anna Prete, Samantha Di Donato, Maria Laura Iaia, Gemma Zucchelli, Stefano Tamberi, Luca Boni, Gianluca Masi, Chiara Cremolini,
Roberto Moretto; 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; Unit of Medical Oncology 2, Azienda Ospedaliera Universitaria Pisana, Pisa, Italy; Department of Experimental and Clinical Medicine,
University of Florence. Oncology Unit, Careggi University Hospital, Florence, Italy; Radiation Oncology Unit, Azienda Ospedaliero Universitaria Pisana, Pisa, Italy; UO
Chirurgia Generale SSN, Azienda Ospedaliero Universitaria Pisana, Pisa, Italy; General Surgery, Azienda Ospedaliero-Universitaria Pisana and Department of Translational
Research and New Technologies in Medicine and Surgery, University of Pisa, Pisa, Italy; Radiology Unit, Azienda Ospedaliero Universitaria Pisana, Pisa, Italy; Medical
Oncology, IRST-IRCCS "Dino Amadori", Meldola, Italy; Medical Oncology, Università Cattolica del Sacro Cuore and Medical Oncology, Comprehensive Cancer Center,
Fondazione Policlinico Universitario Agostino Gemelli, IRCCS, Rome, Italy; Department of Medical Oncology, Fondazione IRCCS Istituto Nazionale dei Tumori di Milano,
Milan, Italy; Oncology Unit 1, Veneto Institute of Oncology IOV - IRCCS, Padova, Italy; Medical Oncology Department ASL Toscana Centro, Santo Stefano Hospital, Prato,
Italy; Medical Oncology and Palliative Care Department, Azienda Ospedaliera Cardinale G. Panico, Tricase (Lecce), Italy; Medical Oncology Unit, Ospedale Misericordia,
Grosseto, Italy; Medical Oncology, Ospedale Santa Maria delle Croci, Ravenna, Italy; Clinical Epidemiology Unit, IRCCS Ospedale Policlinico San Martino, Genoa, Italy

Background: TNT is a recognised option for the treatment of LARC. The efficacy of both
FOLFIRINOX followed by long-course CTRT and SCRT followed by FOLFOX or CAPOX was
demonstrated in two phase III trials. No data are available regarding the feasibility and activity
of SCRT followed by the triplet as TNT in LARC. Methods: ShorTrip is an Italian, prospective,
multicentre, single-arm phase II trial (NCT05253846). Pts #70 years with medium-high (5-
10 cm from the anal verge) LARC with at least one of the following features: cT4, cN2, involved
mesorectal fascia (MRF+) or cT3N+, received SCRT followed by 8 cycles of FOLFOXIRI and
surgery. The primary endpoint was the pCR rate. According to the Fleming single stage design,
hypothesizing p0 = 0.25 and p1 = 0.40, setting 90% power with an a error of 0.10 (one-sided),
the experimental regimen would have been considered promising if at least 21 pCRs were
observed out of 63 enrolled pts. After the first 11 pts starting consolidation treatment, a higher
than expected occurrence of severe neutropenia after the 1st cycle of FOLFOXIRI (N = 7, 64%)
was observed and the protocol was amended to administer one cycle of FOLFOX after SCRT
followed by 7 cycles of FOLFOXIRI. Results: From January 2022 to February 2024, 64 pts were
enrolled in 9 centres with the following characteristics: median age 62 years (IQR 55-66), male
66%, ECOG PS = 0 89%, medium/high rectum 76%/24%, cT2/cT3/cT4 5%/76%/19%, cN0/
cN1/cN2 2%/35%/63%, MRF+ 42%, lateral nodes 35%, EMVI+ 41%. The 52 tumors tested for
MMR were pMMR. One patient withdrew consent after the 1st cycle of chemotherapy and was
not evaluated for pathological response. 21 (33%) and 43 (67%) pts achieved pCR and major
pathological response (MPR), respectively. Almost all pCRs (N = 20, 95%) and MPRs (N = 42,
98%)were observed in pts receiving at least 5 cycles of FOLFOXIRI (N = 56). Among 63 resected
pts, 62 (98%) and 1 (2%) achieved R0 and R1 resections, respectively. All pts completed SCRT
and the only grade 3/4 acute toxicitywas diarrhoea in 7 (11%) pts. 49 (77%) pts received 8 cycles
of consolidation treatment as planned. Irinotecan was never administered in 5 (8%) pts. Main
grade 3/4 toxicity during consolidation are listed in the Table. Early post-surgical complica-
tions were reported in 8 (13%) pts. Conclusions: SCRT followed by one cycle of FOLFOX and 7
cycles of FOLFOXIRI showed a promising activity and a feasible safety profile and is therefore
worth of further studies especially in the NOM scenario. Clinical trial information:
NCT05253846. Research Sponsor: GONO Foundation.

Main G3/4 Adverse Events
during consolidation CT

Overall
population

N=64
n (%)

Pre-amendment
N=11
n (%)

Post-amendment
N=53
n (%)

Any event 40 (62) 9 (82) 31 (58)
Neutropenia 33 (52) 8 (72) 25 (47)
Febrile Neutropenia 3 (5) 1 (9) 2 (4)
Anaemia 5 (8) 1 (9) 4 (8)
Diarrhoea 6 (9) 2 (18) 4 (8)
Stomatitis 5 (8) 1 (9) 4 (8)
Neurotoxicity 1 (2) 1 (9) -
Asthenia 4 (6) 2 (18) 2 (4)
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Digital spatial profiling: Mapping tumor responses to radiotherapy in rectal cancer.

Rachel Violet Purcell, Adèle Hegoburu, Mohammad Amer, Arielle Sulit, Frank Frizelle; Department of Surgery and Critical Care, Christchurch, New Zealand

Background: Variation in response to radiotherapy for the treatment of rectal cancer is likely
due to heterogeneity in the tumourmicroenvironment. However, to date, no reliable predictive
biomarkers of response are in clinical use and the mechanisms underlying response are
unknown. Tertiary lymphoid structures (TLS), which are ectopic lymphoid aggregates found
in the tumourmicroenvironment, have been linked to response to immunotherapy, but little is
known about their role in radiotherapy. Here, we aimed to explore the potential of lymphocytes
and tertiary lymphoid structures as predictive biomarkers of response to radiotherapy and
profile the tumour immune microenvironment in the context of response to radiotherapy.
Methods: For this study, we accessed pre-treatment biopsies from 20 rectal cancer patients
with known pathological response to long-course chemoradiotherapy (LCCRT). We selected
regions of interest based on immunohistological identification of tumour and lymphocytic
infiltrate in formalin-fixed paraffin-embedded tissue. We performed targeted proteomic pro-
filing of 87 immuno-oncology proteins using the Nanostring GeoMx Digital Spatial Profiler to
quantify protein expression with spatial resolution within regions of interest, including TLSs,
in the tumour microenvironment. Results: Unsupervised clustering based on normalised pro-
tein expression showed a clear separation between the complete responders to LCCRT and all
other tumours, and this separation is driven by differences in T cells within TLSs (CD3+).
Differentially expressed proteins within CD3+ aggregates include depletion of the natural killer
cell marker, CD56 and increased expression of the apoptosis marker, cleaved caspase 9. The
distribution of TLS-tumour distance was also significantly different between response groups.
Conclusions: The study highlights the role of TLSs in modulating the immunogenic landscape
of the tumour microenvironment in rectal cancer, likely influencing the response to radio-
therapy. Spatially resolved proteomic analyses identifies potential biomarkers for radiotherapy
response and underscores the importance of profiling tumour-immune microenvironment
complexitywhen stratifyingpatients for therapy. ResearchSponsor:HealthResearchCouncil of
New Zealand; Maurice Wilkins Centre for Biomolecular Discovery.
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Clinical and immunopathological evaluation and its comparison with consensus
molecular subtypes of colorectal cancer.

Eduardo Feliciangeli, Ginés Luengo-Gil, Teresa Garcia, Marı́a José Martı́nez-Ortiz, Jose Balsalobre Yago, Paola Pimentel Cáceres, Edith Rodriguez,
Antonio David Lázaro Sánchez, Ana Albaladejo-Gonzalez, Jose Garcia-Rodriguez, Rosanna Borg, Diego Soriano-Polo, Sofia Wikström-Fernandez, Andres Murillo,
Jose Garcia-Solano, Pablo Conesa-Zamora; Hospital General Universitario Santa Lucia, Cartagena, Spain; Hospital Universitario Santa Lucı́a, Santa Lucı́a, Spain

Background:This study aims to elucidate the prognostic impact of the immunoscorewithin the
context of consensus molecular subtypes (CMS), tumor budding (TB), and macrophage in-
filtration in colorectal cancer (CRC), addressing a gap in current research. Methods: A retro-
spective observational study analyzing 255 colorectal cancer cases. Demographic,
histopathological, and clinical variables were examined. Molecular classification, immuno-
score, and macrophage infiltration were determined via immunohistochemistry. The study
adhered to ethical guidelines and received approval from our ethics committee. CMS assess-
ment used automated staining for specific markers, with molecular subtype determined using
an online classifier (Ten Hoorn et al.). Immunoscore calculation involved evaluating CD3+ and
CD8+ immune cells, classifying patients into low or intermediate-high groups (Jiang et al.).
Macrophage assessment focused on CD163+ cells, categorizing them as spindle-cell and
round-cell. Statistical analysis employed SPSS, using descriptive statistics, chi-square tests,
Kaplan-Meier survival curves, andmultivariate analyses.Results: In this study of 255 colorectal
cancer patients, predominantly with localized disease, 34.9% had stage III disease. Conven-
tional and serrated adenocarcinomas were the main histological subtypes. CMS classification
revealed mostly CMS2-3 (69.4%), with relapse occurring across all subtypes. Low immuno-
scorewas common in conventional and serrated histology andCMS2/3, whileMSI-H correlated
with intermediate-high immunoscore. Tumor budding (TB)was prevalent in relapsed patients,
especially in CMS2/3 and CMS4, and associated with serrated histology. Metastatic patterns
varied by CMS subtype, with TB . 20 foci linked to hepatic metastases. CD163 macrophage
infiltration was associated with CMS1 and CMS2/3, and a high immune score. Over 9.6 years of
follow-up, tumor buddingwas associatedwith overall and relapse-free survival,while CMSwas
linked to overall survival. Immunoscore showed no association with survival outcomes.
Conclusions: This cohort shows heterogeneous disease progression and prognosis, with
CMS2/3 exhibiting high tumor budding and relapse rates, especially in serrated histology.
Molecular subtypes have distinct metastatic patterns: CMS1 to the peritoneum, CMS2/3 to the
liver, and CMS4 to both. Relapsed CMS2/3 cases had low immunoscore, while CD163+ mac-
rophage infiltration correlated with higher immune scores in CMS1 and CMS2/3, highlighting
the complex interactions betweenmolecular subtypes, immune responses, and tumorbehavior.
Research Sponsor: SEOM (Spanish Society of Medical Oncology); Instituto de Salud Carlos III;
ICI20/00044; European Commission H2020; GA: 848098.
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Neoadjuvant chemotherapy and surgery for rectal cancer: Omission of radiation in
clinical practice.

Matthew B. Hill, Emma Schatoff, Thikhamporn Tawantanakorn, Mithat Gonen, Marc J. Gollub, Jinru Shia, Christopher H. Crane, Paul Bernard Romesser, Leonard B. Saltz,
Julio Garcia-Aguilar, Andrea Cercek, Martin R. Weiser; Memorial Sloan Kettering Cancer Center, New York, NY

Background: PROSPECT proved efficacy of induction chemotherapy and surgery, without
radiation, for select stage II and III rectal cancer patients with improvements in bowel function
and less diverting ileostomy. This approach also avoids radiation-associated alteration in
fertility which is particularly important in the rising early onset population. In this study we
review our broader current use of induction chemotherapy without radiation in locally ad-
vanced rectal cancer patients. Methods: Review of a prospectively maintained IRB approved,
institutional database for patients treated with induction chemotherapy and surgery between
2015-2024. Clinicopathologic features are summarized, and disease-free survival (DFS) mea-
sured with the Kaplan-Meier method.Results: A total of 171 patients, median age 50 years (IQR
43-61), were identified with tumors located#5cm (n = 4, 2.3%), 6-10cm (n = 75, 44%), and 11-
15cm (n = 92, 54%) from the anal verge. Pre-treatment MRI staging was available for 169/171
patients. 2 (1.2%) and 167 (99%) wereMRI stage II and III including 23 with T4 lesions, 15 with
extra-TME lymph nodes, and 28 with EMVI. Neoadjuvant chemotherapy regimens included
CAPEOX (n = 71, 42%), FOLFOX (n = 98, 57%), and FOLFIRINOX (n = 2, 1.2%). 166 (97%)
underwent low anterior resection with (n = 94, 57%) or without (n = 72, 43%) diverting
ileostomy, 4 (2.3%) underwent abdominoperineal resection (APR), and 1 (0.6%) underwent a
Hartmann procedure. Pathologic responses included: 28 (16%) AJCC TRG 0 (no viable cancer
cells); 32 (19%) TRG 1 (small cluster/single cancer cells); 77 (45%) TRG 2 (residual cancer with
predominant fibrosis); and 34 (20%) TRG 3 (extensive residual cancer). Tumor deposits were
present in 24 (14%) and positive/close margin was noted in 2 (1.2%). With a median follow-up
of 24 months, 4 (2.3%) patients developed local recurrence (salvaged with chemotherapy,
radiation, and surgery) and 18 (11%)developeddistantmetastases. 1-yearDFSwas92%(CI: 88-
97) and 2-year DFS was 87% (CI: 81-93). Conclusions: Since PROSPECT, induction chemo-
therapy and surgery is being offered to higher risk rectal cancer patients, including those with
T4 lesions andEMVI,with favorable results. Continued individualized care based on response to
chemotherapy and omission of radiation can limit treatment related toxicity whilemaintaining
excellent oncologic outcome. Research Sponsor: P30 CA008748.
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Performance of a targeted enzymatic methylation-based early detection test by
different colorectal cancer subgroups.

Xiaojian Wu, Hong Xu, Zhijian Xu, Nan Lin, Xiaosheng He, Jiandong Tai, Jinlei Song, Min Li, Xiurui Zhu, Fei Zhao, Shiyuan Tong, Yalong Zhang, Ying Xin, Guo Chen, Junyi Ye,
Jing Liu, Baoliang Zhu, Xiaohui Wu, Ping Lan; The Sixth Affiliated Hospital, Sun Yat-sen University, Guangzhou, China; The First Hospital of Jilin University, Changchun,
China; Cancer Hospital, Chinese Academy of Medical Sciences, Beijing, China; The Third Affiliated Hospital, Sun Yat-sen University, Guangzhou, China; Shanghai Xiaohe
Medical Laboratory Co., Ltd., Shanghai, China

Background: Colorectal cancer (CRC) is the second most frequently diagnosed cancer in China
and early detection could prevent over 90% of CRC-related deaths. Blood-based tests that
analyze molecular features of CRC cell-free DNA (cfDNA), such as methylation and fragmen-
tation patterns, hold great promise for early detection. However, the impact of molecular
characteristics related to tumor location ormismatch repair (MMR) status on test performance
has not been thoroughly investigated. In this study, we developed a blood-based CRC early
detection test and analysed its performance across different CRC subgroups. Methods: A
targeted enzymatic methyl sequencing panel was developed to identify tumor-specific hyper-
and hypo-methylation markers and fragmentation profiles. A case-control cohort of 536
participants (268 CRC patients, 268 controls) was enrolled and startified into training and
validation sets base on case/control status and cancer stage with 5-fold cross-validation. A
gradient-boosted tree model was built by combining probabilities from methylomic and
fragmentomic features. The optimal cutoff value for the early detection was determined by
Youden’s index, High specificity and High sensitivity methods, respectively. Results: The
overall performance of Youden’s index, High specificity and High sensitivity methods was
as follows: specificity of 93.7%, 99.3%, 90.3%, and sensitivity of 96.6%, 86.2%, 97.0%,
respectively. The area under the curve (AUC) value is 0.989 (95% CI: 0.981-0.996) , which
is higher than those in current reports. When employing the High specificity method, the
sensitivities were comparable between left and right-sided colon cancer (86.3% vs 85.7%, p =
1.0), and also similar between the dMMR (deficient mismatch repair) and pMMR (proficient
mismatch repair) (87.5% vs 85.8%, p = 1.0), indicating that this model is applicable to various
CRC subtypes. Additionally the TNM staging, pathological differentiation status, and the
expression of Ki67, which are closely related to aggressiveness, were correlated with the
sensitivity (Table). Conclusions: We have established CRC early detection model based on
ctDNA methylation and fragmentation profiles, which shows excellent overall performance.
Notably, this newly developed blood-based model shows no significant differences in sensi-
tivity between distinct tumor locations or varying MMR statuses, suggesting its broader
applicability across different types of CRC. Research Sponsor: Shanghai Xiaohe Medical
Laboratory Co., Ltd.

Subgroup Positive/Total no. Sensitivity p_value

Left-sided
Right-sided

195/226
36/42

86.3%
85.7%

1

dMMR
pMMR

7/8
200/233

87.5%
85.8%

1

Stage I
Stage II
Stage III
Stage IV

34/50
92/108
72/76
33/34

68%
85.2%
94.7%
100%

＜0.001

Well differentiated
Moderately differentiated
Poorly differentiated

3/3
160/192
41/42

100%
83.3%
97.6%

0.029

Ki67_high
Ki67_low

138/159
32/42

86.8%
76.2%

0.147
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ctDNA dynamics and targeted therapies associated with genetic mutations in
patients with colorectal cancer.

Midhun Malla, Vasily N. Aushev, Avinash Ramu, Alyssa Antonopoulos, Richard Green, Adham A. Jurdi, Minetta C. Liu; University of Alabama at Birmingham, Birmingham,
AL; Natera, Inc., Austin, TX

Background:Colorectal cancer (CRC) is aheterogeneous diseasewith various geneticmutations
that guide targeted therapy decisions, as outlined by NCCN guidelines. Here we evaluated the
proportion of CRC patients receiving targeted therapies using Natera’s proprietary Real-World
Database.Methods:Whole-exome sequencing (WES) data of tumor samples fromCRC patients
undergoing tumor-informed ctDNA testing CRC were analyzed. WES was performed on tumor
tissue as part of the assay design workflow for Signatera™ molecular residual disease testing,
ordered between June 2019 and July 2024. From the overall cohort of 47,476 CRC cases, we
selected those with BRAF V600 (prevalence 13.7%) or KRAS G12C (prevalence 3.3%) actionable
mutations, resulting in 8,473 patients included in the analysis. We utilized commercially
available claims data to identify targeted therapy usage among clinical cases in our database.
We examined the use of 3 different FDA-approved targeted therapies in patients with CRC.
Results: Among 8,473 CRC patients with clinically actionable mutations in BRAF or KRAS, the
majority had a BRAF V600 mutation (78.6%; N = 6,662) followed by KRAS G12C (21.4%; N =
1,811). Staging information was available for 93.9% (7,953/8,473) cases, with 15.6% stage IV at
first ctDNA testing and 1.5% (123/7953) upstaged to stage IV at subsequent testing. An
additional 6.7%(487/7,233) caseswere categorized as recurrent/metastatic based on treatment
information from claims records. Overall rates of treatment with corresponding targeted
therapies were 4.0% (264/6,662) and 3.3% (60/1,811) for BRAF and KRAS, respectively. Within
the subgroup of confirmed recurrent/metastatic cases (N = 1,727), targeted therapy rates were
18.9% (233/1241) for BRAF and 10.7% (52/486) for KRAS. No therapy overlap and no discordant
cases (i.e., BRAF therapy was not given to KRAS mutated cases, and vice versa) were observed.
Targeted therapy was typically started after the start of ctDNA testing (KRAS: in 96.7%, 58/60
cases, median 422 days after, BRAF: in 75.8%, 200/264 cases, median 200 days after). ctDNA
clearance rate on therapy (i.e. conversion from ctDNA+ to ctDNA-) was observed to be 37.6%
(56/149) which matches objective response rates previously reported for radiological assess-
ment. Conclusions: In this analysis, we demonstrate the utility of the commercial claims
database to provide insights into different treatment modalities considered for patients with
actionable mutations. Understanding patterns of ctDNA dynamics during targeted therapy can
potentially act as a surrogate of treatment efficacy andmay guide future clinical trials. Research
Sponsor: None.

GASTROINTESTINAL CANCER—COLORECTAL AND ANAL



3598 Poster Session

Oncologic outcomes of organ preservation in patients with rectal adenocarcinoma
treated with total neoadjuvant therapy: A single-center study.

Mariem Galuia, Anastasiya Shchatsko, Saba Balvardi, Morgan Brazelle, Lampros Karakozis, Michael Abdelmasseh, Christopher Aquina, Mark Soliman,
Mohamedtaki Abdulaziz Tejani, Ahmed Zakari; AdventHealth Cancer Institute, Orlando, FL; AdventHealth, Orlando, FL; Adventhealth Orlando, Orlando, FL; Adventhealth,
Orlando, FL

Background: Total neoadjuvant therapy (TNT) reduces the risk of local recurrence and distant
metastases in patients (pts) with locally advanced rectal cancer (RC). Selected ptswho achieve a
complete clinical response (cCR) after TNT who can undergo a strict surveillance protocol may
be considered for non operative management (NOM) to preserve rectal function. Methods: We
conducted an observational, retrospective, single-center study to evaluate watch-and-wait
strategy in those achieved organ preservation & survival in pts with locally advanced or
resectable metastatic pMMR RC treated with TNT. Pts received either induction chemotherapy
followed by chemoradiation (INCT-CRT) or chemoradiation followed by consolidation che-
motherapy (CRT-CNCT). INCT and CNCT consisted of 6-8 cycles of FOLFOX or 5 cycles of
CAPEOX. CRT consisted of a total dose of 5,040-5,750 CGy to the tumor and lymph nodes along
with capecitabine. Pts were assessed for treatment response with digital rectal exam, MRI,
flexsig 8 weeks after TNT. Pts who achieved cCR or a near-cCR were offered NOM with WW.
Close surveillance with the above-mentioned modalities was repeated every 3 months, CT
chest/abdomen or PET scan was performed every 6 months. Data on local recurrence, distant
metastases and survival was collected. Results: From Dec 2017 to Jan 2024, a total of 109 pts
with RC went on WW after TNT in our center. Most pts were males (66%). Median age was 59
(30-88). The proportions of stages I to IV were 2.7%, 19.2%, %, 76.1%, and 3.6% respectively.
After a median follow-up of 20.2 months, median time of sustained cCR was 67 weeks, tumor
regrowth occurred in 7/109 (6.4%) pts. 3/109 pts developed distant metastases (8.5%). Median
time from cCR to local regrowth/metastasis was 42 weeks. Recurrence was detected within the
first 2 years in all 7 patients. 3/7 patients are in remission after salvage surgery, 2/7 pts were
scheduled for surgery, 1/7 pts died of disease progression and another pt was a poor surgical
candidate. 93% (102/109) of our pts are with no evidence of disease. Conclusions: Organ
preservation for locally advanced rectal cancer is feasible and successful in a large
community-based hospital system for selected ptswho achieve cCR to TNT.WW is a reasonable
and attractive strategy for both patients and oncologists that minimizes post-operative
morbidity . Ongoing trials like JANUS aim at increasing cCR rate. Research Sponsor: None.

Demographic and clinical characteristics of the pt cohort.

Variables All pts (n=109)

Age, median (years) 59.0 (30-88)
Gender
Male
Female

73 (66%)
36 (34%)

Ethnicity
Caucasian
Hispanic
Other

78 (71.5%)
23 (21.1%)
8 (7.3%)

Clinical stage at diagnosis
I
II
III
IV

3 (2.7%)
21 (19.2%)
83 (76.1%)
2 (1.8%)

TNT Strategy
NCT-CRT
CRT-CNCT

45 (41.2%)
64 (58.8%)

CT regimen
FOLFOX
CAPEOX
Other

91 (84.4%)
14 (12.8%)
3 (2.7%)

Months of follow-up, median 20.2
Tumor Grade
1
2
3
Unknown

7 (6.4%)
53 (48.6%)
2 (1.8%)

47 (43.11%)
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Neoadjuvant mFOLFOXIRI chemotherapy with or without cadonilimab versus
mFOLFOX6 alone in locally advanced colorectal cancer: A randomized phase II
study (OPTICAL2).

Jianwei Zhang, Huabin Hu, Xiaoyu Xie, Dianke Chen, Xiaohui Zhai, Liang Huang, Xiaosheng He, Yan Zhang, Jiayu Ling, Shanshan Li, Yanhong Deng; Department of Medical
Oncology, the Sixth Affiliated Hospital of Sun Yat-sen University, Guangzhou, China; The Sixth Affiliated Hospital, Sun Yat-sen University, Guangzhou, Guangdong, China;
The Sixth Affiliated Hospital, Sun Yat-sen University, Guangzhou, China; Sixth Affiliated Hospital of Sun Yat-Sen University, Guangzhou, China

Background: The current standard treatment for locally advanced rectal cancer is chemo-
radiotherapy (CRT) followed by total mesorectal excision (TME) . For locally advanced colon
cancer, neoadjuvant FOLFOX is also an option. In the era of immunotherapy, several studies
have explored the efficacy of CRT combined with immunotherapy treatment. However, no
studies have yet investigated the efficacy and safety of chemotherapy combined with immu-
notherapy in locally advanced colorectal cancer. We aim to explore the efficacy of mFOLFOXIRI
with or without cadonilimab (AK104) compared to mFOLFOX6 neoadjuvant chemotherapy in
locally advanced colorectal cancer (LACRC). Methods: OPTICAL-2 was a randomized, phase II
trial in patients with II/III rectal ancer and locally advanced colon cancer (T3 $5 mm or T4).
Patientswere randomly assigned (1:1:1 ) to 3 groups: preoperativemFOLFOXIRI plusAK104 for 6
cycles or mFOLFOXIRI for 6 cycles, or mFOLFOX6 alone for 6 cycles, followed by TME and
adjuvant chemotherapy. The primary endpoint was pCR rate in mITT population, and the
secondary endpoint wasmajor pathological response (MPR) rate, 3-year disease-free survival,
overall survival and safety. Results: From July 2023 to August 2024, 123 patients with LACRC
were enrolled,with 41 patients in each group, including 22 colon cancer and 101 rectal cancer. As
the data cutoff, 121 patients had underwent surgery (41 in mFOLFOXIRI plus AK104, 39 in
mFOLFOXIRI group and 41 in mFOLFOX6 group). Preoperative radiotherapy was added after
induction treatment in 5 (12.2%), 4 (9.7%) and 3 (7.3%) patients among the 3 groups. In the
mITTanalysis, the pCR ratewas 26.8%vs. 15.4%vs. 9.8%among the 3 groups, respectively. The
downstaging (ypStage 0 to 1) was 65.9%, 46.2% and 41.5%, respectively. The MPR rate was
68.3%, 48.7% and 43.9%, respectively. While in the PP analysis (completed 6 cycles of pre-
operative treatment), the pCR rates were 30.6%, 17.1%, and 10.8%, respectively. The down-
staging was 63.8%, 45.7% and 37.8%, respectively. Safety assessments was generally well-
tolerated.Conclusions:mFOLFOXIRIwith AK104demonstrated ahigher pCR rate, downstaging
rate and MPR rtae compared with FOLFOX chemotherapy in patients with LACRC. This study
suggests that the combination of Intensified chemotherapy and dual immunotherapymay be a
promising approach for improving treatment outcomes. Clinical trial information:
NCT05571644. Research Sponsor: None.

Pathologic outcome and surgical parameters.

Characteristics mFOLFOXIRI+AK104 (A) mFOLFOXIRI (B) mFOLFOX6 (C) P1 (A vs. C)

mITT analysis n=41 n=39 n=41
pCR 11 (26.83%) 6 (15.38%) 4(9.76%) 0.046
ypStage 0-I 27 (65.9%) 18 (46.2%) 17 (41.5%) 0.026
MPR 28 (68.3%) 19 (48.7%) 18 (43.9%) 0.026
PP analysis n=36 n=35 n=37
pCR 11 (30.6%) 6 (17.1%) 4 (10.8%) 0.036
ypStage 0-I 23 (63.8%) 16 (45.7%) 14 (37.8%) 0.026

Footnote: pCR, pathological complete response; MPR, major pathological response.
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Impact of perioperative complications on ctDNA-based MRD detection and prog-
nosis: Insights from the GALAXY study.

Eiji Oki, Shota Sato, Koji Ando, Yoshiaki Nakamura, Jun Watanabe, Naoya Akazawa, Keiji Hirata, Kozo Kataoka, Mitsuru Yokota, Kentaro Kato, Masahito Kotaka,
Kun-Huei Yeh, Arkarachai Fungtammasan, AdhamA. Jurdi, Minetta C. Liu, Daisuke Kotani, Hideaki Bando, Ichiro Takemasa, Takeshi Kato, Takayuki Yoshino; Department of
Surgery and Science, Graduate School of Medical Sciences, Kyushu University Hospital, Fukuoka, Japan; Department Surgery and Science, Graduate School of Medical
Science, Kyushu University, Fukuoka, Japan; Department of Surgery and Science, Graduate School of Medical Sciences, Kyushu University, Fukuoka, Japan; Translational
Research Support Section, National Cancer Center Hospital East, Kashiwa, Japan; Department of Colorectal Surgery, Kansai Medical University, Osaka, Japan; Department
of Gastroenterological Surgery, Sendai City Medical Center Sendai Open Hospital, Sendai, Japan; Department of Surgery 1, School of Medicine, University of Occupational
and Environmental Health, Kitakyushu, Japan; Division of Lower GI, Department of Gastroenterological Surgery, Hyogo Medical University, Nishinomiya-Shi, Japan;
Department of General Surgery, Kurashiki Central Hospital, Okayama, Japan; Department of Surgery, Teine-Keijinkai Hospital, Sapporo, Japan; Department of
Gastrointestinal Cancer Center, Sano Hospital, Kobe, Japan; Department of Oncology, National Taiwan University Hospital, Taipei, Taiwan; Natera, Austin, TX; Natera, Inc.,
San Carlos, CA; Natera, Inc., Austin, TX; National Cancer Center Hospital East, Kashiwa, Japan; Department of Surgery, Osaka Police Hospital, Osaka, Japan; NHO Osaka
National Hospital, Osaka, Japan; Department of Gastrointestinal Oncology, National Cancer Center Hospital East, Kashiwa, Japan

Background: The GALAXY study (UMIN000039205) demonstrated the utility of circulating
tumor DNA (ctDNA)testing to detect molecular residual disease (MRD) and monitor post-
operative recurrence. This analysis evaluates the influence of perioperative complications and
the timing of blood sampling on MRD detection rates and predicting clinical outcomes.
Methods: From the 6,032 patients enrolled in GALAXY, 2,400 were available for this analysis
after excluding those enrolled in randomized trials or with insufficient follow-up. A clinically
validated, tumor-informed ctDNA assay (Signatera, Natera, Inc.) was utilized to prospectively
detect and quantify ctDNA.MRDwas assessedwithin a definedpostoperative "MRDwindow"of
2-10 weeks post-surgery. Perioperative complications were classified as Grade 2 or higher
according to the Clavien-Dindo classification. Results: Perioperative complications occurred in
302 cases (12.6%), with anastomotic leakage (2.4%), ileus (2.0%), and intra-abdominal
abscesses (1.3%) being the most common. Complications were more frequent in males and
patients with rectal cancer. Cell-free DNA (cfDNA) concentrations measured at 2–4 weeks
post-surgery were significantly higher in cases with complications compared to those without
complications (9.2 vs. 6.9 ng/mL; p , 0.001). Three-year recurrence-free survival (RFS) was
significantly worse in MRD-negative cases with complications (80.7%) compared to those
without complications (87.0%;HR 1.63; 95%CI 1.143–2.323; p = 0.007). InMRD-positive cases,
3-year RFS was 15.6% in patients with complications versus 19.9% in those without (HR 1.16;
95% CI 0.831–1.608; p = 0.389). Among patients with complications, ctDNA testing conducted
at 2–4 weeks post-surgery versus 4–10 weeks showedmarked differences in 3-year RFS based
on landmark analysis at 10 weeks. For MRD-negative cases, 3-year RFS was 75.32% versus
90.71% (HR 2.875; 95% CI 1.252–6.605; p = 0.013). In MRD-positive cases, 3-year RFS was
27.7% versus 6.25% (HR 0.46; 95% CI 0.230-0.929; p = 0.030). This trend was similar even
when colon and rectal cancer were analyzed separately. In contrast, no timing-related differ-
ences were observed in cases without complications. Conclusions: Perioperative complications
may elevate cfDNA levels, potentially confounding MRD assessment. Our findings suggest
delaying ctDNA testing to at least 4 weeks postoperatively in patients experiencing Clavien-
Dindo Grade$2 complications. These results provide essential guidance for optimizing clinical
trial designs involving MRD evaluation through ctDNA analysis. Clinical trial information:
UMIN000039205. Research Sponsor: AMED.
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Long-term survival and treatment efficacy in dMMR/MSI-H rectal cancer: A real-
world cohort from seven large medical college–affiliated hospitals.

SiyuanMi, Xingyu Feng, Jianhui Chen, Xuan Zhang, Zhimin Liu, Da Kang, Fengyun Pei, Yijun Liao, Xin Tang, Xiang Chen, Zhenhai Lu, Zhizhong Pan, Peirong Ding, Gong Chen,
Tingyu Mou, Jun Huang, Rong-Xin Zhang; Sun Yat-sen University Cancer Center, Guangzhou, China; Guangdong Academy Of Medical Sciences & Guangdong General
Hospital, Guangzhou, China; The First Affiliated Hospital Sun Yat-sen University, Guangzhou, China; Yunnan Cancer Hospital, Kunming, Yunnan, China; Department of
General Surgery(Coloproctology), the Sixth Affiliated Hospital, Sun Yat-sen University, Guangzhou, China; Sun Yat-sen University Cancer Center, State Key Laboratory of
Oncology in South China, Collaborative Innovation Center for Cancer Medicine, Sun Yat-sen University, Guangzhou, China; Department of Colorectal Surgery, the Sixth
Affiliated Hospital, Sun Yat-sen University, Guangzhou, China; The Affiliated Qingyuan Hospital (Qingyuan People’s Hospital), GuangZhou Medical University, Qingyuan,
China; State Key Laboratory of Oncology in South China, Collaborative Innovation Center of Cancer Medicine, Sun Yat-Sen University Cancer Center, Guangzhou, China;
Department of Colorectal Surgery, Sun Yat-Sen University Cancer Center, Guangzhou, China; Nanfang Hospital, Southern Medical University, Guangzhou, China; The Sixth
Affiliated Hospital, Sun Yat-Sen University, Guangzhou, China

Background:Neoadjuvant immunotherapy provides considerable advantages for patients with
dMMR/MSI-H rectal cancer. However, treatment strategies in real-world settings vary
depending on tumor characteristics, economic conditions, and the choices made by physicians
and patients. Methods: We screened more than 10,000 rectal cancer cases from seven large
medical college-affiliated hospitals. We used the Kaplan-Meier curve to compare survival and
progression, applied Cox regression to analyze impact factors, and examined tumor regression
grades with chi-square analysis. Results: From March 2010 to April 2024, 502 patients were
enrolled and diagnosed with dMMR/MSI-H rectal adenocarcinoma through immunohisto-
chemistry or PCR. 100 patients underwent neoadjuvant immunotherapy, demonstrating a
96.34% 5-year overall survival (95% CI: 86.08-99.08%), and 90.74% 5-year disease-free
survival (95%CI: 74.67-96.82%). This indicated a 16.50% enhancement in overall survival (p =
0.042) and a 16.87% increase in disease-free survival (p = 0.002) compared to conventional
chemoradiotherapy (5-year OS: 79.84%, 95% CI: 71.69-85.87%; 5-year DFS: 73.87%, 95% CI:
65.15-80.73%). Neoadjuvant immunotherapy demonstrated significant superiority in tumor
regression (p , 0.0001), however, the combination with chemotherapy did not enhance the
effect (p = 0.622), and varying chemotherapeutic agents did not improve tumor regression in
conventional chemoradiotherapy either. Additionally, elevated serum CEA levels were associ-
ated with an increased risk of both death and disease progression. Patients with advanced age,
lower clinical stages, and fewer risk factors were more likely to undergo direct surgical
resection. Conclusions:Neoadjuvant immunotherapy is advantageous for dMMR/MSI-H rectal
cancer patients, as it leads to better tumor regression and enhanced disease control. Research
Sponsor: None.
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Phase 1b study to assess the safety of neoadjuvant trifluridine/tipiracil with
concurrent radiation in resectable stage II/III rectal cancer: Initial results of the
FIERCE study.

Emerson Yu-sheng Chen, Nima Nabavizadeh, Daniel Herzig, Elena Korngold, Adel Kardosh, Guillaume Joe Pegna, Hagen Fritz Kennecke, Vassiliki Liana Tsikitis, Kim Lu,
Sandy Fang, Flavio G. Rocha, Skye C. Mayo, Brian Brinkerhoff, Shaun M. Goodyear, Melissa Wong, Erin Taber, Christopher Lessenich, Brindha Rajagopalan,
Charles R. Thomas Jr., Charles D. Lopez, OHSU Gastrointestinal Cancer Disease Group; Oregon Health & Science University, Portland, OR; OHSU Knight Cancer Institute,
Portland, OR; Oregon Health and Science School of Medicine, Portland, OR; Oregon Health and Science University Hospital, Portland, OR; Dartmouth-Hitchcock Medical
Center, Lebanon, NH; Oregon Health & Science University Knight Cancer Institute, Portland, OR

Background: Total neoadjuvant therapy (TNT) with chemo-radiation (CRT) followed by dou-
blet chemotherapy for rectal cancer can yield clinical complete response (CR) to allow success-
ful surgery or organ-sparing. Trifluridine exhibited cytotoxic effect of ionizing radiation
superior to fluorouracil in colonogenic survival assay (dose modification factor: 2.7). The
FIERCE trial (NCT04104139) sought to determine the maximum tolerated dose (MTD) of
trifluridine/tipiracil (FTD-TPI)with concurrent CRTduringTNTwith future goals of improving
CR. Methods: MRI-staged participants (pts) with stage II (T3-4N0M0) or stage III (TxN+M0)
resectable rectal adenocarcinoma, underwent CRTwith FTD-TPI for 6weeks followed by either
FOLFOX or CAPOX for 4 months. Cohorts of 3 pts were examined at three dose levels (DLs)
until a total of 18 pts were reached per Bayesian Optimal Interval design. FTD-TPI was taken
orally BID for five days/week onweeks 1, 3, and 5 at the assigned dose (DL1 = 25mg/m2; DL2= 30
mg/m2; DL3 = 35 mg/m2) with concurrent pelvic radiation of 25-28 fractions. Dose limiting
toxicity (DLT) was defined by sustained hematologic, gastrointestinal, and serious adverse
events related to FTD-TPI. Primary endpoint was the proportion of DLT from CRT at MTD.
Results:Among22 screenedpatients (3 ineligible and 1 removed for non-compliance inweek 1),
18 pts were evaluable. Median age was 52 years (range 37-73), female sex was 4 (22%), and 16
(89%)were ECOG 0. All pts had proficientmismatch repair. All 18 pts were staged as cT3, with 8
(44%)N0 (stage II), 7 (39%)N1, and 3 (17%)N2. All 18pts completedCRT in their assignedDL (6
DL1, 3 DL2, 9 DL3) followed by chemotherapy (16 FOLFOX; 2 CAPOX) with the 18th pt scheduled
to finish treatment in February 2025. One pt was switched to irinotecan due to intolerable
oxaliplatin-related neuropathy. During CRT, grade 3 neutropenia without fevers (4/18, 22%)
led to 1/6 DLT in DL1 and 1/9 DLT in DL3, which were mitigated by dose interruptions (2/18
missed last week of FTD-TPI). No grade 4 adverse events were observed during CRT. At data
cutoff, 10 (56%) pts entered into watch-and-wait surveillance, 6 (33%) pts had surgery, and 2
(11%) pts await final assessment. Conclusions: FTD-TPI at DL3, the MTD of 35 mg/m2 on days
1-5, 15-19, and 29-33, is the recommended phase 2 dose for CRT in TNT for locally-advanced
rectal cancer. Short-course filgrastim, or day 29-33 adjustment to DL2, may be needed in last
2 weeks of CRT to prevent dose interruptions. A dose expansion study is being explored as the
next step. Clinical trial information: NCT04104139. Research Sponsor: Taiho Oncology; OHSU
Knight Cancer Institute.
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Enhancing colorectal cancer precision medicine through multi-omics and clinical
data integration with artificial intelligence.

Enrique Velazquez Villarreal, Ei-Wen Yang; City of Hope National Medical Center, Duarte, CA; PolyAgent, San Francisco, CA

Background: The integration of multi-omics and clinical data in precision medicine research
for colorectal cancer (CRC) is a complex task that requires advanced computational tools.
Artificial Intelligence agent for High-Optimization and Precision mEdicine (AI-HOPE) has
emerged as a transformative platform, streamlining data integration, analysis, and discovery
efforts. AI-HOPE is designed to integrate and analyze multi-omics alongside clinical data,
facilitating novel insights into CRC pathogenesis, therapeutic responses, and precision med-
icine applications. Methods: AI-HOPE leverages Large Language Models (LLMs) to interpret
natural language inputs and convert them into executable pipelines for multi-omics and
clinical data analysis. Data from The Cancer Genome Atlas (TCGA) and other publicly available
CRC datasets were utilized to demonstrate its capabilities. AI-HOPE supports analyses such as
identifyingmutation andgene expression patterns, pathway enrichment, survival analysis, and
therapeutic outcome predictions. Three case studies were conducted: (1) identifying WNT and
TGFb pathway alterations in early-onset CRC (EO CRC) versus late-onset CRC, (2) evaluating
the association between specific multi-omics signatures and progression-free survival in
patients treated with FOLFOX chemotherapy, and (3) performing a precision medicine query
to identify actionable gene mutations and tailored medications for CRC treatment. Results:
Overall AI-HOPE answered queries with an accuracy of 0.98 and an F1 score of 0.89 (precision =
0.80). AI-HOPE identified significant alterations in theWNTandTGFbpathways amongEOCRC
patients compared to late-onset cases, aligning with findings from published literature. In the
second study, the platform revealed that patients with specific transcriptomic signatures (e.g.,
upregulation of MYC targets) had significantly worse progression-free survival when treated
with FOLFOX chemotherapy, further supporting its utility in identifying clinically relevant
biomarkers. AI-HOPE was used to query CRC datasets for actionable gene mutations, such as
KRAS, BRAF, andMSI-H (microsatellite instability-high), and cross-referenced these findings
with drug databases to identify tailored therapies. The analysis highlighted FDA-approved
targeted treatments, such as EGFR inhibitors (cetuximab and panitumumab) for KRAS wild-
type patients and immune checkpoint inhibitors (pembrolizumab and nivolumab) for MSI-H
tumors. AI-HOPE also identified emerging therapeutic options from ongoing clinical trials,
showcasing its potential for guiding precision medicine strategies in CRC. Conclusions: This
study demonstrates the transformative potential of AI-HOPE in advancing CRC precision
medicine research by seamlessly integrating multi-omics and clinical data. Research Sponsor:
National Cancer Institute; National Cancer Institute; National Cancer Institute.
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Complementary value of a digital pathology biomarker to post-surgery circulating
tumor DNA in risk stratification of stage III colon cancer patients receiving adjuvant
chemotherapy.

Ingrid Franken, Marie-Christine Bakker, Sjoerd G. Elias, Miangela M. Lacle, Nikolas Stathonikos, Carmen Rubio-Alarcon, Mark Sausen, Miriam Koopman, Gerrit A. Meijer,
Geraldine R. Vink, Remond Fijneman, Sepp De Raedt, Karolina Cyll, Ole-Johan Skrede, Hanne Askautrud, Tarjei S. Hveem, Lao H. Saal, Torbjørn Furuseth, Andreas Kleppe,
Jeanine Roodhart; Department of Medical Oncology, University Medical Center Utrecht, Utrecht University, Utrecht, Netherlands; Julius Centre for Health Sciences and
Primary Care, University Medical Center Utrecht, Utrecht University, Utrecht, Netherlands; Department of Pathology, University Medical Center Utrecht, Utrecht University,
Utrecht, Netherlands; Department of Pathology, The Netherlands Cancer Institute, Amsterdam, Netherlands; Labcorp Oncology, Baltimore, MD; Department of Research
and Development, Netherlands Comprehensive Cancer Organisation, Utrecht, Netherlands; Institute for Cancer Genetics and Informatics, Oslo University Hospital, Oslo,
Norway; DoMore Diagnostics, Oslo, Norway

Background: The current standard of care for patients with stage III colon cancer (CC) is
resection followed by adjuvant chemotherapy (ACT). About half of patients are cured by surgery
and hence overtreated with ACT, whereas ~30% experience recurrence despite ACT. Several
studies show that patients with no detectable circulating tumor DNA (ctDNA) after surgery are
at a lower risk of recurrence (RR), although false negative ctDNAresults remain a concern. Other
studies show prognostic value of digital pathology biomarkers on resected CC tissue, like the
Combined Analysis of Pathologists and Artificial Intelligence (CAPAI; Kleppe Lancet Oncol
2022). This study aimed to explore the potential added value of CAPAI to post-surgery ctDNA in
risk stratification of patients with stage III CC receiving ACT. Methods: Patients were selected
from the Prospective Dutch ColoRectal Cancer (PLCRC) cohort substudy PROVENC3 (Rubio-
Alarcon AACR 2024), based on stage III CC treated with radical resection and adjuvant cape-
citabine or CAPOX. Post-surgery ctDNA status was determined using Labcorp Plasma Detect.
From the resected tumor, a representative H&E slide was digitalized to generate a DoMore-v1-
CE-CRC score, which was combined with the pT and pN stage and number of assessed lymph
nodes for classification as CAPAI high-, intermediate- or low-risk. Three-year RR and Cox
proportional hazard ratios (HR) were reported for ctDNA-based and CAPAI-based risk groups.
Time to recurrence was compared between risk groups using the log-rank test. Results: Post-
surgery ctDNA status and CAPAI risk classification were available for 163 patients. The 20
patients (12%)with detectable ctDNA had a higher recurrence risk (3-year RR 60% [32-77], HR
4.9 [2.5-9.6], p , 0.001) than patients with no detectable ctDNA (N = 143, 3-year RR 18% [11-
25]). Within the subgroup with no detectable post-surgery ctDNA, 50 patients (35%) were
classified as CAPAI high-risk. These CAPAI high-risk patients had a higher recurrence risk (3-
year RR 35% [20-48], HR 4.2 [2.0-9.1], p , 0.001) than patients classified as CAPAI low/
intermediate-risk, who were combined based on their observed similar RR (N = 93, 3-year RR
9% [3-15%]). Conclusions: In patients with stage III colon cancer treated with adjuvant
CAP(OX), CAPAI risk classification has potential to further stratify RR in the subgroup with
no detectable post-surgery ctDNA. These preliminary results suggest that CAPAI high-riskmay
help identify patients with false negative post-surgery ctDNA results. Over half of all patients
had both no detectable ctDNA andwere CAPAI low/intermediate-risk. Given their low RR in our
preliminary results, future studies on larger patient cohorts should focus on the ability to
combine biomarkers to select very low-risk patients and evaluate whether these patients can
potentially be spared ACT. Research Sponsor: None.
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A novel active chromatin cell-free DNA (cfDNAac) assay for early detection of
colorectal cancer.

Yue Wendy Zhang, Hsin-Ta Wu, Richard Rava, Maggie C. Louie, Diana Abdueva; Aqtual, Hayward, CA; Aqtual, Inc., Hayward, CA

Background: Colorectal cancer (CRC) is the third most common cancer and the second leading
cause of cancer-related deaths globally (Xi et al. 2021). In the U.S., it is estimated that 152,810
new cases and 53,010 deaths will occur in 2024, with an increasing incidence among younger
adults (ACS, 2024). CRC is a multifactorial disease influenced by both genetic and environ-
mental factors and typically progresses from normal epithelial tissue to adenocarcinoma
through a well-established sequence of molecular events. Despite advancements in treatment,
early detection remains a key driver of improved survival outcomes. While current screening
methods— such as fecal immunochemical testing, fecal DNA testing, and colonoscopy— have
reducedCRCmortality andmorbidity, low compliance continues to be a significant challenge. In
this study, we developed a proof-of-conceptmachine learning (ML) classifier leveraging active
chromatin cell-free DNA (cfDNAac) signals in peripheral blood to differentiate CRC patients
from healthy individuals. Methods: Plasma samples from treatment-naive colorectal cancer
(CRC) patients (stages I–IV, n = 54), advanced adenoma patients (n = 14), and healthy
volunteers (n = 40) were processed using Aqtual’s proprietary active chromatin capture work-
flow to enrich regulatory-active chromatin cfDNA. Samples were split into a training set, which
included 31 early-stage CRC samples (stage I: n = 13, stage II: n = 13, stage III: n = 5) and 19
healthy samples, and a hold-out set, comprised 37 disease samples (stage I/II: n = 6, stage III: n
= 6, stage IV: n = 11, advanced adenoma: n = 14) and 21 healthy samples. A machine learning
classifier was trained using 5-fold cross-validation with 5 repeats on the training set, and the
performance was assessed on the hold-out set to ensure robustness and generalizability.
Results: A machine learning classifier trained on genome-wide cfDNAac signals demonstrated
robust performance, achieving a mean AUC of 0.94 (95% CI: 0.92 - 0.96). It exhibited 93%
sensitivity (95% CI: 84% -100%) for colorectal cancer detection (Stage I/II: 94%, Stage III:
95%, Stage IV: 91%) and 81% sensitivity (95% CI: 67% - 95%) for advanced adenoma, with a
specificity of 90% in the hold-out set. Analysis of the top contributing cfDNAac signals
identified 852 promoter and 2,594 exon features derived from 2,678 unique genes. Gene-
set enrichment analysis revealed significant associations with key cancer hallmarks, including
KRAS signaling and epithelial-mesenchymal transition (EMT). Conclusions: This study high-
lights the potential of Aqtual’s active chromatin capture assay to identify molecular features in
plasma that differentiate CRC and advanced adenoma from healthy individuals. The ML
classifier based on these signatures shows promise for future development as a non-
invasive tool for early colorectal cancer and advanced adenoma detection and monitoring.
Research Sponsor: None.
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Analysis of early onset colorectal cancer: Implications for research and clinical
practice.

Heather Halperin, Dylan O’Sullivan, Richard M. Lee-Ying; University of Calgary, Calgary, AB, Canada; Arthur JE Child Comprehensive Cancer Centre, Calgary, AB, Canada

Background: Young onset colorectal cancer(YOCRC), diagnosed , 50 years old, presents
distinct challenges, including life transitions, and psychosocial needs. In Alberta, Canada an
Adolescent and Young Adult(AYA) program was introduced at our tertiary cancer centres to
address these uniqueneeds through tailored resources and services. This study aimed to explore
the YOCRC patients’ adjuvant care experiences and describe resource utilization prior to and
after the AYA program was established. Methods: A retrospective review of YOCRC patients
diagnosed with StageIII disease from 2012-2022 and referred to Cancer Care Alberta for
adjuvant therapy was performed. This study evaluated the adjuvant care experiences of YOCRC
patients, focusing on demographics, tumor characteristics, toxicity, and psychosocial visits.
Incidence rates over time was assessed using Joinpoint regression. The Edmonton Symptom
Assessment System(ESAS) scores collected during treatment visits were used to characterize
symptomatic concerns. Analysis included descriptive statistics and multivariate regression
analysis. Results: Among 576 patients, the mean age at diagnosis was 42.9 years. There was a
positive trend in incidence of diagnoses per year(p , 0.0001), with an increase in diagnosis of
3.96%(CI 1.30-7.13) per year in patients aged40-49. Patientswith stages IIIB diseasewere older
at time of diagnosis compared to stage IIIC(p = 0.025). Higher stages had poorer outcomeswith
stage IIIA, IIIB and IIIC(p, 0.001), howevermedian survival was not reached for any stages due
to a low death rate. Patients reported psychological related symptoms(well-being, sleep
problems and tiredness) more commonly than physical symptoms. Psychosocial visits in-
creased after AYA program initiation with annual rates rising from 7.8 visits/year(pre-AYA
program implementation) to 24 visits/year(post-AYA implementation). Further, patients who
attended psychosocial visits were more likely to be younger(p , 0.001) and had higher overall
mortality(p, 0.001). Of patientswith an ESAS of$4, patientswhowere 40-49weremore likely
to attend psychosocial service appointments than those aged 20-39, odds ratio of 3.23(95% CI:
1.28-8.78). There was no difference comparing patients attending psychosocial visits or higher
ESAS scorewith sex or stage.Conclusions: Stage III YOCRCpatients are increasing inAlberta. An
AYA program can improve resource utilization, psychosocial support, and enhance visit
frequency for this population with unique needs. Greater prominence of psychological symp-
toms on ESAS highlight areas that could benefit from focused resources for this population.
Research Sponsor: None.

Demographics of stage III YOCRC patients.

Demographics n=576

Sex
Male 320

Female 256
Site

Colon 291
Rectum 245

Rectosigmoid 40
Stage (AJCC 7)

IIIA 52
IIIB 348
IIIC 171

IIINOS 3
Incidence

Year
2012 46
2013 40
2014 41
2015 55
2016 43
2017 50
2018 50
2019 61
2020 52
2021 64
2022 74
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Changes in demographics and patterns of colon cancer in the United States: A
comprehensive SEER analysis 2010–2021.

Guy Loic Nguefang Tchoukeu, Ahmed Bashir Sukhera, Jorge Luis Rodriguez Vazquez, Ooreoluwa Fasola, Gloria Erazo, Joel Gabin Konlack, Godfrey Tabowei, Tracy Chukwu,
Anjul Verma, Asley Sanchez, John Garza; Texas Tech University Health Science Center, Odessa, TX; Texas Tech University Health Sciences Center, Odessa, TX; Ttuhsc,
Lubbock, TX; South Brooklyn Health, Newyork, NY

Background: Over the past two decades, colon cancer has remained a leading cause of cancer-
related morbidity and mortality in the United States. Changes in population dynamics, envi-
ronment, and lifestyle have contributed to shifts in age, gender, tumor site, and stage at
diagnosis. However, the extent of these changes over time remains underexplored. Under-
standing these temporal changes is crucial for improving screening strategies, identifying at-
risk populations, and optimizing resource allocation.Methods:We conducted a cohort study of
initial colon cancer diagnoses using the National Cancer Institute, Surveillance Epidemiology
andEndResults Program(SEER) over theperiod 2010 through2021. The SEERdata is comprised
of 22 different registries across the United States (US), which captures approximately 47.9% of
the US population. The exposure was the year of diagnosis, and the outcomes were the
distributions of age, sex, site, and stage at initial diagnosis. Temporal trends in proportions
were measured using Spearman correlation (r). The differences between distributions in 2010
vs. 2021 were measured using Fisher’s test with the standardized mean difference (SMD) as
effect size. 95% confidence intervals (95% CI) for proportions were determined using the
normal approximation. Results: A total of 670,923 records were included in the study. The
distribution of ages at initial diagnosis changed significantly over the study period (SMD =
0.1713, p-value , 0.0001). In 2010, the mode of age group distribution was $ 85 years, 12.1%
(11.8%–12.4%). The proportion aged$ 85 trended down over the period (r = -0.9930, p value,

0.0001) from 12.1% (11.8%–12.4%) to 9.6% (9.3%–9.8%). In 2021 the mode of age group
distribution at diagnosis was 65 to 69 years, 13.2% (12.9% - 13.5%). The proportion of males
trended up over the period (r = +0.9021, p value , 0.0001), increasing from 51.8% (51.4% -
52.2%) to 53.2% (52.8%- 53.6%). The difference in cancer stagewas significant (SMD=0.1818,
p value , 0.0001), with localized colon cancer decreasing (r = -0.9371, p value , 0.0001) from
38.9% (38.5% - 39.3%) to 33.8% (33.4% - 34.1%) and distant colon cancer increasing (r =
+0.9301, p value , 0.0001) from 20.1% (19.8% - 20.5%) to 22.9% (22.5% - 23.2%). The
difference in location was significant (SMD = 0.1185, p value, 0.0001), with rectum as location
trending up (r = +0.9330, p value , 0.0001) from 21.7% (21.3% to 22.0%) to 24.6% (24.3% to
25.0%). Conclusions: The current findings suggest a significant shift in colon cancer pre-
sentation in the United States over the past decade. There is a significant increase in incidence
among younger males, a trend towards more distant-stage cancers indicating delay in de-
tection, and a growing prevalence of rectal cancers as the primary site. Changes in screening
strategies and reinforcement of community awareness are necessary to improve the mortality
rate. Research Sponsor: None.
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Time-weighted ctDNA dynamics for precision monitoring of relapse risk in colon
cancer.

Alessandro Leal, Madeline Rose Miceli, Dalia Littman, Jennifer Chuy, Rafael Winograd, Shun Yu, Nina Beri, Marta Wronska, Michael Shusterman, Daniel Jacob Becker,
Paul Eliezer Oberstein; Perlmutter Cancer Center, NYU Langone Health, New York, NY; NYU Grossman School of Medicine, Department of Medicine, New York, NY; NYU
Grossman School of Medicine, New York, NY; NYU Langone Health, New York, NY; New York University, New York, NY

Background: Effective monitoring for relapse is a critical component of post-surgical care in
colorectal cancer (CRC), particularly for patients who remain at risk of recurrence despite
curative-intent treatment. Circulating tumor DNA (ctDNA) is a powerful biomarker for detect-
ingminimal residual disease (MRD) and predicting relapsewith high sensitivity and specificity.
However, its predictive value varies over time, with negative results closer to surgery being less
reliable than results obtained later. Here we introduce a novel time-weighted approach to
ctDNA monitoring using a tumor-informed assay (Signatera), assigning greater predictive
power to negative results collected further from surgery. Methods: A Bayesian logistic re-
gressionmodel using 1,246 Signatera serialmeasurementswas developed to predict recurrence
risk across 167 patients with early-stage colon cancer, with time-weighted ctDNA dynamics as
the primary predictive feature. Negative ctDNA values were assigned greater predictive power
based on their temporal distance from surgery. Secondary covariates included clinical stage and
adjuvant treatment status. Time-weighted ctDNA was calculated as the product of the ctDNA
level at each timepoint and an inverse time factor (1/(t+1)), where t represents the weeks since
surgery. The weighted values were aggregated for each patient to compute cumulative and
average time-weighted ctDNA levels, which served as inputs to themodel. Survival analysiswas
performed to evaluate recurrence-free survival (RFS), stratified by MRD status. Results:
Tumor-informed ctDNA levels were measured longitudinally, with a median of 7 timepoints
per patient (range, 2-16) collected over amedian follow-up of 2.5 years. Stage distribution was
50%stage III (n = 83), 44%stage II (n = 74), and 6%stage I (n = 10).Mismatch repair deficiency
was observed in 22 patients (13.2%). Adjuvant chemotherapy was administered in 102 patients
(61.1%), and 16 patients (9.6%) experienced recurrence. Survival analysis revealed a signifi-
cantly worse recurrence-free survival for MRD-positive patients compared to MRD-negative
patients (HR = 4.2, 95%CI:2.8–6.4, Log-rank p , 0.0001). The Bayesian logistic regression
model demonstrated robust predictive performance, with a posterior probability of
recurrence , 5% for patients with three consecutive negative ctDNA results obtained .

6 months after surgery. Conversely, the model assigned a . 90% probability of recurrence
for patients with persistent ctDNA positivity beyond the initial 3-month post-operative
window. Conclusions: Time-weighted ctDNA dynamics demonstrated promising predictive
capability for CRC recurrence. Our findings suggest that incorporating the temporal context of
ctDNA measurements and leveraging the increasing reliability of negative results over time
could refine risk stratification and improve personalized care strategies for CRC patients.
Research Sponsor: None.
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Exploring transcriptomic regulation of the tissue-associated microbiome in on-
cogenic progression of colorectal cancer.

Amanda Stafford, Jie Min Lam, Amedra Basgaran, Eva Lymberopoulos, Michael Hobbs, James Arney, Dionisios Korovilas, David Delanoue, Stephen Moore,
Muhannad Alomari, Nikhil Sharma; BioCorteX Inc., New York, NY; BioCorteX Ltd, London, United Kingdom

Background: The association between the tissue microbiome and colorectal cancer (CRC)
etiology continues to be explored, and it has been proposed that certain bacteria drive
oncogenesis. However, this field is hindered by a lack of mechanistic links. Considering the
relationship between bacterial abundance andhumangene expression allows us to traverse this
functional gap. To date, work in this field has been largely restricted to considering the
relationship between bacteria and Consensus Molecular Subtypes (CMS) of CRC. Here, we
hypothesise that CRC-associated bacteria correlate with distinct expression profiles that drive
CRC progression. Methods: Analysis was performed using BioCorteX’s knowledge graph and
proprietary engines, v20250128_100953. 16S rRNA sequencing and whole RNA data were
collated from tissue samples across 3 independent cohorts from CRC patients (n = 59) and
healthy volunteers (n = 23). In CRC patients, paired tumour and normal adjacent samples were
analysed yielding 108 samples in total. The Pearson correlation between differentially abundant
(DA) OTUs and differentially expressed (DE) genes was calculated, and false discovery rates
(FDR)were applied.Results: 14,460DE genes (FDR,0.05)were identified between tumour and
normal adjacent tissues, 5,097 of which had an absolute log-fold change greater than 1. Seven
OTUs were increased in CRC compared to normal adjacent (FDR , 0.05) and were present in at
least 20% of samples; Fusobacterium nucleatum, Akkermansia muciniphila, and five Strep-
tococcus species. Of the 61,164 OTU-gene pairs analysed, 108 were significant (FRD , 0.05)
with a Pearson correlation greater than 0.5. The abundance of all five Streptococcus specieswas
correlated with the expression of nine genes including: SPSB4 (r= 0.51, p = 1.86x10-8), which
has previously been associated with CRCmetastasis, and REN (r= 0.71, p = 1.21x10-17), which is
associated with increased Wnt signaling. Moreover, the expression of LY6G6D, a recently
discovered CRC-specific antigen, was positively associated with F. nucleatum abundance (r=
0.53, p = 4.94x10-9). Conclusions: This study identifies novel interactions between the CRC-
associated microbiome and expression profiles. The consistent relationships between five
Streptococcus species and specific genes is highly indicative of a functional co-evolution
between host transcriptomics and microbiome, and implies relationships have less to do with
the specific bacteria and are more related to function. This analysis adds a mechanistic
explanation for some of the associations previously identified between the microbiome and
CRC. Further analysis is required to identify if the host transcriptome creates a niche for these
species or whether the presence of these species is altering the microbiome. This study
demonstrates the value of integrated multi-omic analysis in understanding CRC pathogenesis.
Research Sponsor: BioCorteX Inc.
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Postoperative cfDNA levels and ctDNA detection rates in patients with stage II colon
cancer screened for CIRCULATE (AIO-KRK-0217, ABCSG).

Sebastian Stasik, Christian Thiede, Sarah Albus, Eray Goekkurt, Lutz Jacobasch, Ralf Dieter Hofheinz, Lena-Christin Conradi, Ruediger Liersch, Anke Kroecher,
Uwe Marc Martens, Lydia Reinhardt, Lukas Weiss, Anke C. Reinacher-Schick, Daniela Ellen Aust, Andrea Tannapfel, Gunnar Folprecht; Technical University Dresden,
Dresden, Germany; Institute of Pathology, Ruhr-University, Bochum, Germany; Hematology-Oncology Practice Hamburg (HOPE), Hamburg, Germany; Onkologische
Schwerpunktpraxis, Dresden, Germany; Mannheim Cancer Center, University of Heidelberg, Mannheim, Germany; University Medical Center Goettingen, Göttingen,
Germany; Outpatient Clinics for Hematology and Oncology, Münster, Germany; SLK Clinics Heilbronn GmbH, Heilbronn, Germany; Austrian Breast & Colorectal Cancer
Study Group (ABCSG) and IIIrd Medical Department, Paracelsus Medical University, Salzburg, Austria; Department of Hematology, Oncology and Palliative Care, St. Josef-
Hospital, Ruhr-University Bochum, Bochum, Germany; Institute of Pathology, Faculty of Medicine Carl Gustav Carus, Technical University Dresden, Dresden, Germany

Background: Postoperative circulating tumor DNA (ctDNA) has emerged as a prognostic bio-
marker for disease recurrence in patients (pts) with resected colorectal cancer (CRC) and may
potentially guide adjuvant treatment decisions. The timing of ctDNA screening is critical, as
postop. plasma cell-free DNA (cfDNA) levels may vary due to factors such as tissue disruption
from the surgical resection. The CIRCULATE trial (NCT04089631) investigates ctDNA guided
adjuvant therapy in stage II CRC pts in . 140 centres in Germany and Austria. Methods: To
investigate the impact of blood sampling time points on cfDNA concentrations and the ctDNA
positivity rates, we analyzed the postop. plasma samples of 1439 pts with stage II CRC screened
for CIRCULATE between 2020 and 2024. Blood samples were collected within 5-60 days post
tumor resection in stabilizing tubes (Streck or PaxGene). Samples were analyzed for postop.
cfDNA concentration and tumor-informed ctDNA in plasma samples by an error-reduced
Next-Generation Sequencing (NGS) approach [Stasik S Front Genet. 2022]. Results: Plasma
cfDNA concentrations (measured by qPCR for beta-globin gene) ranged from 0.02 to 20.32 ng/
mL (mean: 0.689 ng/mL; median: 0.360 ng/mL). The highest cfDNA levels were observed within
2 weeks after surgery (mean: 1.079 ng/mL; median: 0.540 ng/mL), with a significant decrease in
samples collected . 3 weeks postop. (mean: 0.631 ng/mL; median: 0.355 ng/mL; p, 0.0001),
suggesting an impact of surgical trauma and subsequent cfDNA release from normal tissue. In
ctDNA-neg. pts, cfDNA concentrations stabilized between 0.405 and 0.449 ng/mL duringweeks
4-8. In contrast, ctDNA-pos. pts had significantly elevated cfDNA levels at 2 months post-
surgery (mean: 0.972 ng/mL; p= 0.419), indicating ongoing tumor-specific DNA shedding
associated with recurrent disease. Variant allele frequencies (VAFs) in ctDNA-pos samples
were negatively correlated with cfDNA concentrations, particularly in early postop. samples
(Spearman r = -0.508), suggesting a dilution effect of ctDNA post-surgery. This correlation
diminished at later time points, supporting the potential advantage of later sampling to
improve ctDNA sensitivity. Despite temporal variations in cfDNA concentrations, ctDNA pos-
itivity was consistent across all sampling intervals (i.e. week 1: 4.1%; week 6-8: 5.64%),
demonstrating the assay’s robust sensitivity. Conclusions:We observed a significant variation
in cfDNA levels depending on the timing of postop. sampling. Different kinetics, such as cfDNA
release from normal tissue and tumor shedding,may influence cfDNA levels and the sensitivity
to ctDNA detection. Nonetheless, our assay demonstrates consistent and reliable sensitivity for
ctDNA detection across all postop. sampling time points. Clinical trial information:
NCT04089631. Research Sponsor: German Federal Ministry for Education and Research (Bun-
desministerium für Bildung und Forschung) / DLR; 01KG1817.
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Multicentric evaluation of an artificial intelligence model to stratify stage II colon
cancer patients from whole slide images.

Abdelhakim Khellaf, Geneviève Soucy, Céline Bossard, Natalie Dion, Yahia Salhi, Jérôme Chetritt, Vincent Quoc-Huy Trinh, Bich Ngoc Nguyen; Centre Hospitalier de
l’Université de Montréal (CHUM), Montreal, QC, Canada; Pathology Department, IHP Group, Nantes, France; DiaDeep, Lyon, France

Background: Stage II colon cancer (IIA T3N0; IIB T4aN0; IIC T4bN0) represents nearly 25% of
all colon cancers and includes a wide range of outcomes (5-year overall survival rate (OS) of
58.4% to 87.5%). We aim to test if a deep-learning-based analysis of whole slide histology
images (WSI) can predict survival and highlight the most relevant morphologic characteristics
underlying prognosis. Methods: We identified adult stage II colon cancer cases from the
multimodal Cancer Genome Atlas (TCGA) and retrospective consecutive cases diagnosed
between 2014-2019 (inclusive) from two independent centers (CHUM, Canada and IHP, France;
IRB approved). We tested on these two independent datasets, an artificial intelligence (AI)
algorithm trained onTCGA, using a cross-validation and cross-testing (80:20) framework. The
model relies on a weakly-supervised attention-based pipeline that extracts survival driven
histologic features from H&E WSI and assigns a risk score for each patient. The concordance
index (c-index) was used as the primary outcome metric. Further testing of the survival score
wasperformedwith amultivariate Cox regressionmodel. The stratification of the cohorts based
on the risk scores was evaluated using Kaplan-Meier curves and log-rank test. 95% confidence
intervals (CI) are provided. An adjusted two-tailed P value ,0.05 was considered significant.
The specific morphologic characteristics involved in the AI outcomes are under analysis.
Results: The Discovery TCGA cohort consisted of n=463 colon cancer patients; 5-year OS:
68.7% (CI: 60.0%-75.9%). The external validation cohorts included (1) from CHUM, n=124
patients, 5-year OS: 67.0% (CI: 58.0%-75.0%), and (2) from IHP, n=123 patients, 5-year OS:
55.6% (CI 45.0%-67.0%). Cross-validation and testing yielded a c-index of 0.72 and 0.68
respectively, 0.67 for CHUM and 0.65 for IHP cohorts. After external validation, patients with a
’low-risk’ score showed significantly higher 5-year OS than patients with a ’high-risk’ score:
CHUM: 75.0% (CI: 64.0%-84.0%) vs 53.0% (CI 38.0%-67.0%), P,0.05; and IHP 65.0% (CI:
44.0%-80.0%) vs 34% (CI: 21.0%-46.0%), P,0.01. Cox regression showed a significant effect
of WSI-based survival score on 5-year OS: TCGA cohort HR=8.3 (CI: 3.1-12.8), P,0.001; CHUM:
7.6 (CI 2.7-21.8), p,0.005; IHP: 5.5 (CI 2.1-16.8), P,0.005. Conclusions: AI-based risk scoring
for stage II colon cancer consistently correlated with 5-year OS across multiple independent
cohorts, achieving good performances. These findings highlight the potential of modern
computational pathologymethods requiringminimal supervision to improve risk stratification
of stage II colon cancer and patient care. Research Sponsor: IHP Group (France).
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Development and validation of machine learning risk prediction models for de-
tection of early-onset colorectal cancer: Data from 30 health systems in the United
States.

Wilson Lau, Youngwon Kim, Sravanthi Parasa, Md Enamul Haque, Sara Daraei, Rajesh Rao, Jay Pillai, Anand Oka; Truveta Inc, Bellevue, WA; Swedish Medical Center,
Seattle, WA; Truveta Inc, Belleue, WA

Background: Incidence of early-onset colorectal cancer (EoCRC) in patients without any family
history has been increasing in recent years. Our study leveraged advanced Large Language
Models (LLM), like GPT-4, to predict EoCRC in a population comprised of multiple health
systems across the United States. There is potential to improve patient care by suggesting early
screening for patients who are predicted to be at risk by the model. Methods: We identified a
population of 5532 patients aged between 18 and 44 in the Truveta data, which is a collection of
120+ million patient journeys across 30 U.S. health systems. 1376 (24.87%) were diagnosed of
CRC based on their ICD and SNOMED-CT codes. Data was split into training (80%) and testing
(20%) sets. For the prediction task, we applied GPT-4o and compared with XGBoost, one of the
strongest non-generative machine learning models. We used patient demographics (age,
gender, race, ethnicity), conditions, and lab results within the last 2 to 7 months prior to
CRC diagnosis for model training. The last month before CRC diagnosis was excluded to avoid
highly predictive signals. For XGBoost, the demographics were represented as one-hot feature
vectors, indicating their presence or absence. Conditions were encoded by their diagnosis
frequency within the time frame, while the actual values of the lab results were used as model
features. For the LLM model, all patient information was input as plain text. Both conditions
and lab results were represented by the names of ICD and LOINC codes in order to capture the
clinical context. A Chain-of-Thought prompting strategy, incorporating detailed instructions
and CRC-specific knowledge, was employed to guide the LLM.Results:Our test set consisted of
1105 patients in which 279 (25.25%) were diagnosed with CRC. Both XGBoost and GPT-4o
achieved comparable results. Despite the uneven distribution of CRC diagnoses in the test
samples, the fine-tuned GPT-4o achieved the highest precision (87.43%) and recall (57.35%).
This indicates that themodel can accurately predict EoCRC in the near future for over half of the
patients. Conclusions: This study highlights the potential of using LLM to predict EoCRC in
younger population. While the GPT-4o base model contains general medical knowledge,
supervised fine-tuning with explicit guideline enhances its predictive capabilities. The high
precision of the model performance minimizes the burden of unnecessary screening by
identifying patients with relatively high risk. As AI technologies continues to advance, with
sufficient governance policy in place, predictive models can be valuable tools for clinicians to
suggest early screening and mitigate EoCRC for patients. Research Sponsor: Truveta.

Model Precision Recall
F1

score Accuracy

XGBoost 83.77% 57.35% 68.09% 86.43%
GPT-4o (base) 68.61% 54.84% 60.69% 82.26%
GPT-4o (fine-tuned) 87.43% 57.35% 69.26% 87.15%
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Use and benefit of adjuvant chemotherapy in early- vs average-onset colorectal
cancer.

Carolina Bernabe, Jihoon John Choi, Dennis Orkoulas Razis, Jee-Young Moon, Chenxin Zhang, Fernand Bteich, Chaoyuan Kuang, Bahar Laderian, Andreas Kaubisch,
Jesus Del Santo Anampa; Montefiore Einstein Comprehensive Cancer Center, Bronx, NY; Department of Epidemiology and Population Health, Montefiore Einstein
Comprehensive Cancer Center, New York, NY; Montefiore Einstein Comprehensive Cancer Center/Albert Einstein College of Medicine, Bronx, NY

Background:Despite improvedmortality rates in colorectal cancer (CRC), the incidence of early
onset-colorectal cancer (EO-CRC) has been rising in the United States. We aimed to explore
trends in adjuvant chemotherapy (ACT) administration and evaluate its impact on overall
survival (OS) and cancer-specific survival (CSS) in patients with EO-CRC (, 50 years old) and
average-onset colorectal cancer (AO-CRC) [. 50 years old].Methods: Adult patients (age.18)
with Stage II-low risk (T1-T3 disease and more than 12 lymph nodes examined), stage II-high
risk (T4 disease or less than 12 total lymphnodes examined) or stage III CRC diagnosed between
2010-2020 were identified in the Surveillance, Epidemiology, and End Results Program (SEER)
Database. Cox proportional hazard models were used to assess the effect of ACT on OS and CSS
in patients with EO-CRC and AO-CRC. Results: The final dataset included 8,998 patients with
EO-CRC and 64,987 patients with AO-CRC (Stage II-low =27,446, Stage II-high =9,060, and
Stage III = 37,479). Patients with AO-CRC were less likely to receive ACT compared to patients
with EO-CRC across all stages: stage II-low (odds ratio [OR]: 0.27), stage II-high (OR0.28), and
stage III (OR: 0.32). From 2010 to 2020, the use of ACT decreased for EO-CRC (68% to 64%) but
increased for AO-CRC (36% to 45%). In patients with AO-CRC, ACT improved OS and CSS in
stage II-high (OS Hazard ratio(HR]:0.48, 95%CI 0.42-0.54; CSS HR:0.48, 95%CI 0.42-0.54)
and stage III (OSHR:0.38, 95%CI 0.37-0.40; CSSHR:0.38, 95%CI 0.37-0.40), but had no benefit
in CSS for stage II-low disease (CSS HR: 1.01, 95%CI 0.84-1.22). In patients with EO-CRC, ACT
improved OS (HR 0.70, 95% CI 0.56-0.88) and CSS (HR: 0.70, 95% CI 0.56-0.88) in stage III
disease. No statistically significant survival benefit was observed for patients with stage II-low
(CSS HR:1.11, 95%CI 0.66-1.86) or stage II-high (CSS HR:0.83, 95%CI 0.53-1.31).The 5-year
survival probabilities by stage are shown in the table. Conclusions: Despite being used more
frequently, the benefit of ACT in EO-CRC seems to be of less magnitude than in AO-CRC. These
differences might be partially explained by the better survival outcomes of EO-CRC even
without ACT. Though recommended bymost clinical guidelines, ACT does not improve survival
outcomes in patients with stage II high-risk EO-CRC. These findings highlight the need to
improve risk stratification in early stage EO-CRC to better identify patients who may benefit
from ACT. Research Sponsor: None.

5-Year survival probabilities by stage (II-Low, II-High, III).

Variable OS II-Low OS II-High OS III CSS II-Low CSS II-High CSS III

AO; Chemo 84.77% 72.51% 69.66% 88.86% 76.96% 75.08%
AO; No Chemo 74.11% 53.47% 41.54% 89.63% 70.93% 56.55%
EO; Chemo 93.53% 84.34% 78.72% 94.54% 86.34% 80.18%
EO; No Chemo 93.68% 80.19% 71.77% 95.32% 84.28% 75.84%
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Detection of early-stage colorectal cancer using multiplexed extracellular vesicle
proteomic biomarkers.

Todd A. Hembrough, Poorva Mudgal, Zachary Opheim, Cheryl Bandoski, Martin Mehnert, Valesca Anschau, Issa Isaac, Alan Ezrin; Nexosome Oncology, Durham, NC;
Biognosys, Schlieren, Switzerland; Biognosys, Newton, MA

Background: Colorectal cancer (CRC) is very common worldwide, and detection of early-stage
cancer is critical for improved survival rates. Advanced adenoma (AA) and early-stage CRC
present challenges due to their small size and very low plasma expression of tumor-specific
biomarkers. Genomics-based diagnostics struggle to detect these lesions,making it imperative
to developmore sensitive approaches. Extracellular vesicles (EVs) are emerging as a promising
solution for early-stage CRC detection. EVs are produced by tumor, tumor microenvironment
andhost cells, thus, unbiased analysis of all plasmaEVs offers an expanded set of cancer specific
biomarkers, and may aid in detection of small early-stage tumors.Methods: EVs were purified
from patient plasma using size exclusion chromatography and a proprietary buffer system that
enhances EV and corona recovery. TrueDiscovery Data-independent acquisition mass spec-
trometry (MS) analysis was conducted on EVs purified from 24 advanced adenoma (AA)/stage
0 dysplasia, 25 Stage 1 CRC and 75 normal patient plasma samples. An in-house Machine
Learning (ML) pipelinewas developed to identify differentially expressedproteins and to define
protein multiplexes with extremely high Sens/Spec (. 0.99). Results: Around 2,500 QC’d
proteins were ID’d per sample and ML identified 336 (AA/Stage 0) and 493 (Stage 1) differ-
entially expressed proteins (DEP: absolute Log2FC.0.5; q-value ,0.001; AUC.0.5). The DEPs
from AA/Stage 0 and Stage 1 were trained and tested using ML and SMV to identified dozens of
MS based multiplexes for each stage with near perfect diagnostic accuracy (~98-100%). These
biomarkers were enriched with metabolic, immune and inflammatory proteins in line with our
unbiased approach.MSproteinmultiplexeswere then translated toELISAs to build simple, high
throughput assays. ELISA analysis of multiple biomarkers was performed in the training
cohort, ML/SMV was used to define multiplex ELISA-based classifiers for Stage 1 CRC
(Sen=0.95/Spec=0.96). This Stage 1 CRC training assay was locked and tested on a blinded
cohort of Stage 1 CRC (30 control, 30 cancer). In this blinded cohort, we targeted maximal
specificity yielding Sen=0.80, Spec=0.97 and AUC=0.95. These data represent significantly
higher Sen/Spec than current genomic based liquid biopsy assays. Training and validation of AA
and Stage 0 ELISAs is underway and will be presented. Conclusions: Blinded validation of EV
proteomic biomarkers yielded extremely high Sen/Spec early-stage CRC. The unbiased EV
analysis underscores theneed to assess cancer specific biomarkers fromTMEandhost response
and highlights the value and opportunity of expanding liquid biopsy analysis beyond tumor
specific genomics. Taken together this platform provides an exceptional opportunity to in-
crease early-stage cancer detection which should result in better patient outcomes. Research
Sponsor: None.
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An early colorectal cancer screening programme based on bisulfite-free sequencing
of methylated circulating tumor DNA.

Rushan Fei, Meicong Wang, Chunyan Wang, Hanju Hua, Guosheng Wu, Xile Zhou, Qinsong Sheng, Yandong Li, Cram David Stephen, Xiaoxiao Zhang, Dongxu Wang,
Yanan Gong, Weiqin Jiang, Feng Ye; The First Affiliated Hospital, Zhejiang University School of Medicine, Hangzhou, China; Jiangsu Mole Bioscience Co.,Ltd., Taizhou,
China; Cancer Hospital Affiliated to Shanxi Medical University, Taiyuan, China, Taiyuan, China; The First Affiliated Hospital, Zhejiang University, Hangzhou, China;
Department of Colorectal Surgery, The First Affiliated Hospital, Zhejiang University School of Medicine, Hangzhou, China

Background: Colorectal cancer (CRC) screening tests based on colonoscopy and fecal DNA
testing are limited due to their invasive nature and low compliance rates. Herein, we develop a
non-invasive early screening test for CRC based on ColoSeer assay, which combinesmethylated
DNA immunoprecipitation and bisulfite-free sequencing to analyze methylation patterns of
circulating tumor DNA (ctDNA). Methods: Tumor and ctDNA methylation patterns in 1,336
subjects (430 healthy controls, 202 colorectal precursor lesions (CPLs), 704 CRCs) undergoing
colonoscopy were evaluated using the ColoSeer assay. Results: In the discovery phase, we
identified a set of 46 differential methylation markers to screen for CPLs or CRCs from healthy
controls. The overall detection sensitivity of ColoSeer was 85.6% for CPL and 97.5% for TMN
stage (0-II) CRC, with 92.8% specificity. Conclusions: The ColoSeer assay demonstrated a high
degree of accuracy for predicting subjects with CPL or early-stage malignant tumors and has
potential as a first-tier health screen for early detection of CRC. Research Sponsor: None.
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The impact of dietary patterns on inflammation and colon cancer risk: A retro-
spective study of 796 patients.

Alina Zatsepina, Sabina Sayeed, Fizza Mohsin, Ahmad Al Shihabi, Bani Roland, Ahmed Elsayed Salem; Maimonides Medical Center, Brooklyn, NY; SUNY Downstate
University Hospital, Brooklyn, NY

Background:Colon cancer significantly contributes to global cancer rates,with rising incidence
linked to dietary and lifestyle changes. Diets high in ultra-processed foods promote systemic
inflammation, while anti-inflammatory diets may reduce inflammation and cancer risk. This
study investigates the relationship between dietary patterns, inflammatory biomarkers, and
colon cancer risk. Methods: This retrospective study analyzed data from 796 patients with
histologically confirmed colon cancer (2015–2023). Dietary habits were assessed using vali-
dated food frequency questionnaires (FFQs), categorizing participants by adherence to ultra-
processed or anti-inflammatory diets using the Dietary Inflammatory Index (DII). Systemic
inflammation was evaluated via biomarkers: C-reactive protein (CRP), interleukin-6 (IL-6),
tumornecrosis factor-alpha (TNF-a), andwhite blood cell (WBC) count. Clinical data, including
age, sex, BMI, smoking, physical activity, co-morbidities likemetabolic syndrome and obesity,
were extracted from medical records. Multivariate logistic regression was used to assess
associations between dietary patterns, inflammation, and colon cancer risk. Subgroup analyses
stratified by metabolic conditions and cancer stage identified potential interactions. The study
adhered to STROBEguidelines.Results:Patients consuming diets high in ultra-processed foods
(top DII quartile) had elevated inflammatory biomarkers (CRP: 14.86 3.2mg/L; IL-6: 8.66 2.4
pg/mL; TNF-a: 7.26 1.9 pg/mL) compared to those on anti-inflammatory diets (CRP: 4.3 6 1.1
mg/L; IL-6: 2.9 6 0.8 pg/mL; TNF-a: 2.3 6 0.7 pg/mL; p , 0.001). Dietary patterns strongly
correlated with colon cancer risk. Ultra-processed food consumers had an adjusted odds ratio
(aOR) of 2.47 (95% CI: 2.01–3.03) for colon cancer, while anti-inflammatory diets had a
protective effect (aOR: 0.62, 95% CI: 0.51–0.76). Subgroup analysis showed anti-
inflammatory diets’ protective effects were more pronounced in patients with metabolic
syndromeor obesity, reducing cancer risk by 45%(p,0.001). Early-stage colon cancer patients
(Stage I–II) adhering to anti-inflammatory diets exhibited lower inflammation, suggesting
potential benefits for disease progression and prognosis. Further analysis highlighted omega-3
fatty acids and polyphenols in anti-inflammatory diets as key in reducing inflammation by
downregulating NF-kB signaling and pro-inflammatory cytokine production. Conclusions:
Diets high in ultra-processed foods elevate inflammation and colon cancer risk, while anti-
inflammatory diets provide protective benefits, especially in individuals with metabolic con-
ditions. These findings emphasize the need for dietary interventions promoting anti-
inflammatory patterns in cancer prevention andmanagement. Further research should validate
these results and explore underlying mechanisms. Research Sponsor: None.
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Risk of pre-cancerous advanced adenomas of the colon in long distance runners.

Timothy Lewis Cannon, Selena Bonomelli, Whitney Rose Swain, Rebecca Davidson Kaltman, Haresh Mani, Michelle Xia, Jamie Randall, Hongkun Wang, Ivan Harnden,
Jean A. Donet, Veronica A. Nguyen, Ricardo Cabello, Rupa A. Shah, Emad A. Abuhamda, Firas H. Al-Kawas; Inova Schar Cancer Institute, Fairfax, VA; Saville Cancer
Screening and Prevention Center, Inova Schar Cancer Institute, Fairfax, VA; Inova Fairfax Hospital, Fairfax, VA; Department of Biostatistics, Bioinformatics and
Biomathematics, Georgetown University, Washington, DC

Background: Exercise induced gastrointestinal injury is believed to be associated with reduced
blood flow to the intestines during long distance running. To our knowledge, there has not been
evidence linking this type of exercise- induced bowel ischemia to carcinogenesis. After ob-
serving multiple “ultramarathoners” present to our cancer center with advanced colorectal
cancer, we initiated a prospective IRB-approved study to evaluate the risk of advanced
adenomas (AA) in long distance runners between the ages of 35-50. Methods: NCT
05419531 was a prospective study of subjects aged 35-50 years who had completed at least
two registered ultramarathons (50 km or longer) or five registered marathons (26.2 miles).
Subjects were excluded if they were known or suspected to have inflammatory bowel disease,
familial adenomatous polyposis (FAP), or Lynch Syndrome. Prior to colonoscopy, each subject
completed a questionnaire regarding dietary habits, bowel habits, and long-distance running
history, with results to be reported in the future. All polyps discovered during colonoscopywere
reviewed by a panel of gastroenterologists, pathologists, and oncologists to determine if they
met the criteria for advanced adenomas, defined as lesions .10 mm, .25% tubulovillous
features, or high-grade dysplasia. Results: Between October 2022 and December 2024, 102
subjects were screened, and 100 underwent colonoscopy as part of the study. The median age
was 42.5 years; 55 of the participants were female and 45 weremale. The historical benchmark
used for expected AAs in average-risk individuals aged 40-49 years was 1.2%. Among the 100
subjects in this study, 15% (95% exact confidence interval: 7.9%- 22.4%) had confirmed AAs.
39 out of 100 subjects had at least one adenoma. Three additional subjects had three or more
adenomas but did not meet our predefined criteria for AA and were not included among the 15
patients with AA. Conclusions: NCT 05419531 achieved its predefined endpoint for advanced
adenomas, suggesting that “intensive” long distance running is a risk factor for advanced
adenomas of the colon. Consideration of refined screening strategies for this population is
warranted. Future pathological and epidemiological evaluations should explore causation and
ancillary risk factors in this unique population. Clinical trial information: NCT05419531. Re-
search Sponsor: Inova Schar Cancer Institute.

Subjects with advanced adenoma.

Participant ID 3 9 15 16 37 53 55 67 69 71 77 87 91 98 100

Gender F M M F F M F F F F F M M F M
Age 44 45 48 41 45 49 40 40 45 39 42 50 42 44 41
Endurance Eligibility

(U – Ultramarathons;
M – Marathons)

4 - 6 U 4 - 6
U

. 15
U

4 - 6
U

. 15
U

7 - 15
U

6 M 5 M 7 - 15
U

1 U / 7-8
M

. 15
U

. 15 U 10
M

. 15
U

5 M

# of Polyps 3 on
primary;
2 on

secondary

5 2 3 1 1 3 2 7 1 2 4 2 6 3

Size of largest polyp
(Colonoscopy/
Pathology) (mm)

25 / 15 12 /
15

10 /
13

10 /
10

3 / 3 20 / 9 5-6 /
5

12/
11

12 /
12

5 / 5 5 / 5 15-20 /
12

6 /
7

10 /
7

10 /
19

>25% Tubulovillous
Features (Y/N)

N N N N Y N Y N N Y Y N N Y N

High-grade Dysplasia
(Y/N)

N N N N N N N N N N N N Y N N
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Reassessing colorectal cancer recurrence in solid organ transplant recipients:
Implications for revised management guidelines.

David Bradley Meyer, Angela Gifford, Taylor Bradley, Brad Astor, Jacqueline Garonzik Wang, Daniel C. Brennan, Eric Scott Christenson; Sidney Kimmel Comprehensive
Center, Johns Hopkins University School of Medicine, Baltimore, MD; University of Wisconsin-Madison, School of Medicine and Public Health, Madison, WI; Johns Hopkins
School of Medicine, Johns Hopkins Comprehensive Transplant Center, Baltimore, MD; Johns Hopkins University Hospital, Baltimore, MD

Background: Patients with solid organ transplants (SOT) are at an increased risk of developing
secondary malignancies, including colorectal cancer (CRC). However, the influence of SOT and
associated immunosuppression on recurrence risk following definitive treatment is poorly
understood. This study characterizes the recurrence risk of CRC in a cohort of patients that
developed CRC after SOT.Methods: Patients treatedwithin the JohnsHopkins andUniversity of
Wisconsin medical systems meeting study criteria were identified using SlicerDicer Epic re-
ports. Manual chart review was performed to determine treatment course, patient/disease
characteristics, andwhether or not their disease recurred.Results: Fifty-two patients with CRC
following SOTwere identified, including thosewhohad liver (n = 12), kidney (n = 26), combined
liver and kidney (n = 5), combined pancreas and kidney (n=4), lung (n = 4), and heart (n = 1)
transplants. Among these patients, 30 were male and 22 were female. Ten patients had
recurrent CRC after curative intent treatment. Recurrence rates were as follows: 1 of 10
(10.00%) patients with stage I CRC, 5 of 12 (41.67%) patients with stage II CRC, and 4 of 18
(22.22%) patients with stage III CRC. The overall CRC recurrence rate in the cohort was 32.26%.
Conclusions: In summary, a multi-institution retrospective cohort study of patients with CRC
diagnosis following SOT demonstrated higher than traditionally expected recurrence rates in
patients with stage I and II disease when compared to patients diagnosed with CRC without
history of SOT. Further multi-institutional studies are warranted to validate this finding. If
confirmed, this would suggest transplant status may alter adjuvant treatment decisions and
warrant future prospective studies in this patient population. Research Sponsor: None.

Study cohort variables stratified by CRC staging.

Stage at
Diagnosis

Avg. Age
at Time of
Diagnosis Sex Race

Transplant
Type

Avg. Time
from

Transplant
to CRC Di-
agnosis
(months)

Recurrence
Rate

Avg. Time
to CRC Re-
currence
(months)

Avg.
Overall
Survival
(months)

Stage 0 72.00 1
Female

1
Caucasian

1 Liver 34.73 0.00% N/A 4.70

Stage I 57.50 6 Male,
4

Female

3 African
American, 6
Caucasian,
1 Pacific
Islander

5 Kidney, 2
Liver, 2

Pancreas/
Kidney, 1
Lung

159.73 10.00% 51.78 54.42

Stage II 56.33 7 Male,
5

Female

3 African
American, 9
Caucasian

7 Kidney, 1
Liver, 2
Liver/

Kidney, 2
Pancreas/
Kidney

172.35 41.67% 29.87 61.34

Stage III 62.39 12
Male, 6
Female

3 African
American,
14 Cauca-
sian, 1
Asian

9 Kidney, 4
Liver, 3
Liver/

Kidney, 1
Lung, 1
Heart

148.76 22.22% 18.03 52.15

Stage IV 52.18 5 Male,
6

Female

2 African
American, 9
Caucasian

5 Kidney, 4
Liver, 2
Lung

148.83 N/A N/A 18.70

All Stages 58.08 30
Male,
22

Female

11 African
American,
39 Cauca-
sian, 1

Asian, 1 Pa-
cific

Islander

26 Kidney,
12 Liver, 5

Liver/
Kidney, 4
Pancreas/
Kidney, 4
Lung, 1
Heart

154.14 32.26% 27.33 46.72
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Impact of COVID-19 on the stage at diagnosis and mortality of colorectal cancer.

Soyun Lim, Tae Hoon Lee, Sekwon Jang; Seoul National University College of Medicine, Seoul, South Korea; Division of Liver Diseases, Icahn School of Medicine at Mount
Sinai, New York, NY; Inova Schar Cancer Institute, Fairfax, VA

Background:When the COVID-19 pandemic started in 2020 in the US, the Centers forMedicare
and Medicaid Services (CMS) recommended delaying all non-urgent procedures, including
screening colonoscopies to prevent virus spread. An analysis of the CMS claims data showed a
decrease in all screening modalities for colorectal cancer (CRC) including colonoscopy, fecal
occult blood test, and blood-based gene analysis in 2020 compared to 2013-2019. We in-
vestigated the impact of COVID-19 on stage at diagnosis and mortality of CRC across racial
groups.Methods:Weutilized the Surveillance, Epidemiology, and End Results (SEER) database
to obtain the age-adjusted incidence of localized, regional, and distant CRC at the time of
diagnosis from 2013 to 2021. The year-over-year (YOY) change in the proportion of advanced
(regional + distant) CRC was calculated. YOY changes in age-adjusted CRCmortality rates from
2014 to 2021 were also calculated. Results: From 2014 to 2019, the average YOY change in the
proportion of advanced CRC across all races was 1.0% whereas in 2020, the rate was 3.9%. The
increase in proportion of advanced CRC in 2020 was greatest in non-Hispanic Asian/Pacific
Islanders (NHAPI), followed by Hispanics, non-Hispanic Whites (NHW), non-Hispanic Amer-
ican Indian/Alaskan Natives (NHAIAN), and non-Hispanic Blacks (NHB; 7.9%, 4.7%, 3.6%,
3.3%, and 3.3%, respectively). From 2014 to 2019, the average YOY change in CRC mortality
across all races was -0.7% while in 2020, it increased by 5.4%. In 2020, the YOY change in
mortality was greatest in NHAIAN, followed by Hispanics, NHB, NHW, and NHAPI (25.3%,
16.5%, 15.1%, 3.2%, and 1.2%, respectively). Conclusions: The proportion of advanced CRC
increased in 2020 likely due to decreased screeningmost significantly inNHAPI. Also,mortality
increased in 2020 possibly due to delay in access to care during COVID-19. Further studies are
needed to evaluate the long-term effect of COVID-19 on the screening and mortality of CRC.
Research Sponsor: None.

Proportion of advanced colorectal cancer and mortality rates of colorectal cancer from 2013 to 2021 by
race.

Proportion of advanced colorectal cancer (%) 2013 2014 2015 2016 2017 2018 2019 2020 2021

Total 59.9 59.7 59.8 63.1 63.8 62.6 63.3 65.8 64.6
Non-Hispanic White 59.9 59.6 59.6 62.2 63.3 62.3 62.9 65.1 64.4
Non-Hispanic Black 60.7 60.8 61.2 64.6 65.1 64.1 65.2 67.3 64.8
Non-Hispanic American Indian/Alaska native 60.9 62.6 59.0 64.2 64.5 65.0 66.3 68.5 65.3
Non-Hispanic Asian/Pacific 59.0 59.2 59.1 64.8 66.4 61.6 63.2 68.1 64.1
Hispanic 61.6 61.2 61.0 65.3 64.8 64.2 65.0 68.1 66.7
Mortality (per 100,000)
Total 24.9 24.6 24.7 24.3 24.6 24.5 24.0 25.3 25.0
Non-Hispanic White 25.5 25.5 25.6 25.1 25.6 25.6 25.1 25.9 26.2
Non-Hispanic Black 33.3 31.5 32.7 31.7 31.8 31.0 30.4 35.0 32.0
Non-Hispanic American Indian/Alaska native 31.3 23.0 23.1 29.6 28.7 31.7 24.9 31.2 31.7
Non-Hispanic Asian/Pacific 16.9 17.1 17.1 16.9 17.3 16.3 16.6 16.8 17.0
Hispanic 19.9 19.1 19.1 20.3 18.9 20.0 18.8 21.9 20.9
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Leveraging EHRs and a phenome-wide association study to identify pre-diagnostic
clinical markers in early-onset colorectal cancer.

Sachleen Kaur Tuteja, Noah James Forrest, Steven Duc Tran, Maria Rosario Ferreira, Theresa L. Walunas; Center for Health Information Partnerships, Institute for Public
Health and Medicine, Northwestern University Feinberg School of Medicine, Chicago, IL; Division of Gastroenterology, Department of Medicine, Northwestern University
Feinberg School of Medicine, Chicago, IL

Background:The incidence of colorectal cancer (CRC) hasundergone a significant demographic
shift, with diagnosis in individuals under 55 years escalating from 11% in 1995 to 20% in 2019
(Siegal et al., 2019). Traditional risk factors, such as obesity, diabetes, and colon microbiome
changes, fail to fully explain this emerging clinical phenomenon, necessitating newapproaches
to identify pre-diagnostic markers in younger patients. Our study leverages electronic health
records (EHR) and employs a Phenome-Wide Association Study (PheWAS) to characterize age-
specific manifestations prior to diagnosis.Methods: A PheWAS was conducted with a cohort of
2,799 CRC patients from Northwestern Medicine (NM, 2012 – 2022). ICD-9/10 codes were
categorized into 527 phenotypes using the PheCode framework. Logistic regression models
were employed to examine associations between age groups ( , 55 vs. $55 years) and each
phenotype during the 6 months preceding diagnosis. A control cohort of 294,590 non-cancer
NM patients adjusted for age-related and baseline disease patterns. Results: Our approach
revealed significant associations with age in 9 of 527 analyzed phenotypes, identifying well-
documented CRC features and less recognized clinical markers. Younger patient cohorts
exhibited elevated probabilities of critical clinical indicators, including lower gastrointestinal
hemorrhage (22% [95% CI: 19-25%] vs. 11% [95% CI: 10-13%]; p = 1.0 x 10-11), hepatic
dysfunction (6% [95% CI: 4-8%] vs. 4% [95% CI: 3-4%]; p = 2.7 x 10-6), and diverticular
disease (4% [95%CI: 3-6%] vs. 3% [95%CI: 2-3%]; p = 2.4 x 10-11) compared to older patients.
Furthermore, an analysis of 1,866 NM pathology reports revealed single-institution trends
consistent with global CRC literature. Notably, younger patients showed higher prevalence of
hereditary CRC (28% vs. 24%; x2 p = 6.3 x 10-8), greater left-sided tumor localization (51% vs.
45%; x2 p = 0), and increased proximal tumors (58% vs. 53%; x2 p = 0), corroborating studies
that show a rise in proximal tumor incidence in patients under 50 and a decline in those aged
50–79. Conclusions: Our PheWAS study uncovered clinicopathological distinctions, revealing
statistically significant variations in pre-diagnostic clinical markers that suggest a more
aggressive and complex disease progression mechanism in early-onset CRC. The increased
probabilities of clinical indicators—such as gastrointestinal hemorrhage, hepatic dysfunction,
and diverticular disease—underscore the need for tailored diagnostic and screening strategies
for younger populations. These results also highlight the value of utilizing phenotype-based
methodologies to identify nuanced clinical features that may enable earlier detection and
improve outcomes for younger CRC patients. Towards this goal, ongoing research aims to
further delineate CRC clinical profiles between age groups. Research Sponsor: Northwestern
University Office of Undergraduate Research.
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Colorectal cancer screening and detection following USPSTF recommendations for
ages 45-49: Insights from a large EHR cohort.

Patricia Jane Rodriguez, Duy Do, Brianna M. Goodwin Cartwright, Jennifer J. Liang, Keenan James Robbins, Madhu Iyengar, Nicholas Stucky; Truveta Inc, Bellevue, WA;
Washington University School of Medicine, St. Louis, MO; Colorado Permanente Medical Group, Denver, CO

Background: Rising colorectal cancer (CRC) incidence in relatively younger adults prompted
the US Preventative Services Task Force (USPSTF) to recommend screening in average-risk
adults aged 45-49 in May 2021. While screening has increased for ages 45-49, differences in
polyp and CRC detection by age group are unclear.Methods: Using a subset of Truveta Data, we
identified patients aged 40-64, with no prior history of CRC, who underwent CRC screening
procedures (colonoscopy or sigmoidoscopy) between 2018 and 2024, and for whom an asso-
ciated report was available. Truveta Data contains de-identified electronic health record (EHR)
data from a collective of US health care systems. Screening outcomes were extracted from
pathology reports using natural language processing, including findings of polyps (tubular
adenoma/adenomatous polyp, hyperplastic polyp, tubulovillous adenoma, sessile serrated
adenoma, traditional sessile adenoma, juvenile polyp, and inflammatory polyp), adenocarci-
noma, and benign/normal colonic mucosa. For patients with multiple screenings, the first was
used. Family history of CRC and related syndromes (e.g., Lynch, Peutz-Jeghers) were similarly
extracted fromnotes. Patient characteristics and screening outcomes were described by 5-year
age band, before and after May 2021 USPSTF recommendations. Results: Of85,062 patients
aged 40-64 who underwent CRC screening, 46,168 had first screening records in May 2021 or
earlier (‘pre period’) and 38,894 after (‘post period’). In the pre period, 4,270 (9%) patients
were aged 45-49, compared to 7,403 (19%) in the post period. Sex balance improved for the 45-
49 age group (56%were female pre vs. 50%post; p, 0.05), compared to younger and older age
groups (40-44: 57%vs. 57%, 50-54: 48%vs. 48%, 55-59: 51%vs.49%,60-64: 50%vs. 49%;,
0.05 for 55-59 only). Adenomatous polyp findings increased for all age groups, but to the
greatest degree for the 45-49 group (45-49: 45.7% pre vs. 53.4% post; p , 0.01) compared to
other groups (40-44: 33.1% vs. 35.9%, 50-54: 58.3% vs. 59.9%, 55-59: 60.4% vs. 62.5%, 60-
64: 63.2% vs. 64.5%; all p , 0.05). In contrast, adenocarcinoma findings occurred less
frequently for ages 45-49 (2.1% pre vs. 1.0% post, p , 0.01), while remaining stable in both
younger and older groups (40-44: 1.6% vs. 1.4%, 50-54: 1.2% vs. 1.1%, 55-59: 1.4% vs. 1.6%,
60-64: 1.3% vs. 1.3%; all p . 0.05). Conclusions: Following 2021 USPSTF CRC screening
recommendations for average-risk adults aged 45-49, sex balance in screening increased,
findings of adenomatous polyps increased, and findings of adenocarcinoma declined in this
group. These results may reflect expected decreases in adenocarcinoma detection with ex-
pansion of screening to average-risk adults, or suggest that recommendations contributed to
earlier detection of pre-cancerous polyps, before progression to adenocarcinoma. Additional
studies are needed to explore complex causal relationships. Research Sponsor: None.
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Sex differences in chemotherapy completion and adverse events among patients
with colon cancer (CALGB/SWOG 80702) (Alliance).

En Cheng, Qian Shi, Anthony F. Shields, Chaoyuan Kuang, Ardaman Shergill, ChaoMa, Katherine A. Guthrie, Felix Couture, J. Phillip Kuebler, Pankaj Kumar, Benjamin R. Tan,
Smitha S. Krishnamurthi, Kimmie Ng, Eileen M. O’Reilly, Justin Brown, Philip A. Philip, Jeffrey A. Meyerhardt; Department of Epidemiology and Population Health, Albert
Einstein College of Medicine, Bronx, NY; Alliance Statistics and DataManagement Center, Mayo Clinic, Rochester, MN; Department of Oncology, Karmanos Cancer Institute,
Wayne State University, Detroit, MI; Montefiore Einstein Comprehensive Cancer Center, Bronx, NY; Department of Medicine, Section of Hematology and Oncology,
University of Chicago, Chicago, IL; Department of Medical Oncology, Dana-Farber Cancer Institute, Boston, MA; Public Health Sciences Division, Fred Hutchinson Cancer
Center, Seattle, WA; Hôtel-Dieu de Québec, Québec, QC, Canada; Columbus NCI Community Oncology Research Program, Columbus, OH; Illinois 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;
Memorial Sloan Kettering Cancer Center, Weill Cornell Medical College, New York, NY; Cancer Metabolism Program, Pennington Biomedical Research Center, Baton Rouge,
LA

Background: Increasing chemotherapy completion and reducing chemotherapy adverse events
(AE) are critical to improve survival after colon cancer diagnosis. Sex, as a biological variable,
may impact chemotherapy treatment differently, and thus further investigation is needed to
examine sex differences in chemotherapy completion and adverse events among patients with
colon cancer.Methods:Among anNCI-sponsored trial conducted among patientswith stage III
colon cancer (CALGB/SWOG 80702), all patients received standard adjuvant chemotherapy
FOLFOX (fluorouracil, leucovorin, and oxaliplatin). To signal chemotherapy completion, we
utilized relative dose intensity (RDI) calculated as the ratio of the delivered dose intensity to
planned dose intensity; and reduced RDI (RDI ,85%) was considered as a clinically significant
deviation from standard FOLFOX. From clinicians’ records of NCI’s Common Terminology
Criteria for Adverse Events (CTCAE), we primarily focused on clinically significant AE such as
neutrophils decrease, nausea, platelets decrease, hypertension, peripheral neuropathy, di-
arrhea, fatigue, gastritis, creatinine increase, gastric ulcer, myocardial ischemia, and cerebral
ischemia; and severe AE was defined as the occurrence of any above AE with CTCAE grade $3.
Using multivariable logistic regression that adjusted for body surface area (BSA) and other
clinicopathological confounders, we estimated adjusted odds ratios (OR) for the associations of
sex with reduced RDI and severe AE. Results: Of 2201 patients, mean (standard deviation [SD])
agewas 60.9 (10.9) years, 1019 (46.3%)were female, 1750 (79.5%)wereWhite, 172 (7.8%)were
Hispanic, 964 (43.8%) experienced reduced RDI, and 1156 (52.5%) had severe adverse events.
Compared tomales, females were at significantly higher risks of experiencing reduced RDI (OR
[95% CI]: 1.57 [1.27-1.93], P ,0.001) and severe AE (OR [95% CI]: 1.73 [1.41-2.12], P ,0.001).
Conclusions: Our findings suggested females are more likely than men to experience reduced
RDI and severe AE during colon cancer chemotherapy. Clinical Impact: In the era of precision
medicine, sex (as a biological variable) should be considered in optimizing colon cancer
chemotherapy to improve completion and reduce toxicities. Clinical trial information:
NCT01150045. Research Sponsor: National Cancer Institute; U10CA180821; National Cancer
Institute; U10CA180882; National Cancer Institute; U24CA196171; National Cancer Institute;
U10CA180863; Canadian Cancer Society; CCS707213; National Cancer Institute; UG1CA233234;
National Cancer Institute; U10CA180820; National Cancer Institute; U10CA180868; National
Cancer Institute; U10CA180888; Pfizer; https://acknowledgments.alliancefound.org; Health
and Environmental Sciences Institute.
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Comprehensive analysis of outcomes of patients with colorectal cancer in a racially
diverse cohort.

Manasawee Tanariyakul, Chalothorn Wannaphut, Toshiaki Takahashi, Edward Tri Nguyen, Akihiro Miyashita, Jared David Acoba; University of Hawaii Internal Medicine
Residency Program, Honolulu, HI; University of Hawaii Cancer Center, Honolulu, HI

Background: Disparate outcomes have been reported among patients with colorectal cancer
(CRC) as those with Medicare or Medicaid insurance and those of Native Hawaiian ancestry
experience inferior survival. However, many CRC studies addressing Native Hawaiians and
other Pacific Islanders and insurance status have not adjusted for a comprehensive range of
confounding variables. In this study, we perform a comprehensive analysis of CRC outcomes
adjusted for clinicopathological and socioeconomic factors.Methods: Data were abstracted for
patients diagnosed with colorectal cancer between 2000 and 2022 in Hawaii. Overall survival of
Asians,Whites, andNativeHawaiian or Other Pacific Islanders (NHOPI) was assessed using Cox
proportional hazards regression models adjusting for clinical, pathological, and sociodemo-
graphic factors.Results:A total of 3275 patientswere included in the final analysis. NHOPIwere
more likely to be younger (p,0.001), had a higher proportion of stable microsatellite status
tumors(p=0.049) and were more likely to have Medicaid insurance or be uninsured(p,0.001)
compared to Whites and Asians. NHOPI patients more often had high grade cancers compared
to White and Asian groups. Medicaid or no insurance was associated with significantly higher
mortality compared to private insurance in both univariate(HR: 1.373, 95%CI: 1.202–1.568, p,

0.001) and multivariate analysis(HR: 1.505, 95% CI: 1.309–1.729, p , 0.001). However, while
Medicare showed higher mortality in univariate analysis(HR: 1.409, 95% CI: 1.245–1.594, p ,

0.001), this associationnormalized after adjustment(HR: 1.088, 95%CI: 0.958–1.237, p =0.195)
(Table). NHOPI had significantly higher mortality compared to Whites after adjustment for
variables(HR: 1.293, 95% CI: 1.107–1.510, p = 0.001). Interestingly, rectal tumors demonstrated
higher mortality compared to right-sided tumors(HR: 1.318, 95% CI: 1.156–1.503, p , 0.001),
while left-sided tumors showed no significant difference (Table). Conclusions: This study of a
racially diverse population that NHOPI patients with CRC had significantly worse mortality
compared toWhites after adjusting for clinicopathological and socioeconomic variables.We did
not identify a significant association between Medicare insurance and increased mortality.
HavingMedicaid or beinguninsuredwas significantly associatedwithworse survival outcomes,
emphasizing the critical impact of healthcare access on survival. Research Sponsor: None.

Univariate and multivariate analysis.

Univariate analysis
Hazard ratio (95% CI), p-value

Multivariate analysis
Hazard ratio (95% CI), p-value

Private insurance
Medicaid and Uninsured 1.373 (1.202 - 1.568), ,0.001 1.505 (1.309 - 1.729), ,0.001
Medicare 1.409 (1.245 - 1.594), ,0.001 1.088 (0.958 - 1.237), 0.195
White
Asian 0.947 (0.844 - 1.063), 0.354 0.908 (0.808 - 1.02), 0.103
NHOPI 1.143 (0.982 - 1.33), 0.084 1.293 (1.107-1.51), 0.001
Age at diagnosis 1.032 (1.028 - 1.036), ,0.001 1.044 (1.039 - 1.048), ,0.001
Grade 1&2
Grade 3&4 1.786 (1.586 - 2.012), ,0.001 1.485 (1.313 - 1.681), ,0.001
Stage 1
Stage 2 1.466 (1.249 - 1.722), ,0.001 1.401 (1.192 - 1.647), ,0.001
Stage 3 1.644 (1.41 - 1.918), ,0.001 1.64 (1.403 - 1.916), ,0.001
Stage 4 6.943 (5.898 - 8.173), ,0.001 7.681 (6.495 - 9.082), ,0.001
Unknown Stage 3.063 (2.525 - 3.714), ,0.001 2.99 (2.455 - 3.641), ,0.001
Female 0.853 (0.775 - 0.939), 0.001 0.844 (0.765 - 0.931), ,0.001
MSI Stable
MSI Unstable 1.146 (0.808 - 1.626), 0.444 1.015 (0.71 - 1.449), 0.936
Unknown MSI 1.197 (1.055 - 1.357), 0.005 1.142 (1.003 - 1.3), 0.044
Right sided
Left sided 0.899 (0.802 - 1.007), 0.066 1.081 (0.961 - 1.216), 0.197
Rectal 1.016 (0.9 - 1.147), 0.797 1.318 (1.156 - 1.503), ,0.001
Time to treatment <31 days
Time to treatment >31 days 0.674 (0.593 - 0.766), ,0.001 1.064 (0.957 - 1.183), 0.09
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Dietary risk factors associated with colorectal polyp risk and potential for pro-
gression to malignancy.

Melissa Rachel Goldin, Xiangzhu Zhu, Ken S. Lau, Robert J. Coffey, Martha Shrubsole; Vanderbilt University School of Medicine, Nashville, TN; Division of Epidemiology,
Vanderbilt University Medical Center, Nashville, TN; Department of Cell and Developmental Biology, Vanderbilt University School of Medicine, Nashville, TN; Department of
Medicine (Gastroenterology) and Epithelial Biology Center, Vanderbilt University Medical Center, Nashville, TN

Background: Colorectal polyp development and progression to cancer are associated with diet
and microbial dysbiosis. Red and processed meat intakes have been associated with colorectal
polyps, but evidence on probiotic and prebiotic usage is inconclusive. This study examines the
association of dietary factorswith colorectal adenomas (ADs) and sessile serrated polyps (SSPs)
of low and high potential of progression to cancer. Methods: In the Colorectal Molecular Atlas
Project, 1082 participants underwent a colonoscopy, and completed a questionnaire. Individ-
uals were classified as polyp-free controls, and polyp cases with high potential for progression
to cancer ($ 1 cm, villous component, high-grade dysplasia, ormultiple AD and/or SSPs) or low
potential (all other AD or SSP cases). Frequency of dietary intake derived from questionnaire
responses was divided into quartiles (total meat, total redmeat, total processedmeat, chicken,
and fish) or no intake/tertiles (total probiotic food: yogurt, kefir, sauerkraut, kimchi, fermented
cabbage, kombucha, other fermented beverages). Multinomial logistic regressionmodels were
used to derive odds ratios and 95%CI after adjusting for confounders.Results:Highest intake of
total meat was associated with increased risk of high progression potential polyps (OR 1.63,
95%CI 1.03-2.60) and sessile serrated lesions (OR 1.60, 95%CI 1.03-2.50) in comparison to
lowest intake. Highest intake of redmeatwas associatedwith increased risk of high progression
potential polyps (OR 1.80, 95%CI 1.16-2.80) and SSPs (OR 1.68, 95%CI 1.10-2.56) in comparison
to lowest intake. The second quartile of fish intake was significantly associated with a reduced
risk of polyps with low progression potential (OR 0.63, 95%CI 0.44-0.99) and ADs (OR 0.63,
95%CI 0.42-0.96) compared to lowest intake; however, the third and fourth quartiles were not
significantly associated with risk. Chicken, processed meat, probiotic food, probiotic supple-
ment, and prebiotic supplement intake were not associated with risk. Conclusions:Dietary risk
factors may vary by type of polyp, thus, dietary recommendations should reflect these differ-
ences. Increased total and red meat intake may increase risk of polyps with high progression
potential and sessile serrated lesions, and fish intake may reduce risk for polyps with low
progression potential and adenomas. Probiotics and prebiotics may not be an effective risk
reduction strategy. Research Sponsor: None.
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Characterizing clinical outcomes and DNA co-alterations of ERBB2-amplified co-
lorectal cancer.

Mohamed Nuh, Monica Hsiang, Sunyoung S. Lee; Baylor College of Medicine, Houston, TX; Department of Gastrointestinal Medical Oncology, The University of Texas MD
Anderson Cancer Center, Houston, TX

Background: A subset of colorectal cancer (CRC) features amplification (amp) of the ERBB2
gene. The prognostic role and treatment in these patients are poorly understood. This study
aims to characterize the clinical outcomes andmolecular profiles of ERBB2-ampCRC.Methods:
This is a retrospective analysis of clinical outcomes data andnext-generation sequencing atMD
Anderson from 2006-2025 in patients with ERBB2-amp CRC including all classes of genomic
alterations (GA) in other genes. Progression-free survival (PFS) and overall survival (OS) were
assessed by Kaplan-Meier, log-rank, and cox regression. Chi square goodness of fit was
assessed for the proportion of left versus right sided CRC. Results: 100 pts with ERBB2-amp
CRC were identified. Patients (Table) who received ERBB2-directed therapy (n = 36) did not
have significantly longer OS compared to those who received other systemic therapy (n = 57)
(53.8 vs. 45.5m, p = 0.35). Patients who underwent surgery (n = 64) (56.8 vs. 23.2m, p = 0.01) or
non-surgical localized therapy (n = 45) had longer OS (64.4 vs 45.5 m, p = 0.01). ERBB2-amp
wasmore associatedwith left sided CRC (n =80) than right-sided CRC (n = 19) (X2= 39.34, df = 1,
p , 0.0001) but there was no significant OS difference (53.8 vs. 45.5 m, p = 0.76). Median PFS
(mPFS) for all 1st (n = 93), 2nd (n = 80), and 3rd line (n = 61) systemic therapy was 8.0, 5.1, and
4.9m, respectively.mPFS for all ERBB-2directed therapy (n= 59)was 3.5m. Themost common
concurrent co-GA were TP53 (90%) and APC (64%) and most common co-amp were CDK12
(31%) and EGFR (23%). Concurrent APC mutation was associated with improved OS (53.8 vs.
26.2 m, p = 0.003). No other co-GA or co-amp, including KRAS, showed significant survival
outcome associations. TP53 co-GAwaspresent in 90%of both left and right-sided ERBB-2CRC
and KRAS co-GA in 15% and 32%, respectively. Conclusions: There was no difference in OS in
ERBB2 amp CRC in patients who received ERBB2 directed therapy, however patients had
improved OSwith surgery or localized therapy options and should be offered to eligible patients
if possible. Co-GA with APC mutation correlated with improvement in survival outcomes.
Research Sponsor: None.

Baseline data, initial staging, treatments, and mutational profile for ERBB2 co-amp CRC.

Age at Diagnosis (median) 55 years

Gender – no. M (56), F (44)
Stage at Initial
Diagnosis – no.

I (6), II (6), III (18), IV (69)

Location of Primary
Tumor – no.

R-sided (19), L-sided (80), Cecum (7), Ascending (8), Trans-
verse (5),
Descending (7), Sigmoid/Rectum (73)

Surgery – no. Primary tumor (55), Liver metastectomy (24), Lung meta-
stectomy (8)

Localized Therapy – no. RT (36), Ablation (6), Y90 (4), Cryotherapy (1)
ERBB2 Directed Therapy
(excluded if n=1) – no.

Trastuzumab (TRA) + Pertuzumab (20), ERBB2-directed trial
drug (14),
Trastuzumab deruxtecan (8), TRA (7), TRA + Tucatinib (4)

Mutational Profile Co-GA: TP53 (90%), APC (64%), SMAD4 (18%), KRAS (18%)
Co-amp: CDK12 (31%), EGFR (23%), MYC (19%), BRAF (13%)
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Effects of marital status on survival in patients with colorectal cancer.

Lisa Liu, Supriya Peshin, Alvaro Zevallos Barboza, Namrata Vijayvergia; GeorgeWashington University, Washington, DC; Norton Community Hospital, Norton, VA; Children’s
Hospital of Philadelphia, Philadelphia, PA; Fox Chase Cancer Center, Philadelphia, PA

Background: Demographic factors such as marital status have been shown to have differential
effects on cancer outcomes. It has been shown that married patients have higher 5-year
survival rates compared with unmarried patients with colorectal cancer (CRC). However, most
of these studies looked at patients diagnosed prior to 2015. This study compares the survival
trends between 2000–2010 and 2011–2021 and analyzes marital status associations with stage
at diagnosis. Methods: Patients with CRC diagnosed between 2000 and 2021 were identified in
the SEER database and stratified bymarital status (single, separated/divorced/widowed (SDW),
and married). 5-year survival rates with 95% confidence intervals were calculated for each
marital status group across three periods: 2000–2010, 2011–2021, and 2000–2021. Kaplan-
Meier survival analysis was used to compare survival outcomes across these variables. Disease
severity was classified into three stages: localized, regional, and distant. The distribution of
patients across disease stages is reported as the proportion of individuals within each marital
status group at each cancer stage. Results: Overall survival was statistically different amongst
patients with different marital statuses (p , 0.01). Our results show that the highest 5-year
overall survival rate is seen inmarried individuals at 62.1% (61.9% - 62.2%), followed by single
individuals at 53.0% (52.6% - 53.3%), and SDW individuals at 44.6% (44.3% - 44.8%). Overall
survival improved over time across all marital groups when comparing the 2000–2010 and
2011–2021 periods. For married individuals, 5-year overall survival rate increased from 61.2%
(61.0%–61.4%) to 63.1% (62.9%–63.4%). Similarly, survival improved for single individuals
(51.1% [50.6%–51.6%] to 54.5% [54.0%–54.9%]) and for SDW individuals (43.8%
[43.5%–44.1%] to 45.7% [45.3%–46.1%]). Our results show that married individuals were
most commonly diagnosed with localized cancer compared with single and SDW individuals
(41.8% vs 36.5% vs 39.0%, p , 0.01), SDW individuals with regional cancer compared with
single andmarried individuals (38.3% vs 37.06%vs 37.5%, p, 0.01) and single individuals with
distant disease compared with married and SDW individuals (26.4% vs 20.69% vs 22.69%, p,

0.01). Conclusions: Marital status significantly impacts CRC survival, with married individuals
having higher survival rates than single or SDWpatients. This suggests that social supportmay
contribute to improved outcomes, although it is important to note that the higher survival rates
may be associated with earlier diagnosis in married individuals. These findings highlight the
potential need for additional support services for single and SDW individuals, underscoring the
importance of considering marital status when addressing demographic disparities in cancer
care. Research Sponsor: None.
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Clinicopathological features of colorectal cancer in adolescents and young adults
(AYA) at a tertiary referral centre in Nigeria.

Sharif Adeniyi Folorunso, Israel Adeyemi Owoade, Olalekan Olasehinde, Funmilola Olanike Wuraola, Tajudeen Olakunle Mohammed, Oludolapo Abidemi Omoyiola,
Adewale Aderounmu, Oluwatosin Zainab Omoyiola, Omolade Betiku, Atara Ntekim, Adewale Adisa, Diane Lauren Reidy, Olusegun Isaac Alatise; Obafemi Awolowo
University Teaching Hospital Complex, Ile Ife, Nigeria; African Research Group for Oncology, Ile-Ife, Nigeria; Department of Surgery, College of Health Sciences, Obafemi
Awolowo University, Ile-Ife, Nigeria; Obafemi Awolowo University Teaching Hospital Complex, Ile-Ife, Nigeria; Obafemi Awolowo Uni Teaching Hospital, Ile-Ife, Nigeria;
Obafemi Awolowo University Teaching Hospital, Ile-Ife, Nigeria; University College Hospital, Ibadan, Nigeria; Memorial Sloan Kettering Cancer Center, New York, NY;
College of Health Sciences, Obafemi Awolowo University, Ile-Ife, Nigeria

Background: Colorectal cancer (CRC) is traditionally considered a disease of older adults;
however, its incidence among AYA has been rising globally. In sub-Saharan Africa, including
Nigeria, there is limited data on the clinicopathological characteristics of CRC in this age group.
Understanding the patterns of CRC in AYA in Nigeria is crucial for developing targeted
screening, early detection, and treatment strategies in this population. This study aims to
investigate the clinicopathological features of CRC in AYA at a tertiary referral centre in Nigeria.
Methods: A retrospective review of the ARGO-OAUTHC database was conducted to identify
adolescents and young adults (age less than 40) diagnosed with colorectal cancer between 2013
and 2024. We compared AYA patients with middle-aged adults (ages 40-65) to assess differ-
ences in clinical presentation and histopathological features. Only patients with complete
histopathology were included in the analysis while patients older than 65 years were excluded.
Descriptive statistics were used to summarize the data, and statistical tests were performed to
assess significant differences between the two groups. Results: 866 patients diagnosed with
CRCwere identified. Of these, 150 (18%)wereAYA,with amedian age of 33 years, and448 (54%)
were middle-aged adults (ages 40-65). The presenting symptoms were similar between the
AYA and middle-aged groups, however, AYA patients were less likely to be diagnosed by
colonoscopy (14.9% vs 29.4%, p = 0.002). Additionally, more AYA patients presented with
symptoms that did not limit their daily activities , leading to adelay in seekingmedical attention
(9.3% vs 2.8%, p = 0.016). AYA patients were less likely to present with early-stage disease
(Stages I and II) compared to middle-aged patients, (13.1% vs 20.9%, p = 0.045). Histopath-
ological features were similar between the two groups overall, though mucin production was
more prevalent in AYA patients (64.1% vs 45.2%, p = 0.044). Lungmetastasis was less common
in AYA patients (8.3% vs 23.5%, p = 0.011), the pattern of metastasis to other organs was
however similar between the two groups. Conclusions: AYA patients in Nigeria tend to present
atmore advanced stages, partly due to the non-restrictive nature of their symptoms. Theywere
less likely to be diagnosed via colonoscopy and weremore likely to exhibit mucin production in
their tumors. These findings underscore the need for increased awareness and early screening
efforts for colorectal cancer inAYApopulations to facilitate earlier diagnosis. ResearchSponsor:
African Research Group for Oncology.
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Adherence to repeat screening for colorectal cancer using the multi-target stool
DNA test: Real-world analysis of patients from federally qualified health centers.

Mallik Greene, Timo Pew, Jorge Zapatier, Juliana Vanessa Rincón López, Paul J. Limburg, Martha Duarte; Exact Sciences Corporation, Madison, WI; Digestive Diseases
Consultants, Altamonte Springs, FL; Unisanitas, Bogota, Colombia; Sanitas USA/Keralty Hospital, Miami, FL

Background: Initial and repeat colorectal cancer (CRC) screening rates are suboptimal and fall
short of national goals in adults from historically disadvantaged backgrounds. This real-world
study examined adherence to repeat mt-sDNA screening among patients from federally
qualified health centers (FQHCs) across the US and among different payer types. Methods:
Laboratory data from Exact Sciences Laboratories LLC were utilized for the period between
January 1, 2023, and December 31, 2023, for those who had previously completed a mt-sDNA
test. Study outcomes included adherence rate to mt-sDNA repeat screening and time to test
return. The mt-sDNA screening adherence rate was defined as the percentage of patients who
completed and returned the test kit and received a valid test result within 180 days of the initial
shipment date. Time to test return was defined as the number of days from the date the test kit
was shipped to the patient to the date ESL received the test kit with a specimen. Results: The
study sample consisted of 19,536 eligible patients, including 9,592 (49.1%) aged 45-64 years,
8,689 (44.5%) aged 65-75 years and 1,225 (6.4%) aged 76-85 years. Overall, the mt-sDNA
repeat screening adherence rate was 79.7% and the mean time to return the kit was
21.1620.8 days. A total of 2,375 (15.3%) individuals tested positive for CRC. Screening adherence
for patients with Medicare was 84.7%, Medicare Advantage was 80%, commercial insurance
was 78.2%, managed care organization was 74.6% and Medicaid was 65.9% (p , 0.001).
Compared with patients covered by commercial insurance, those covered by Medicaid had
42% lower odds of adhering to mt-sDNA screening (OR: 0.582, 95% CI]: 0.461-0.733, p ,

0.001). Patients with 2 or more prior successful tests had a numerically shorter mean time to
test return compared to those with only 1 prior successful test, both overall and within each
payer type. Conclusions: Findings from this real-world study suggest that patients receiving
care from FQHCs had relatively high repeat mt-sDNA screening rates. While repeat screening
adherence was generally high across patient demographic categories, there were significant
differences by type of insurance coverage and number of prior successful mt-sDNA screenings.
Research Sponsor: None.
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Quality-adjusted time without symptoms of disease or toxicity (Q-TWiST) analysis
of pembrolizumab (pembro) versus chemotherapy (chemo) in microsatellite
instability–high (MSI-H)/mismatch repair–deficient (dMMR) metastatic colorectal
cancer (mCRC) in the KEYNOTE-177 trial.

Elena Elez, Popova Natalia, Grant McCarthy, Rachid Massaad, David R. Fogelman, Ruixuan Jiang, Dung T. Le; Vall d’Hebron University Hospital and Institute of Oncology
(VHIO), Barcelona, Spain; MSD (Europe), Zurich, Switzerland; MSD (UK) Ltd, London, United Kingdom; MSD Europe, Brussels, Belgium; Merck & Co., Inc., Rahway, NJ; Johns
Hopkins School of Medicine, Baltimore, MD

Background: InKEYNOTE-177 (NCT02563002),first-line pembro provided significantly longer
progression-free survival and a trend toward improvement in overall survival (OS) compared
with chemo inparticipants (pts)withMSI-H/dMMRmCRC after. 5 years ofmedian follow-up.
The objective of this analysis was to assess Q-TWiST for pts treated in KEYNOTE-177.Methods:
Q-TWiST combines efficacy, safety, and quality of life in a single measure. The analysis
categorized survival time into 3 health states: time with grade$3adverse events before disease
progression or death (toxicity [TOX]), time without symptoms or toxicity before disease
progression (TWiST), and time from disease progression to death (relapse [REL]). In all
randomly assigned pts, the restricted mean survival time (RMST) in each state was first
weighted by a quality-of-life utility value, measured as treatment-specific EQ-5D-3L scores
for each health state using the US value set, and then summed to calculate the Q-TWiST value.
Relative gains (defined as the Q-TWiST differences between pembro and chemo divided by the
RMST of chemo) of$15% were defined as “clearly clinically important.” Treatment difference
95% CIs were generated using the nonparametric bootstrapping method. The data cutoff date
was July 17, 2023. Results: At amaximum follow-up of 84months, pts in the pembro arm had a
13.8-mo (95%CI, 4.8-21.7) longer RMST in TWiST (24.3 vs 10.5mo), a 4.8-mo (95%CI,20.5 to
10.2) longerRMST inTOX (10.7 vs 5.9mo), and an 11.1-mo (95%CI,221.2 to20.8) shorter RMST
in REL (18.1 vs 29.3 mo) compared with chemo. As a proportion of overall preprogression time,
pts in thepembro armspent less time inTOX than the chemoarm(31%vs 36%). For the analysis
of restricted mean Q-TWiST based on treatment-specific utility weights, the difference
between pembro and chemo favored pembro by 9.1 mo (95% CI, 2.3-15.5), a 20.0% (95%
CI, 4.8-36.8) relative Q-TWiST gain. When TOX definition included grade $2 adverse events,
the relativeQ-TWiST gainwas 19.7% (95%CI, 4.7-36.5).WhenOSwas adjusted for crossover to
anti–PD-(L)1 therapy as second-line treatment, relative Q-TWiST gain was 39.7% (95% CI,
20.1-63.7).Conclusions: Pembro provided clearly clinically important improvement in quality-
adjusted survival time based on Q-TWiST analyses compared with chemo as first-line treat-
ment in pts with MSI-H/dMMR mCRC. The magnitude of results related to established
thresholds for clinically important Q-TWiST gain suggests that results from this analysis
provide additional evidence for the use of pembro in this population. Clinical trial information:
NCT02563002. Research Sponsor: Merck Sharp &Dohme LLC, a subsidiary ofMerck & Co., Inc.,
Rahway, NJ, USA.
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Association between fine particulate matter exposure and colorectal
cancer mortality by age at diagnosis: Insights from county-level analysis in the
United States.

Sara F. Haddad, Anthony Kerbage, R. Blake Buchalter, Issam Motairek, Sadeer Al-Kindi, Stephanie Schmit, Alok A. Khorana, Kanika G. Nair, Michael J. McNamara,
David Liska, Smitha S. Krishnamurthi, Bassam N. Estfan, Suneel Deepak Kamath; Cleveland Clinic Foundation, Cleveland, OH; Department of Quantitative Health Sciences,
Cleveland Clinic, Cleveland, OH; Houston Methodist DeBakey Heart & Vascular Center, Houston, TX; Genomic Medicine Institute, Cleveland Clinic, Cleveland, OH; Cleveland
Clinic, Cleveland, OH; Department of Hematology and Medical Oncology, Cleveland Clinic, Cleveland, OH; Cleveland Clinic Cancer Center, Cleveland, OH

Background: Colorectal cancer (CRC) remains a leading cause of cancer mortality in the U.S.,
with environmental factors like air pollution potentially contributing to mortality. This study
examines the association between fine particulate matter (PM2.5) exposure and CRCmortality
rates, stratified by average-onset (aoCRC [$50 years at diagnosis]) and early-onset (eoCRC [,
50 years at diagnosis]) cases.Methods:Age-adjusted county CRCmortality data (1999–2020, n
= 2981 counties) were obtained from CDC Underlying Cause of Death (ICD-10: C18-C19
[excluding C18.1], C20), while 1999-2019 PM2.5 estimates (ug/m3), derived from Atmospheric
Composition Analysis Group data, were mapped to U.S. county boundaries using R v.4.3.2.
Covariates were derived from Census American Community Survey (ACS) 5-year estimates,
CDC data, and County Health Rankings (CHR) data and included county-level area deprivation
index (ACS), non-Hispanic Black % (ACS), Hispanic % (ACS), obesity prevalence (CDC),
smoking prevalence (CHR), binge alcohol consumption (CHR), and uninsured % (ACS). Neg-
ative binomial count models were fit to explore associations between PM2.5 and CRCmortality
rates, adjusted for covariates. Deviance R2 was computed to examine model fits. Results: We
found that for every 1% increase in PM2.5 exposure, aoCRC mortality increased by 0.98% (p ,

0.001) and eoCRC mortality increased by 0.24% (p = 0.435), after adjustment for covariates.
Deviance R2 values indicated that PM2.5 and covariates explained 32.0% and 37.0% of the
deviance in aoCRC and eoCRC mortality, respectively. Conclusions: PM2.5 exposure was a
significant predictor of CRC mortality, but only for aoCRC cases. Air pollution and other
covariates accounted for roughly one-third of the county-level deviance, suggesting the in-
fluence of additional factors. Systemic and individual-level interventions to reduce air pollution
exposure may mitigate CRC mortality disparities in older populations. Further studies are
needed to explore other potential contributors to CRC mortality. Research Sponsor: None.
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A phase II study of pembrolizumab, carboplatin, paclitaxel, and radiation for the
treatment of early-stage anal cancer: Big Ten Cancer Research Consortium GI22-
588.

Anita Turk, Salma K. Jabbour, Yixing Jiang, Dustin A. Deming; Indiana University Melvin and Bren Simon Comprehensive Cancer Center, Indianapolis, IN; Rutgers Cancer
Institute, New Brunswick, NJ; University of Maryland Greenebaum Comprehensive Cancer Center, Baltimore, MD; University of Wisconsin Carbone Cancer Center, Madison,
WI

Background: Anal squamous cell carcinoma (SCC) is an evolving public health challenge, with
increasing incidence and mortality rates, particularly in older women with long-standing HPV
infections. Standard-of-care treatment for early-stage anal SCC—5-fluorouracil (5FU) and
mitomycin-C (MMC) with radiation—achieves high cure rates but poses significant toxicity
risks, with grade 3-5 adverse events occurring in up to 70% of patients. Recent clinical trials,
such as DECREASE and ACT4, have explored radiation de-escalation strategies, but limited
progress has beenmade in expanding systemic treatment options for locally advanced disease.
Building on pilot data demonstrating favorable clinical complete responses (cCR) with carbo-
platin andpaclitaxel combinedwith radiation in patients ineligible for SOC regimens, this phase
II trial evaluates the addition of pembrolizumab to this combination to enhance efficacy while
reducing toxicity. Methods: This is a single-arm, phase II trial evaluating concurrent chemo-
radiationwithweekly carboplatin (AUC 2), paclitaxel (50mg/m²), and pembrolizumab (200mg
every three weeks during chemoradiation and 400mg every six weeks duringmaintenance) for
early-stage anal SCC in patients ineligible for 5FU and MMC. The chemoradiation phase
consists of up to six weeks of therapy with 50.4 Gy delivered over 28 fractions. Maintenance
pembrolizumab is administered for up to eight cycles. The primary endpoint is the cCR rate at
six months post-chemoradiation. Secondary endpoints include safety, tolerability, tumor
downstaging, and disease-free survival. Exploratory objectives include the evaluation of
genomic alterations and biomarkers such as versican and keratin 17 as predictors of therapeutic
response. Major eligibility criteria include histologically confirmed stage I-IIIA anal SCC,
measurable disease per RECIST v1.1, and treatment-naı̈ve status. Key exclusions include active
autoimmune disease requiring immunosuppression within two years and prior checkpoint
inhibitor therapy. The target enrollment is 23 patients, with an accrual period of 12months and
an anticipated study duration of twoyears. The study is currently enrolling participants through
the Big Ten Cancer Research Consortium. Clinical trial information: NCT06493019. Research
Sponsor: Merck.
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Alliance A022101/NRG-GI009: A pragmatic randomized phase III trial evaluating
total ablative therapy for patients with limited metastatic colorectal cancer—
Evaluating radiation, ablation, and surgery (ERASur).

Eric David Miller, Kathryn Hitchcock, Qian Shi, Jesse G. Dixon, Sepideh Gholami, Sarah B. White, Christina Wu, Christopher C. Goulet, Kyung-Wook Jee, Chadwick L. Wright,
Rona Yaeger, Ardaman Shergill, Theodore S. Hong, Thomas J. George, Eileen M. O’Reilly, Jeffrey A. Meyerhardt, Paul Bernard Romesser; Ohio State University, Columbus,
OH; University of Florida, Gainesville, FL; Alliance Statistics and Data Management Center, Mayo Clinic, Rochester, MN; Northwell Health, New Hyde Park, NY; Medical
College of Wisconsin, Milwaukee, WI; Mayo Clinic Arizona, Scottsdale, AZ; Billings Clinic Cancer Center, Billings, MT; Massachusetts General Hospital, Boston, MA;
University of Cincinnati, Cincinnati, OH; Memorial Sloan Kettering Cancer Center, New York, NY; Alliance Protocol Operations Office, University of Chicago, Chicago, IL;
Department of Medicine, Memorial Sloan Kettering Cancer Center, New York, NY; Dana-Farber Cancer Institute, Boston, MA

Background: For patients with oligometastatic colorectal cancer (CRC), aggressive local ther-
apy of isolated metastases, particularly in the liver, has been associated with long-term
progression-free and overall survival (OS) primarily based on retrospective evidence. However,
in patients with limited metastatic CRC that is deemed inoperable or those with additional
disease outside of the liver or lungs, the role of local ablative therapies, including microwave
ablation (MWA) and stereotactic body radiation therapy (SBRT), to render patients disease free
is less clear. Despite the longhistory of treating oligometastatic CRCwith local therapy,which is
largely provider biased, questions remain regarding the benefit of extending the paradigm of
metastatic directed therapy to patients with more extensive disease. This trial seeks to use a
pragmatic multimodality approach that mirrors the current clinical dilemma. This study is
designed to evaluate the safety and efficacy of adding total ablative therapy (TAT) of all sites of
disease to standard of care systemic treatment in those with limited metastatic CRC.Methods:
A022101/NRG-GI009 is a National Clinical Trials Network randomized phase III study planned
to enroll 364 patients with newly diagnosed metastatic CRC (BRAF wild-type, microsatellite
stable) without peritoneal metastasis or liver-only disease on baseline imaging. Patients
receive first-line systemic therapy for 12-39weeks. Patients with#4 sites ofmetastatic disease
following initial systemic therapy that are amenable to any combination of surgical resection,
MWA, and/or SBRT are then randomized 1:1, stratified by number ofmetastatic organ sites (1-2
vs. 3-4), timing of metastatic disease diagnosis (de novo vs. secondary), and presence of
metastatic disease outside the liver/lungs in at least 1 site. Patients in Arm 1 will receive TAT
consisting of treatment of all metastatic sites with SBRT, MWA, and/or surgical resection
followed by standard of care systemic therapy. Patients in Arm 2will continue with standard of
care systemic therapy alone. The primary endpoint is OS. Secondary endpoints include event-
free survival, treatment-related toxicities, and local recurrence with exploratory biomarker
analyses. The study needs 346 evaluable patients combined in the 2 arms to demonstrate an
improvement in OS with a hazard ratio of 0.7 to provide 80% power with a one-sided alpha of
5%. The trial utilizes a group sequential design with two interim analyses (25% and 50% of
events) for futility. The trial activated in January 2023 and recruitment is ongoing. Support:
U10CA180821, U10CA180882; https://acknowledgments.alliancefound.org. U10CA180820
(ECOG-ACRIN); U10CA180868 (NRG); U10CA180888 (SWOG); Clinical trial information:
NCT05673148. Research Sponsor: U.S. National Institutes of Health.
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Telisotuzumab adizutecan (ABBV-400; Temab-A) monotherapy vs trifluridine/
tipiracil plus bevacizumab in patients with refractory metastatic colorectal can-
cer with increased c-Met protein expression: An open-label, randomized, phase 3
trial.

John H. Strickler, Akihito Kawazoe, Jian Li, Lin Shen, Hua Fang, Martha Raluca Neagu Aristide, Athanasios Vasilopoulos, Yunxia Sui, Rabih Saab, Carla Biesdorf de Almeida,
Kanwal Pratap Singh Raghav; Duke University School of Medicine, Durham, NC; National Cancer Center Hospital East, Kashiwa, Japan; Peking University Cancer Hospital
and Institute, Beijing, China; Peking University Cancer Hospital & Institute, Beijing, China; AbbVie, Inc., North Chicago, IL; The University of Texas MD Anderson Cancer
Center, Houston, TX

Background: c-Met protein expression is increased in several solid tumors, including colorectal
cancer (CRC). Temab-A is a c-Met–directed antibody-drug conjugate consisting of the anti-
body telisotuzumab conjugated to a potent topoisomerase 1 inhibitor payload. Preliminary data
from the ongoing first-in-human study of Temab-A (NCT05029882) indicate a tolerable safety
profile and promising antitumor activity in patients with third-line or later metastatic (m)CRC
(Sharma et al. JCO 2023;41:3015). Herein, we describe a phase 3 study comparing Temab-A
monotherapywith the standardof care (trifluridine/tipiracil plus bevacizumab) inpatientswith
refractorymCRCwith c-Met expression of 3+ in$10%of tumor cells by immunohistochemistry
(IHC). Methods: This is an open-label, randomized, controlled, global phase 3
study(NCT06614192). Patient eligibility includes age $18 years, confirmed c-Met expression
of 3+ in $10% of tumor cells, metastatic adenocarcinoma of the colon/rectum, measurable
disease per RECIST v1.1, ECOGperformance status 0–1, prior treatmentwith a fluoropyrimidine
(eg, 5-FU or capecitabine), oxaliplatin, irinotecan, and an anti-VEGF antibody (unless locally
not approved) or an anti-EGFR antibody if indicated, and appropriate targeted therapy or
immunotherapy if targetable mutations present (eg, BRAF V600E or HER2) or MSI-H/dMMR.
Prior treatment with regorafenib and/or fruquintinib is permitted, but no prior treatment with
trifluridine/tipiracil Study-specific c-Met protein expression IHC cutoff is defined as 3+ in-
tensity in$10%of tumor cells. The study consists of 2 stages. In stage 1, at least 60 patients will
be randomized 1:1 to receive 2 different doses of intravenous (IV) Temab-A. In stage 2, 400
patientswill be randomly assigned 1:1 to receive either the optimized dose of IVTemab-Aor oral
trifluridine/tipiracil plus IV bevacizumab. In stage 1, primary objectives are to determine the
recommended phase 3 dose and to evaluate the efficacy, as measured by objective response
(OR), and safety of Temab-A; secondary objectives are to assess progression-free survival
(PFS), overall survival (OS), duration of response (DOR), disease control rate (DCR), and
pharmacokinetics. In stage 2, the primary objectives are to demonstrate the superiority of
Temab-A over trifluridine/tipiracil plus bevacizumab in terms of OR and OS; secondary
objectives are to evaluate PFS, DOR, DCR, and safety of Temab-A treatment, and its impact
on patient-reported outcomes. Response will be assessed by blinded independent central
review per RECIST v1.1. Safety evaluations include adverse event monitoring, vital sign mea-
surements, ECG variables, and clinical laboratory testing. Enrollment began in December 2024.
Clinical trial information: NCT06614192. Research Sponsor: AbbVie Inc.; n/a.
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OrigAMI-2: A randomized, phase 3 study of amivantamab vs cetuximab, both in
combination with FOLFOX or FOLFIRI, as first-line treatment in left-sided RAS/BRAF
wild-type metastatic colorectal cancer.

Dirk Arnold, Andres Cervantes, Michel Pierre Ducreux, Sae-Won Han, Heinz-Josef Lenz, Kei Muro, Kanwal Pratap Singh Raghav, Lin Shen, Chao-Yuan Wang, Pei Jye Voon,
Hung-Chih Hsu, Bing Xia, Ryota Iwasawa, Shamita Carrigan, Brooke Diorio, Patricia A. Lorenzini, Sandip Acharya, Seema Niphadkar Sethi, Mahadi Baig, Filippo Pietrantonio;
Asklepios Tumorzentrum Hamburg, AK Altona, Hamburg, Germany; INCLIVA University of Valencia, Valencia, Spain; Université Paris-Saclay, Department of Medical
Oncology, Gustave Roussy, Inserm Unité Dynamique des Cellules Tumorales, Villejuif, France; Seoul National University Hospital, Seoul, South Korea; USC Norris
Comprehensive Cancer Center, Los Angeles, CA; Aichi Cancer Center Hospital, Nagoya, Japan; The University of Texas MD Anderson Cancer Center, Houston, TX; Beijing
Cancer Hospital, Beijing, China; KaohsiungMedical University Chung HoMemorial Hospital, KaohsiungMedical University, Kaohsiung, Taiwan; Department of Radiotherapy
and Oncology, Sarawak General Hospital, Kuching, Sarawak, Malaysia; College of Medicine, Chang Gung University, Taoyuan, and Division of Hematology-Oncology Linkou
Chang Gung Memorial Hospital, Taoyuan City, Taiwan; Johnson & Johnson, San Diego, CA; Johnson & Johnson, Spring House, PA; Johnson & Johnson, Raritan, NJ;
Johnson & Johnson, Hyderabad, India; Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, Italy

Background: Approximately 50% of patients diagnosed with metastatic colorectal cancer
(mCRC) are wild-type for KRAS, NRAS, and BRAF (RAS/BRAF WT). Standard initial therapy
for left-sided RAS/BRAF WT mCRC is doublet chemotherapy (FOLFOX or FOLFIRI) combined
with anti-EGFR therapy. However, resistance is nearly inevitable. MET alterations are known
resistance mechanisms to EGFR inhibition, with MET amplification occurring in 5%-23% of
EGFR-resistant mCRC. Amivantamab is an EGFR-MET bispecific antibody with immune cell-
directing activity that is approved by the FDA for 4 indications in EGFR-mutated advanced non-
small cell lung cancer. In the phase 1b/2 OrigAMI-1 study (NCT05379595), the combination of
amivantamab plus FOLFOX or FOLFIRI demonstrated rapid and durable antitumor activity,
regardless of tumor sidedness, in participants with RAS/BRAF WT mCRC (Pietrantonio ESMO
2024). The objective of this phase 3 randomized study is to assess the efficacy of amivantamab,
as compared with cetuximab, both in combination with FOLFOX or FOLFIRI, as first-line
therapy for participants with left-sided RAS/BRAF WT unresectable or metastatic CRC.
Methods: The multicenter, global OrigAMI-2 study (NCT06662786) is planned to open in
216 sites in 21 countries. Eligible participants will be WT for KRAS, NRAS, and BRAF by local
testing, have left-sided unresectable or metastatic colorectal cancer, and be treatment-naı̈ve
for advanced disease. Left-sided disease will be defined as a primary tumor arising from the
splenic flexure, descending colon, sigmoid colon, rectosigmoid, or rectum. Key exclusion
criteria include known dMMR/MSI-H status, HER2-positive or amplified tumor, and prior
exposure to EGFR or MET targeting agents. Approximately 1000 participants will be randomly
assigned 1:1 to receive subcutaneous amivantamab (co-formulated with recombinant human
hyaluronidase [rHuPH20]) or intravenous cetuximab, both combined with FOLFOX or FOLFIRI
(investigator’s choice). Randomization will be stratified by chemotherapy choice (FOLFOX or
FOLFIRI), limited disease (yes or no), and prior adjuvant therapy (yes or no). The primary
endpoint will be progression-free survival by blinded independent central review. Secondary
endpoints include overall survival, objective response rate, duration of response, and patient-
reported outcomes. Safety assessments will include monitoring adverse events and laboratory
abnormalities. Clinical trial information: NCT06662786. Research Sponsor: JanssenResearch&
Development, LLC, a Johnson & Johnson Company.
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An observational/translational study to conduct real-world evidence and develop
biomarkers of fruquintinib for patients with metastatic colorectal cancer (mCRC):
FruBLOOM trial (JACCRO CC-19).

Yu Sunakawa, Chiaki Inagaki, Satoshi Yuki, Kota Ouchi, Toshihiro Kudo, Hironaga Satake, Tomomi Kashiwada, Eisuke Inoue, Ryo Matoba, Wataru Ichikawa; Department of
Clinical Oncology, St. Marianna University School of Medicine, Kawasaki, Kanagawa, Japan; Department of Medical Oncology, Kindai University Faculty of Medicine,
Osakasayama, Osaka, Japan; Department of Gastroenterology and Hepatology, Hokkaido University Hospital, Sapporo, Japan; Department of Clinical Oncology, Graduate
School of Medicine, Tohoku University, Sendai, Japan; Department of Medical Oncology, Osaka International Cancer Institute, Osaka, Japan; Department of Medical
Oncology, Kochi Medical School, Nankoku, Japan; Department of Medical Oncology, Saga-Ken Medical Center Koseikan, Saga, Japan; Showa University Research
Administration Center, Showa University, Tokyo, Japan; DNA Chip Research Inc., Kawasaki, Japan; Division of Medical Oncology, Showa University Fujigaoka Hospital,
Yokohama, Japan

Background: The FRESCO-1/2 trials demonstrated a survival benefit of fruquintinib (FRU) in
mCRC after 3rd-line therapy. FRU can be considered as one of the standard treatments for
mCRC. The FRESCO-2 trial was conducted in patients (pts) treated with FTD/TPI and/or
regorafenib (Rego) and did not include pts who were not using either agent. Although FTD/
TPI + bevacizumab (Bev) is currently one of 3rd-line standard treatments for mCRC, there are
few data regarding the efficacy and safety of FRU in pts after FTD/TPI + Bev. Therefore, this
study will accumulate real-world-data of FRU in clinical practice and evaluate the efficacy and
safety of FRU after FTD/TPI + Bev. Also, we will evaluate clinical outcomes of FRU as 3rd- or
later-line treatment after both FTD/TPI + Bev and Rego. The predictive biomarkers of FRU in
the later-line setting hold significant clinical promise, for choosing personalized treatment
plans (e.g., FRU vs. FTD/TPI + Bev / Rego) and enhancing the prognosis ofmCRC pts. Therefore,
this translational study approaches developing biomarkers for predicting FRU efficacy by
analyzing pre-treatment blood samples. Furthermore, we will explore treatment resistance
mechanisms using post-treatment blood samples. Methods: This is a multicenter
observational/translational study to prospectively evaluate the efficacy and safety of FRU
as a 3rd- or later-line treatment, mainly after FTD/TPI + Bev in mCRC pts in clinical practice.
We will enroll 200 pts receiving FRU after FTD/TPI + Bev to the cohort A, and 100 pts receiving
FRU as 3rd-line or after both FTD/TPI + Bev and Rego to the cohort B. Eligibility criteria are (1)
pts with CRC confirmed as adenocarcinoma, (2) pts planning to receive FRU monotherapy as
3rd- or later-line treatment, (3) prior treatments with fluoropyrimidine-, oxaliplatin- and
irinotecan-based chemotherapy, an anti-VEGF biological therapy, an anti-EGFR therapy (if
RAS/BRAF wild-type), BRAF therapy (if BRAF mutant), and immune checkpoint inhibitor (if
MSI-high), (4) ptswith ECOGPerformance Status of 0-2, (5) ptsmust be at least 18 years of age
at the time of consent, and (5) pts have measurable or evaluable lesions in RECIST v1.1. The
primary endpoint is overall survival in pts of the cohort A. The secondary endpoints are clinical
outcomes including response rate, progression-free survival, duration of response, and safety
in pts of the cohort A and B. In the biomarker study, blood samples will be prospectively
collected before and after treatment, for translational research including genomic alteration
analysis in circulating tumor-DNA by DNA exome sequencing, gene expression measurement
in cfRNA by tumor-educated blood platelets (TEP)-Seq RNA analysis, and plasma proteins
analysis by multiplex immunoassay panels. Enrollment opens in February 2025
(UMIN000056813). Clinical trial information: UMIN000056813. Research Sponsor: Takeda.
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OrigAMI-3: A randomized, phase 3 study of amivantamab plus FOLFIRI vs
cetuximab or bevacizumab plus FOLFIRI in participants with recurrent, unresect-
able, or metastatic RAS/BRAF wild-type colorectal cancer.

Joel R. Hecht, Elena Elez, Cathy Eng, Peter Gibbs, Jenny F. Seligmann, Rui-Hua Xu, Kensei Yamaguchi, Chao-YuanWang, HaoWei Teng, Leonardo Trani, Honeylet Wortman-
Vayn, Zhengyu Jiang, Brooke Diorio, Patricia A. Lorenzini, Christine Baudelet, Seema Niphadkar Sethi, Mahadi Baig, Chiara Cremolini; UCLA Jonsson Comprehensive Cancer
Center, Santa Monica, CA; Vall d’Hebron University Hospital, Barcelona, Spain; Vanderbilt-Ingram Cancer Center, Nashville, TN; Western Health Sunshine Hospital, St.
Albans, VIC, Australia; St James University Hospital, Leeds, United Kingdom; Sun Yat-sen University Cancer Center, Guangzhou, China; The Cancer Institute Hospital of
JFCR, Tokyo, Japan; Kaohsiung Medical University Chung Ho Memorial Hospital, Kaohsiung Medical University, Kaohsiung, Taiwan; Taipei Veterans General Hospital,
Taipei, Taiwan; Johnson & Johnson, Spring House, PA; Johnson & Johnson, Bridgewater, NJ; Johnson & Johnson, Raritan, NJ; Janssen Research & Development,
a Johnson & Johnson company, Beerse, Belgium; Azienda Ospedaliero Universitaria Pisana, Pisa, Italy

Background: Among patients with metastatic colorectal cancer (mCRC), approximately 50%
are wild-type for KRAS, NRAS, and BRAF (RAS/BRAF WT) without actionable genomic alter-
ations. Standard first-line therapy for RAS/BRAF WT mCRC is 5-FU-based doublet chemo-
therapy (FOLFOX or FOLFIRI) plus anti-EGFR or anti-VEGF therapy. The choice of second-line
treatment is dependent on first-line treatment (eg, oxaliplatin-based chemotherapy in the
first-line necessitates irinotecan-based in the second-line, and vice versa). Known resistance
mechanisms to anti-EGFR therapy are MET alterations, with MET amplification occurring in
5%-23% of EGFR-resistant mCRC and increasing in prevalence over subsequent lines of
therapy. Amivantamab is an EGFR-MET bispecific antibody with immune cell-directing ac-
tivity and is FDA-approved for 4 indications in EGFR-mutated advanced non-small cell lung
cancer. In the phase 1b/2 OrigAMI-1 study (NCT05379595), amivantamab plus FOLFIRI dem-
onstrated promising antitumor activity, independent of line of therapy, in participants (pts)
with RAS/BRAF WT mCRC without prior anti-EGFR exposure (Pietrantonio ESMO 2024). The
objective of this phase 3 randomized study is to assess the efficacy of amivantamab plus
FOLFIRI vs cetuximab or bevacizumab plus FOLFIRI, as second-line therapy for pts with
recurrent RAS/BRAF WT mCRC. Methods: The global OrigAMI-3 study (NCT06750094) is
planned to open in 230 sites in 25 countries. Eligible pts will be WT for KRAS, NRAS, and BRAF,
have recurrent unresectable or mCRC, andmust have had disease progression on one prior line
of systemic therapy formetastatic disease (prior regimenmust be fluoropyrimidine-based and
oxaliplatin-based therapy). Pts with treated, stable, and asymptomatic brain metastases are
allowed. Key exclusion criteria include known dMMR/MSI-H status without prior immuno-
therapy, HER2-positive or amplified tumor, and prior exposure to irinotecan or agents target-
ing EGFR orMET. Approximately 700 pts will be randomly assigned 1:1 to receive subcutaneous
amivantamab (co-formulated with recombinant human hyaluronidase [rHuPH20]) plus FOL-
FIRI vs intravenous cetuximab or bevacizumab (investigator’s choice, per local guidelines) plus
FOLFIRI. Randomization will be stratified by choice of cetuximab or bevacizumab, primary
tumor location (left vs right-sided), duration of first-line therapy (, 6months or$6months),
and prior anti-VEGF therapy (yes or no). The dual primary endpoints will be progression-free
survival by blinded independent central review and overall survival. Secondary endpoints
include objective response rate, duration of response, and patient-reported outcomes. Safety
assessments will includemonitoring adverse events and laboratory abnormalities. Clinical trial
information: NCT06750094. Research Sponsor: Janssen Research & Development, LLC, a
Johnson & Johnson company.
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Stereotactic body radiotherapy combined with PD-1 antibody in unresectable co-
lorectal liver metastases: A prospective, multicenter, single-arm, phase II study
(SPARKLE-L).

Fang He, Qijun Yao, Fengyun Pei, Yandong Zhao, Zhimin Liu, Menghan Wang, Jun Huang; Department of Radiation Oncology, 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; Department of Pathology, The Sixth Affiliated Hospital, Sun Yat-sen University, Guangzhou, China; Department of General
Surgery(Coloproctology), the Sixth Affiliated Hospital, Sun Yat-sen University, Guangzhou, China; The Sixth Affiliated Hospital, Sun Yat-Sen University, Guangzhou, China

Background: Colorectal cancer liver metastasis (CRLM) significantly decreases colorectal
cancer (CRC) patient prognosis, affecting 30-50% of CRC patients at diagnosis or thereafter.
Notably, up to 70%-90% CRLM are diagnosed as unresectable. Standard treatments include
systemic chemotargeted-therapies (CT). However, only 10-30% CRLM can be converse to
resectable state by CT, with an objective response rate (ORR) of just 15%-20% and a median
overall survival (OS) of approximately 20-30 months. Improving prognosis of CRLM patients
remains challenging. Stereotactic body radiation therapy (SBRT) combined with immunother-
apymight offer promising alternatives. SBRT provides high-dose tumor control while protect-
ing surrounding tissues better than conventional radiotherapy. It also facilitates the release of
tumor-associated antigens, reshaping the immune microenvironment and inducing stronger
immune responses. The combination of SBRT and PD-1 antibodies might synergistically
enhance the anti-tumor efficacy. Despite SBRT’s demonstrated efficacy in unresectable CRLM
with few adverse reactions, no prospective studies have explored its combination with PD-1
antibodies.Methods: This is a multicenter, open-label, single-arm, phase II trial conducted in
China. Patients will receive SBRT at 8-12 Gy per fraction over 5 fractions, combined with 5-FU-
based CT and PD-1 antibody therapy before and after SBRT. Eight weeks (62 weeks) post SBRT,
imaging assessments or multi-point liver biopsies will be performed. Multidisciplinary teams
(MDT) will determine subsequent plans: cCR/pCR patients will undergo maintenance CT or
enter awatch-and-wait phase; non-cCR/pCR patientswill continuemaintenance CT or exit the
study. This is the first study exploringwhether SBRT combinedwith PD-1monoclonal antibody
can improve ORR, OS, quality of life (QOL) and potentially achieve no evidence of disease (NED)
status for unresectable CRLM. Key inclusion criteria: pMMR/MSS CRC, MDT-assessed unre-
sectability due to main portal vein invasion, multiple hepatic vein invasion or lack of R0
resection/ablation feasibility. Main exclusion criteria encompass active hepatitis, cirrhosis,
Child-Pugh B/C, checkpoint inhibitor therapies history and ECOG performance status $2.
Twenty-four patients are planned for enrollment, with two already enrolled as of January
25, 2025. The study is registered with ClinicalTrials.gov (NCT06794086) and is ongoing.
Clinical trial information: NCT06794086. Research Sponsor: None.
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Neoadjuvant cetuximab plus tislelizumab combined with chemotherapy in pMMR
RAS/BRAF wild-type (wt) locally advanced rectal cancer (LARC): A prospective,
multicenter, phase II study.

Gang Liu, Xiaoping Li, Anqi He, Kaiyu Li, Heyuan Niu; Tianjin Medical University General Hospital, Tianjin, Tianjin, China; Tianjin Medical University General Hospital, Tianjin,
China

Background: For patients (pts) with locally advanced rectal cancer (LARC), chemoradiotherapy
followed by total mesorectal excisionis is recommended as standard therapy according to the
NCCN guidelines. However, there is no stratification strategy for neoadjuvant therapy based on
molecular alterations, and radiotherapy is insufficient with pathologic complete response
(pCR) rates at 11%-15%. There is an urgent need for new therapeutical options to improve
the pCR rate in these pts. Adding anti-EGFR therapy to neoadjuvant chemotherapy may
improve progression-free survival for RAS/BRAF WT LARC pts. Furthermore, previous studies
demonstrated that combining anti-EGFR with immune checkpoint inhibitors could further
improve pCR rate. Cetuximab, an anti-EGFRmonoclonal antibody, has gained FDA approval for
RAS WT metastatic colorectal cancer. Tislelizumab, an anti-PD-1 monoclonal antibody, is
effective in blocking PD-1/PD-L1 interaction in preclinical experiments. This study introduces
an innovative approach, combining Cetuximab, Tislelizumab and chemotherapy, as a total
neoadjuvant therapy for pMMR RAS/BRAF wt LARC pts. Methods: This prospective, multi-
center, phase II study investigated the efficacy and safety of neoadjuvant treatment with
FOLFOX chemotherapy plus Cetuximab andTislelizumab forMSS-RAS/BRAFWTLARC. Eligible
participants were 18 years or older, with an ECOG PS of 0–2, primary, and a biopsy-proven
tumors meeting all the following criteria: clinical tumour stage cT3-4 N0M0 or cT1-4N+M0,
tumor distance from the anus&10 cm, no distant metastasis. Pts initially received a cycle
chemotherapy of FOLFOX pending genetic results. Eligible pts with MSS-RAS/BRAF WT LARC
then underwent 5 preoperative neoadjuvant cycles of mFolfOx6 (oxaliplatin 85 mg/m², D1;
leucovorin 200 mg/m²,D1; 5-FU bolus 400 mg/m2 D1 then 2.4 g/m²,D2-3) + Cetuximab
(500mg/m2, D1, q2w) + Tislelizumab (200mg, D1, q2w). Subsequently, pts underwent TME
about 4 weeks after the last cycle. Imaging evaluation will be conducted 6 weeks after the
initiation of treatment, pts with regressed tumors will receive a standard chemoradiotherapy.
The primary endpoint was pCR rate. Secondary endpoints included the Neoadjuvant Rectal
Score, Objective Response Rate, R0 resection rate, Major Pathological Response rate, Anal
Sparing rate, 3-year Disease-Free Survival, 3-year Local Recurrence Rate, 3-year Overall
Survival. Based on a review of the literature, the estimated pCR rate for standard preoperative
neoadjuvant chemoradiotherapy is approximately 15%. The expected pCR rate for the MSS-
RASwt/BRAFwt group is around 30%, with a one-sided significance level（a）of 0.05 and a
power (1-b) of 0.8, using the Simon two-stage method, the sample size is calculated to be 25
cases. The study started in middle 2022 and is recruiting. Clinical trial information:
ChiCTR2200062002. Research Sponsor: None.
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Node-sparing modified short-course radiotherapy combined with CAPOX and
tislelizumab versus conventional short-course preoperative chemoradiotherapy for
proficient mismatch repair or microsatellite stable locally advanced rectal cancer
(mRCAT-III): A multicenter, randomized, open-label, phase 3 trial.

Zhangfa Song, Bingjun Bai, Huogang Wang, Jiawei Wang, Cheng Cai, Xiaonan Sun, Min Chen, Xing ben Gu, Weifeng Lao; Sir Run Run Shaw Hospital, Zhejiang University
School of Medicine, Hangzhou, Zhejiang, China; Sir Run Run Shaw Hospital, School of Medicine, Zhejiang University, Hangzhou, China; Zhejiang University, Hangzhou,
China; Colorectal Surgery, Zhejiang University Jinhua Hospital, Hangzhou, China; Sir Run Run Shaw Hospital Zhejiang University School of Medicine, Hangzhou, China; Sir
Run Run Shaw Hospital, College of Medicine, Hangzhou, China

Background: Total neoadjuvant chemoradiotherapy is the standard of care for locally advanced
rectal cancer (LARC) to control local recurrence and achieve organ preservation. However, for
proficient mismatch repair (pMMR) or microsatellite stable (MSS) LARC, which accounts for
nearly 90% of rectal cancers, conventional chemoradiotherapy has limited efficacy and is
associated with significant side effects. Recent studies have shown that combining radiother-
apy with immunochemotherapy can improve pathological complete response (pCR) rates, but
the inclusion of tumor-draining lymphnodes (TDLNs) in the conventional irradiation fieldmay
impair T-cell immunity and reduce response to immunotherapy. Our previous phase II trial
demonstrated that node-sparing modified short-course radiotherapy combined with chemo-
therapy and PD-1 blockade could achieve a high pCR rate of 78.8% in pMMR LARC1. Building on
these findings, we initiated this phase III trial to compare this novel treatment regime with
conventional short-course chemoradiotherapy in improving pCR rates. Methods: This is a
phase III, open-label, multicenter, randomized trial conducted across 17 hospitals in China. A
total of 170 eligible MSS/pMMR middle or low rectal cancer patients (cT3-4N0/+M0) will be
recruited and randomly assigned (5:5:1) to three groups: control group (conventional short-
course chemoradiotherapy), experimental group (node-sparing modified short-course che-
moradiotherapy plus PD-1 blockade), and exploratory group (conventional short-course che-
moradiotherapy plus PD-1 blockade). The innovative node-sparing modified short-course
radiotherapy targets only the primary tumor bed, excluding TDLNs. Following randomization,
patients will receive short-course radiotherapy (conventional or node-sparing) followed by
four cycles of CAPOX6 tislelizumab: tislelizumab 200mg IV on day 1, oxaliplatin 130mg/m² IV
onday 1, and capecitabine 1000mg/m²orally ondays 1-14, andTotalmesorectal excision (TME)
will be performed at weeks 14-15. The primary endpoint is pCR rate, while secondary endpoints
include organ preservation rate, disease-free survival, overall survival, adverse effects, and
quality of life. As of January 2025, 46 of the planned 170 patients have been enrolled. The Data
Monitoring Committee (DMC) reviewed the trial in December 2024 and recommended con-
tinuing as planned. Reference: Annals of Oncology (2024) 24 (suppl_1): 1-20. 10.1016/iotech/
iotech100744. Clinical trial information: NCT06507371. Research Sponsor: Sir Run Run Shaw
Hospital Clinical Research Cultivation Program.
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A phase II study of encorafenib and cetuximab (EC) beyond progression in com-
bination with FOLFIRI in BRAF V600E-mutated metastatic colorectal cancer
(mCRC).

Maria Alessandra Calegari, Lisa Salvatore, Michele Basso, Maria Laura Iaia, Giulia Caira, Alexia Spring, Giovanni Trovato, Luciana Giannone, Martina Ventola,
Antonia Cosmai, Linda Di Francesco, Maria Bensi, Laura Chiofalo, Paola Troisi, Anna Ceccarelli, Giustina Valente, Carmelo Pozzo, Alessandra Anna Anna Prete,
Federica Morano, Giampaolo Tortora; Medical Oncology, Comprehensive Cancer Center, Fondazione Policlinico Universitario Agostino Gemelli, IRCCS, Rome, Italy; Medical
Oncology, Università Cattolica del Sacro Cuore and Medical Oncology, Comprehensive Cancer Center, Fondazione Policlinico Universitario Agostino Gemelli, IRCCS, Rome,
Italy; Medical Oncology and Palliative Care Department, Azienda Ospedaliera Cardinale G. Panico, Tricase (Lecce), Italy; Medical Oncology, Comprehensive Cancer Center,
Fondazione Policlinico Universitario Agostino Gemelli–IRCCS, Università Cattolica del Sacro Cuore, Rome, Italy; Department of Medical Oncology, Fondazione IRCCS
Istituto Nazionale dei Tumori di Milano, Milan, Italy; Medical Oncology Unit, Fondazione Policlinico Universitario A. Gemelli IRCCS, and Faculty of Medicine and Surgery,
Università Cattolica del Sacro Cuore, Rome, Italy

Background: BRAF V600E mutation occurs in approximately 10% of metastatic colorectal
cancers (mCRC) and confers poor prognosis. While the combination of encorafenib and
cetuximab (EC) has demonstrated improved outcomes in previously treated BRAF V600E-
mutated mCRC patients (pts), the duration of response remains suboptimal with median
progression-free survival (mPFS) of 4.3 months (m). Approximately half of pts (45%) receive
subsequent treatment after EC progression, predominantly with chemotherapy (ChT). Data
from the safety lead-in (SLI) of the BREAKWATER trial, assessing EC in combination with ChT
doublet in the first-line setting, demonstrated manageable safety profile and promising early
efficacy signals for EC in combination with FOLFIRI, despite pharmacokinetic interaction.
Methods: ECLYPse (NCT06640166; EU CT Number 2023-508615-24-00) is a multicenter,
single-arm, phase II study evaluating EC continuation beyond progression in combination
with FOLFIRI in pts with BRAF V600E-mutated mCRC who progressed on second-line EC. Key
eligibility criteria include: histologically confirmed colorectal adenocarcinoma, BRAF V600E
mutation, documented disease progression on EC in second-line setting, benefit to previous
treatment with EC (best response: complete response, partial response or stable disease lasting
for at least 3 months), measurable disease according to RECIST 1.1 criteria, ECOG PS #1, and
availability of archival tumor tissue. Patients receive encorafenib 300 mg daily, cetuximab
500mg/m2 iv every 2 weeks, and standard FOLFIRI regimen. The primary endpoint is 6-month
PFS rate. Secondary endpoints include PFS, overall survival, duration of response, objective
response rate, disease control rate, and safety. Translational analyses include comprehensive
genomic profiling on archival tissue and serial ctDNA analysis. Tumor assessment with
contrast-enhanced CT scan of thorax, abdomen and pelvis is performed every 8 weeks.
Using a single-stage design with one-sided a = 0.05 and 80% power, 25 patients will be
enrolled to detect an improvement in 6-month PFS rate from 10% (null hypothesis) to 30%
(alternative hypothesis). If at least 7 pts will be alive and not progressing at 6 months, the
treatment will be considered sufficiently active to warrant further investigation. The study is
currently enrolling atmultiple sites in Italy. Clinical trial information: NCT06640166. Research
Sponsor: Pierre Fabre.
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Combining low-dose regorafenib with pembrolizumab as a front-line therapy for
patients with MSI-H colorectal cancer: REGPEM-CRC-01.

Ibrahim Halil Sahin, Ronan Wenhan Hsieh, Pashtoon Murtaza Kasi, Vikram Gorantla, Stacey A. Cohen, John C. Rhee, Rachael A. Safyan, Curtis Tatsuoka,
E. Gabriela Chiorean, Patrick M Boland, Richard D. Kim, Mohamedtaki Abdulaziz Tejani, Anwaar Saeed; University of Pittsburgh Medical Center (UPMC), Pittsburgh, PA;
University of Washington Fred Hutchinson Cancer Center, Seattle, WA; City of Hope, Irvine, CA; University of Washington and Fred Hutchinson Cancer Center, Seattle, WA;
University of Pittsburgh Medical Center (UPMC) Hillman Cancer Center, Pittsburgh, PA; University of Washington, Fred Hutchinson Cancer Center, Seattle, WA; Fred
Hutchinson Cancer Center, University of Washington, Seattle, WA; Rutgers Cancer Institute of New Jersey, New Brunswick, NJ; Moffitt Cancer Center and Research
Institute, Tampa, FL; AdventHealth Cancer Institute, Orlando, FL; UPMC Hillman Cancer Center, Pittsburgh, PA

Background: Currently, pembrolizumab is one of the front-line therapies for patients with
MSI-H CRC. However, approximately 40% of patients who received pembrolizumab experi-
enced disease progression early in the course of disease (KEYNOTE 177). Therefore, there is still
an unmet need to enhance the efficacy of checkpoint inhibitors inMSI-HCRC.MSI-HCRC has a
higher level of expression of VEGF in blood compared to patients compared to its MSS
counterpart (Hansen et al. Colorectal Dis. 2011). Consistently, exploratory analysis of
CALBG-80405 and PARADIGM trial showed that patients with MSI-H CRC were more likely
to benefit from anti-VEGF therapy than anti-EGFR therapy regardless of the side of the tumor.
NSABP C-08 also suggested that anti-VEGF therapy may have biological activity even in as
adjuvant therapy for patients with MSI-H colon cancer. Regorafenib is a potent VEGF and
multikinase inhibitor involved in pathologic processes such as oncogenesis, tumor angiogen-
esis, metastasis and tumor immunity, with preclinical evidence showing its immune modu-
latory effect in the tumormicroenvironment. In this trial, we hypothesize that adding low-dose
regorafenib to pembrolizumab may induce synergistic activity beyond their independent
clinical efficacy and create deep and durable responses for patients with MSI-H CRC.
Methods: In the lead arm of this prospective randomized study, 22 patients will be enrolled
through Hoosier Cancer Research Network (HCRN-GI23-643). In this first line clinical trial,
patients will receive regorafenib 60mg daily in combination with pembrolizumab 200mg IV in
cycle 1, followed by regorafenib 90mg in subsequent cycles to optimize the treatment tolerance
and compliance. The primary outcome that will be measured is ORR, defined as the percentage
of partial or complete response to the treatment within 12months. ORRwill be measured using
RECIST 1.1. criteria. A formal one-sided hypothesis test will be conducted for futility, assuming
that we will reject the null hypothesis of a target ORR only if we have strong evidence. In this
study, we assume a null hypothesis that ORR is 0.60, which would reflect significant clinical
improvement over the current standard of ORR = 0.43 from KEYNOTE 177. The alternative
hypothesis is that ORR is less than 0.60. For the lead-in phase of the study, the emphasis is on
controllingType I error to be small, to be 0.05 or lower. An exact binomial testwill be conducted,
basedon thenumber ofORRs in the22patients. The study is currently accruing throughHoosier
Cancer Research Network was activated in July 2024. Clinical trial information: NCT06006923.
Research Sponsor: None.
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Colon adjuvant chemotherapy based on evaluation of residual disease (CIRCULATE-
NORTH AMERICA): NRG-GI008.

Arvind Dasari, Guan Yu, Scott Kopetz, Shannon L. Puhalla, Peter C. Lucas, Ibrahim Halil Sahin, Dustin A. Deming, Philip Agop Philip, Theodore S. Hong, Yesenia Rojas-Khalil,
JonathanM. Loree, NormanWolmark, Greg Yothers, Thomas J. George, Christopher Hanyoung Lieu; The University of TexasMD Anderson Cancer Center, Houston, TX; NRG
Oncology Statistical and Data Management Center; Department of Biostatistics and Health Data Science, University of Pittsburgh, Pittsburgh, PA; NSABP Foundation, Inc.;
UPMC Hillman Cancer Center; University of Pittsburgh School of Medicine, Pittsburgh, PA; Department of Laboratory Medicine and Pathology, Mayo Clinic, Rochester, MN;
UPMC Hillman Cancer Center, Pittsburgh, PA; University of Wisconsin, Madison, WI; Henry Ford Cancer, Wayne State University School of Medicine, Detroit, MI;
Massachusetts General Hospital Cancer Center, HarvardMedical School, Boston, MA; Baylor College of Medicine, Houston, TX; BCCA - Vancouver Cancer Centre, University
of British Columbia, Vancouver, BC, Canada; NRGOncology SDMC; Department of Biostatistics and Health Data Science, University of Pittsburgh, Pittsburgh, PA; University
of Florida Health Cancer Center, Gainesville, FL; University of Colorado Cancer Center, Aurora, CO

Background: Currently, there are no biomarkers validated prospectively in randomized studies
for resected colon cancer (CC) to determine need for adjuvant chemotherapy (AC). However,
circulating tumor DNA (ctDNA) represents a highly specific and sensitive approach (especially
with serial monitoring) for identifying minimal/molecular residual disease (MRD) post-
surgery in CC patients (pts), and may outperform traditional clinical and pathological features
in prognosticating risk for recurrence. CC pts who do not have detectable ctDNA (ctDNA-) are
at a much lower risk of recurrence and may be spared the toxicities associated with AC.
Furthermore, for CC pts with detectable ctDNA (ctDNA+) who are at a very high risk of
recurrence, the optimal AC regimen has not been established. We hypothesize that for pts
whose CC has been resected, ctDNA status may be used to risk-stratify for making decisions
about AC.Methods: In this prospective phase II/III trial, up to 1,912 pts with resected stage IIB,
IIC, and III CCwill be enrolled. Basedon thepost-operative ctDNAstatus usingpersonalized and
tumor-informed assay (Signatera™, bespoke assay), those who are ctDNA- (Cohort A) will be
randomized to immediate AC with fluoropyrimidine (FP)+oxaliplatin (Ox) for 3-6 mos per
established guidelines v serial ctDNAmonitoring. Patientswho are ctDNA+post-operatively, or
with serial monitoring (Cohort B), will be randomized to FP+Ox v more intensive AC with
addition of irinotecan (I) for 6mos. One cycle of chemotherapy is allowedwhile awaiting ctDNA
testing results for cohort assignment. The primary endpoints for Cohort A are time to ctDNA+
status (phase II) and disease-free survival (DFS) (phase III) in the immediate vdelayedAC arms.
The primary endpoint for Cohort B is DFS in the FP+Ox v FP+Ox+I arms for both phase II and
phase III portions of the trial. Secondary endpoints include prevalence of detectable ctDNA
post-operatively, time-to-event outcomes (overall survival and time to recurrence) by ctDNA
status, and the assessment of compliance to adjuvant therapy. Biospecimens including archival
tumor tissue, as well as post-operative plus serial matched/normal blood samples, will be
collected for exploratory correlative research. Active enrollment across the NCTN started in
June 2022with CCTG sites joining in August 2023. Current accrual (as of 1-27-2025): 647/1,912.
NCT: 05174169. Support: U10CA180868, -180822; -180888; UG1 CA189867;Natera, Inc. Clinical
trial information: NCT05174169. Research Sponsor: National Cancer Institute; U10CA180868;
National Cancer Institute; U10 CA180822; National Cancer Institute; UG1CA189867; Natera, Inc.
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Platform study of circulating tumor DNA–directed adjuvant chemotherapy in colon
cancer (CLAUDIA Colon Cancer, KCSG CO22-12).

Yongjun Cha, Jin Won Kim, Taekeun Park, Sang-Hee Cho, Moon Ki Choi, In Gyu Hwang, Seung-Hoon Beom, ByungWoog Kang, Jin-Soo Kim, Sun Young Kim, Seung Tae Kim,
Seok Yun Kang, Sae-Won Han, Korea Cancer Study Group; Center for Colorectal Cancer, Research Institute and Hospital, National Cancer Center, Goyang, Korea, Republic
of (South); Division of Hematology/Medical Oncology, Department of Internal Medicine, Seoul National University Bundang Hospital, Seoul National University College of
Medicine, Seoul, South Korea; Department of Internal Medicine, Seoul National University Hospital, Seoul, South Korea; Department of Internal Medicine, Chonnam
National University Hwasun Hospital, Hwasun-Gun, South Korea; Division of Medical Oncology, Center for Colorectal Cancer, National Cancer Center, Goyang, South Korea;
Department of Internal Medicine, Chung-Ang University Hospital, Chung-Ang University College of Medicine, Seoul, South Korea; Division of Medical Oncology, Department
of Internal Medicine, Yonsei Cancer Center, Yonsei University College of Medicine, Seoul, South Korea; Department of Oncology/Haematology, Kyungpook National
University Medical Centre, Kyungpook National University School of Medicine, Daegu, South Korea; Department of Internal Medicine, Seoul Metropolitan Government Seoul
National University Boramae Medical Center, Seoul, South Korea; Department of Oncology, Asan Medical Center, University of Ulsan College of Medicine, Seoul, South
Korea; Division of Hematology-Oncology, Department of Medicine, Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, South Korea;
Department of Hematology-Oncology, Ajou University School of Medicine, Suwon, South Korea

Background:Tumor-informed circulating tumor DNA (ctDNA) analysis allows for the sensitive
detection of minimal residual disease (MRD) and has the potential to enhance patient strat-
ification for adjuvant chemotherapy (AC). In patients with stage II-III colon cancer, we
demonstrated that postoperative MRD is associated with poor disease-free survival (DFS)
despite oxaliplatin-based AC.Wehypothesize that intensifying AC in colon cancer patientswith
postoperativeMRDmay improve survival outcomes.Methods:Thismulti-center platform trial
(NCT05534087) consists of a prospective observational study (Part 1) and an interventional
randomized trial (Part 2). In Part 1, approximately 1,200 patients with colon cancer will be
screened forMRDat 3–6weeks postoperatively using atumor-informedhybrid-capture-based
ctDNA MRD assay (CancerDETECT) which tracks ~100 patient-specific somatic variants iden-
tified through tumor whole-exome sequencing. Key eligibility criteria include: age $19
years, #6 weeks post-curative resection, pathological diagnosis of colon cancer, stage III or
stage IIwithhigh-risk features requiringACwith FOLFOX/CAPOX, andnomacroscopic residual
disease. All patients in Part 1will complete 3months of standard adjuvant FOLFOX/CAPOXwhile
awaiting MRD results. After 3 months of AC, MRD-negative patients are managed at the
investigator’s discretion. Patients with MRD positivity will be screened for Part 2 clinical trial
following the completion of initial 3months of standard AC titled “Randomized Controlled Phase
III Trial of Treatment Intensification in Stage II–III Colon Cancer Patients with Positive MRD after
Curative Resection.” Part 2 investigates the superiority of an experimental arm (modified
FOLFIRINOX for 3 months) compared to a control arm (FOLFOX/CAPOX for 3 months). The
primary endpoint is the 3-year DFS rate, while secondary endpoints include the 5-year overall
survival rate, treatment-related adverse events, treatment adherence, and patient-reported
outcomes. A total of 236 patientswill be enrolled, assuming ahazard ratio of 0.64, 80%power, a
two-sided alpha of 0.05, and a 10% dropout rate. As of November 2024, 630 patients have been
screened in Part 1, and99patients have been enrolled in Part 2. Both studies are ongoing, and an
interim analysis is planned after $ 48 events. Clinical trial information: NCT05534087. Re-
search Sponsor: National R&D Program for Cancer Control through the National Cancer Center
(NCC) funded by the Ministry of Health & Welfare, Republic of Korea (HA22C0062).
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mFOLFOX6 + bevacizumab + PD-1 monoclonal antibody vs. mFOLFOX6 in locally
advanced pMMR/MSS CRC: A multicenter, randomized controlled phase III study
(BASKETIII).

Jun Huang, Ping Liu, Zheng Liu, Wan He, Zhenyu Lin, Chao Dong, Shasha Ruan, Fang He, Yandong Zhao, Zhimin Liu, Fengyun Pei, Qijun Yao, MenghanWang; Department of
Colorectal Surgery, The Sixth Affiliated Hospital, Sun Yat-sen University, Guangzhou, China; Third Affiliated Hospital of Kunming Medical University, Kunming, China;
Department of Colorectal Surgery, National Cancer Center/National Clinical Research Center for Cancer/Cancer Hospital, Chinese Academy of Medical Sciences and Peking
Union Medical College, Beijing, China; Shenzhen People’s Hospital, Shenzhen, China; Department of Oncology Center, Affiliated Union Hospital, Tongji Medical College,
Huazhong University of Science and Technology, Wuhan, China; The First Affiliated Hospital of Kunming Medical University, Kunming, China; Department of Clinical
Oncology, Renmin Hospital of Wuhan University, Wuhan, 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; Department of General Surgery(Coloproctology), the Sixth Affiliated
Hospital, Sun Yat-sen University, Guangzhou, China; Department of Colorectal Surgery, the Sixth Affiliated Hospital, Sun Yat-sen University, Guangzhou, China; The Sixth
Affiliated Hospital, Sun Yat-sen University, Guangzhou, China

Background: Immunotherapy has shown promising therapeutic effects in mismatch repair-
deficient or microsatellite instability-high (dMMR/MSI-H) colorectal cancer (CRC). However,
for patients with mismatch repair-proficient or microsatellite stable (pMMR/MSS) CRC, the
efficacy of single-agent PD-1 monoclonal antibody remains limited. Previous studies reported
that combining anti-angiogenic drugs with PD-1 monoclonal antibody might improve the
efficacy of immunotherapy. Our BASKETII study (NCT04895137) demonstrated that the neo-
adjuvant therapy regimen of mFOLFOX6 combined with Bevacizumab and sintilimab signif-
icantly enhanced the immunotherapy sensitivity of pMMR/MSS locally advanced CRC (LACRC),
resulting in improved pathological complete response (pCR) rates and higher R0 resection
rates. Methods: BASKETIII is a multicenter, randomized controlled, phase III study with a
parallel design conducted in China. This trial aims to evaluate whether the neoadjuvant therapy
regimen of mFOLFOX6 combined with Bevacizumab and sintilimab can further improve
survival outcomes, and maintain the higher pCR rate and acceptable safety profile compared
to mFOLFOX6 in pMMR/MSS LACRC patients. Eligible participants will be randomly assigned
in a 1:1 ratio to either the experimental group or the control group. Participants in the
experimental groupwill receive theneoadjuvant therapy regimenofmFOLFOX6+Bevacizumab
+ sintilimab. The first five doses will follow the mFOLFOX6 combined with Bevacizumab and
sintilimab regimen, and the sixth dose will receive only mFOLFOX6 and sintilimab but without
Bevacizumab, in order to avoid delay of surgery. Participants in the control group will receive
the neoadjuvant therapy regimen ofmFOLFOX6 alone. Participants in both groupswill undergo
radical surgical treatment after neoadjuvant therapies. Participants who achieve pCR based on
postoperative pathology will be regularly followed up. Participants who do not achieve pCRwill
receive adjuvant therapywith amaximof six doses andwill be regular followedup after the final
dose of adjuvant therapy. The primary outcome of this study is to evaluate the 3-year disease-
free survival (DFS). The key inclusion criteria include histologically confirmed adenocarcinoma
of the colon or upper rectum; tumor biopsy immunohistochemical identified pMMR or MSS
identified through next-generation sequencing or polymerase chain reaction; Clinical staging
of cT4NxM0. The main exclusion criteria include evidence of distant metastasis beyond the
pelvic region; history of pelvic or abdominal radiotherapy; multiple CRC or multiple primary
tumors; history of immunotherapy andothermalignancieswithin the past 5 years. A total of 122
patients are planned to be enrolled in this study. This study is registered with ClinicalTrials.gov
(NCT06791512) and is recruiting. Clinical trial information: NCT06791512. Research Sponsor:
National Natural Science Foundation of China.
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A precision medicine trial leveraging tissue and blood-based tumor genomics to
optimize treatment in resected stage III and high-risk stage II colon cancer (CC)
patients (pts): The SAGITTARIUS trial.

Clara O. Montagut, Stefano Tamberi, Francesco Leone, Michela Libertini, Francesca Negri, Alessandro Pastorino, Salvatore Siena, Elisabetta Fenocchio,
Alessandra Gennari, Mario Mandala, Armando Santoro, Noelia Tarazona, Elena Elez, Andrea Sartore-Bianchi, Sebastian Stintzing, Susana Mu~noz, Annarita Sibilio,
Ylenia Silvestri, Luca Lazzari, Silvia Marsoni; Hospital del Mar Research Institute, Barcelona, Spain; Medical Oncology, Ospedale Santa Maria delle Croci, Ravenna, Italy; ASL
Biella, Ospedale degli Infermi Biella, Ponderano (Biella), Italy; Fondazione Poliambulanza Istituto Ospedaliero, Brescia, Italy; University Hospital of Parma, Parma, Italy;
IRCCS Ospedale Policlinico San Martino, Genova, Italy; Niguarda Cancer Center, ASST Grande Ospedale Metropolitano Niguarda, and Department of Oncology and Hemato-
Oncology, Università degli Studi di Milano, Milano, Italy; Candiolo Cancer Institute, University of Turin Medical School, FPO, IRCCS, Candiolo, Italy; Division of Oncology,
Maggiore della Carità Hospital, Novara, Italy; Department of Medical Oncology, University of Perugia, Santa Maria Misericordia Hospital, Perugia, Italy; Medical Oncology
and Hematology Unit, IRCCS Humanitas Research Hospital, Milan, Italy; Department of Medical Oncology, INCLIVA Biomedical Research Institute, University of Valencia,
Instituto de Salud Carlos III, CIBERONC, Valencia, Spain; Medical Oncology, Vall d’Hebron University Hospital and Vall D’Hebron Institute of Oncology (VHIO), Barcelona,
Spain; Department of Hematology, Oncology and Cancer Immunology, Charité-Universitätsmedizin Berlin, Berlin, Germany; Vall d’Hebron Institute of Oncology (VHIO),
Barcelona, Spain; IFOM ETS - the AIRC Institute of Molecular Oncology, Milano, Italy

Background: Circulating tumor DNA (ctDNA) testing has emerged as a transformative tool for
detectingmolecular residual disease (MRD). Multiple prospective trials have demonstrated the
potential of ctDNA in guiding treatment decisions for stage II-III CC pts. Numerous ongoing
randomized clinical trials (RCTs) are adjusting adjuvant chemotherapy (ACT) intensity based
onMRD status. However, data from ctDNA-guided trials, including PEGASUS (NCT04259944),
reveal that intensified ACT is curative in only a small proportion of MRD cases. To address this
limitation, the SAGITTARIUS RCT was designed to evaluate whether combining ctDNA de-
tection with targeted agents selected on the basis of tissue-based comprehensive genomic
profiling (CGP) can optimize treatment in high risk (i.e. MRD+) pts while sparing low risk (i.e.
MRD2) fromunnecessary toxicity.Methods: SAGITTARIUS is a Phase III RCT evaluating ctDNA
and tissue-guided personalized post-surgical management in resected stage III and high-risk
stage II CC pts. Tumor-informed, personalized ctDNA test (Signatera, Natera, Inc.) and CGP
(TruSight™Oncology Comprehensive EU, Illumina, Inc.) are used to determineMRD status and
tumor genomic landscape, respectively, including genetic mutation (mut) and amplification
(ampl), tumor mutational burden (TMB) and microsatellite instability (MSI) status. Pts are
stratified based on post-surgery (3-5 weeks) ctDNA status into two embedded RCTs:Trial-1)
ctDNA-positive (ctDNA+) ptsare further stratified based on MSI and RAS/RAF status and
randomized 1:1 to standard 6-month ACT (CAPOX/FOLFOX) or personalized treatment (PT)
guided by CGP biomarkers with reassessment of ctDNA status to guiding subsequent therapies
(chemotherapy regimens in ctDNA+ or maintenance and follow-up in seroconverted; Trial-2)
ctDNA-negative (ctDNA2) ptsare randomized 1:1 to a physician-choice strategy or observation
with ctDNA reassessed at 2 and 4 months and, in cases of positivity, cross over to Trial-1. PT
include 3-monthCAPOX followed byFOLFIRI orTEMIRI basedonMGMTstatus (RAS/RAFmut),
Ipilimumab + nivolumab (MSI and TMB-high POLEmut), pertuzumab + trastuzumab (HER2-
ampl), FOLFOX + panitumumab (RAS/RAF/HER2 wild-type). The primary endpoint (EP) is 2-
year recurrence-free survival (RFS) in ctDNA+ pts. Secondary EPs include 2-year RFS in
ctDNA2 pts, 3- and 5-year overall survival, and ctDNA conversion rate. Quality of life and
health costs data are collected for cost effectiveness analysis. Biospecimens, including archival
tumor tissue, serial blood samples, and buccal swabs, are collected for exploratory analyses. To
detect a hazard ratio of 0.6325 for ctDNA-guided PT vs standard ACT, 200 ctDNA+ pts will be
randomized inTrial-1. Recruitment began inOctober 2024 across 26 institutions in Italy, Spain,
and Germany. Clinical trial information: NCT06490536. Research Sponsor: European Union;
101104657.
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Phase II study of epacadostat (INCB024360) added to preoperative chemoradiation
in patients with locally advanced rectal cancer.

Moh’d M. Khushman, Haeseong Park, Katrina Sophia Pedersen, Kian-Huat Lim, Nikolaos Trikalinos, Benjamin R. Tan, Olivia Aranha, Rama Suresh, Michael Iglesia,
Nikolaos Andreatos, Patrick Grierson, Matthew Mutch, William Chapman Jr., Steven Hunt, Michelle Cowan, Paul Wise, Hyun Kim, Allen Mo, Jingxia Liu, Matthew A. Ciorba;
Washington University School of Medicine, St. Louis, MO; Dana-Farber Cancer Institute, Boston, MA; Mayo Clinic Rochester, Rochester, MN; Washington University School
of Medicine in St. Louis, St. Louis, MO; Siteman Cancer Center, Washington University School of Medicine, St. Louis, MO; Department of Medicine, Washington University
School of Medicine, St. Louis, MO; Washington University, St. Louis, MO; Washington University in St. Louis/Siteman Cancer Center, St. Louis, MO; Washington University in
St. Louis, St. Louis, MO; Washington University School of Medicine, Department of Surgery, St. Louis, MO; Washington University School of Medicine, Department of
Radiation Oncology, St. Louis, MO

Background: Indoleamine 2,3-dioxygenase 1 (IDO1) metabolizes tryptophan along the kynur-
enine pathway and is recognized as a potent suppressor of tumor reactive immunity. Epacado-
stat is an orally active, potent and selective inhibitor of IDO1. In preclinical studies, IDO1 was
found to promote resistance to radiation in rectal cancer, irrespective of microsatellite in-
stability (MSI) status. IDO1 inhibition with epacadostat improved tumor radiosensitivity by
relieving immune suppression and augmenting radiation-induced apoptosis while protecting
the normal intestine from radiation damage. In a phase 1 trial, 17 patientswere enrolled from4/
2019 to 8/2023. Epacadostat in combination with short-course radiation therapy (SCRT) and
CAPOX was well-tolerated and the recommended phase 2 dose (RP2D) of epacadostat was
determined to be 400mg BID. An NCI supported Phase 2 trial is ongoing to further evaluate the
promising disease responses reported in the dose escalation phase. Methods: This phase 2
multicenter, open-label trial includes treatment and biomarker cohorts. In the treatment
cohort, epacadostat at 400 mg BID will be administered concurrently with SCRT followed by
epacadostat monotherapy until 1 day prior to neoadjuvant chemotherapy, followed by
standard-of-care (SOC) neoadjuvant chemotherapy and, ultimately, surgical resection or
non-operative management (NOM). Biomarker cohort enrollment will commence at comple-
tion of treatment cohort accrual. Enrolled patients will be treated with SOC SCRT followed by
SOC neoadjuvant chemotherapy and surgical resection or NOM. Eligible patients must be a
treatment-naı̈ve, newly diagnosed, pathologically confirmed, locally advanced rectal cancer
(defined by 8th edition AJCC stage 2 or 3, or stage 1 not eligible for sphincter-sparing surgery)
with plans to proceed with neoadjuvant SCRT and chemotherapy. The primary endpoint is the
neoadjuvant rectal (NAR) score. Secondary endpoints are pathologic complete response (pCR)
rate, complete clinical response (cCR) rate and progression-free survival (PFS). Exploratory
endpoints are pharmacodynamics, PDX and organoid generation, identification of molecular
predictors of response and resistance, correlation of radiographic and pathologic response and
effect of treatment onpatient quality of life.We aim to enroll 27 patients in the treatment cohort
and 10 in the biomarker cohort. Clinical Trial Registration: NCT03516708. Research Sponsor:
NIH (grant number 1R01CA278197-01A1); Incyte (drug only).
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AZUR-4, a phase 2, open label, randomized study of neoadjuvant dostarlimab plus
capecitabine plus oxaliplatin (CAPEOX) versus CAPEOX alone in previously un-
treated T4N0 or stage III mismatch repair proficient/microsatellite stable resectable
colon cancer.

Gertjan Rasschaert, Allyson Peddle, Sabine Tejpar, Nick West, Jenny Ross, Julie C. Switzky, Ken Edwards, Gabor Kari, Suzanne Griffin, Chiuwa Emily Luk, Daniel N. Cohen,
Emily Hammatt, Edmund Moon; Department of Gastroenterology/Digestive Oncology, University Hospital Leuven, Leuven, Belgium; Department of Digestive Oncology,
University Hospital Leuven and KU Leuven, Leuven, Belgium; Department of Oncology, KU Leuven, Leuven, Belgium; Department of Histopathology, Leeds Teaching
Hospitals NHS Trust, Leeds, United Kingdom; ICON Central Laboratories, New York, NY; GSK, Collegeville, PA; GSK, Stevenage, United Kingdom

Background: Colon cancer is the thirdmost common cancer globally, with a standard of care in
the nonmetastatic setting that includes surgery followed by adjuvant chemotherapy. Results of
recent clinical trials suggest that neoadjuvant therapy may be beneficial in locally advanced
colon cancer. Neoadjuvant immunotherapy has shown impressive responses in mismatch
repair deficient (dMMR)/microsatellite instability-high (MSI-H) disease with pathological
complete responses of up to 67% and 3-year disease-free survival of 100% reported in the
NICHE 2 trial. However,most colon cancer (85%–90%) ismismatch repair proficient (MMRp)/
microsatellite stable (MSS), which has been shown to have poor response to conventional
immunotherapy. Dostarlimab, a programmed cell death protein-1 (PD-1) inhibitor, has a high
affinity for binding to PD-1, blocking the interaction between PD-1 and its ligands (PD-L1 and
PD-L2). Dostarlimabmonotherapy has been approved in theUS for the treatment of adultswith
dMMR advanced/recurrent solid tumors. The AZUR-4 trial (NCT06567782) evaluates dostar-
limab + CAPEOX versus CAPEOX alone as neoadjuvant treatment to identify early signals of
efficacy in resectable MMRp/MSS colon cancer. The study will assess the relationship between
conventional and advanced blood- and tumor-based immune response to better understand
the contribution of dostarlimab to pathological response. Methods: AZUR-4 is a multicenter,
randomized, open-label phase 2 study in MMRp/MSS resectable colon cancer. Approximately
120 patients will be enrolled and randomized 3:1 to the dostarlimab + CAPEOX and CAPEOX
arms, respectively, in which they will receive 4 cycles of Q3W neoadjuvant therapy. Key
eligibility criteria include age $18 years, confirmed resectable MMRp/MSS colon adenocarci-
noma with no prior treatment, clinically staged as T4N0 or stage III, Eastern Cooperative
Oncology Group performance status of 0 or 1, and required tissue biopsies providing fresh
tumor tissue either at prescreening or screening. Primary endpoints are major pathologic
response rate (mPR) assessed at #10% residual viable tumor (RVT) and treatment-emergent
adverse events (AEs), serious AEs, immune-mediated AEs, and AEs leading to death or
discontinuation of study drug. Secondary endpoints include primary tumor resection not being
excluded by either disease progression or treatment-related toxicities, and pathological re-
sponse categories that include complete pathological response (cPR) and partial pathologic
response (pPR). Exploratory endpoints include overall survival, event-free survival, effects on
circulating tumor DNA dynamics, and pathological response rate in biomarker subsets. Clinical
trial information: NCT06567782. Research Sponsor: GSK.
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Trials in progress: Alliance A022104/NRG-GI010—A randomized phase II/III trial
testing the efficacy of triplet versus doublet chemotherapy regarding clinical
complete response and disease-free survival in patients with locally advanced
rectal cancer (LARC; the Janus Rectal Cancer trial).

Caleah Simone Kitchens, Qian Shi, Arvind Dasari, Julio Garcia-Aguilar, Hanna Kelly Sanoff, Thomas J. George, Theodore S. Hong, Greg Yothers, Philip Agop Philip,
Tareq Al Baghdadi, Olatunji B. Alese, Aron Bercz, Manju George, Eileen M. O’Reilly, Jeffrey A. Meyerhardt, Ardaman Shergill, Natally Horvat, Paul Bernard Romesser,
William Adrian Hall, Jesse Joshua Smith; Memorial Sloan Kettering Cancer Center, New York, NY; Mayo Clinic, Rochester, MN; The University of TexasMD Anderson Cancer
Center, Houston, TX; Lineberger Comprehensive Cancer Center, The University of North Carolina at Chapel Hill, and Alliance, Chapel Hill, NC; University of Florida Health
Cancer Center, Gainesville, FL; Massachusetts General Hospital, Boston, MA; The University of Pittsburgh, Pittsburgh, PA; Henry Ford Cancer, Detroit, MI; Trinity Health IHA
Medical Group, Ypsilanti, MI; Emory University Winship Cancer Institute, Atlanta, GA; Colontown/Paltown Development Foundation, Crownsville, MD; Dana-Farber Cancer
Institute, Boston, MA; University of Chicago, Chicago, IL; Medical College of Wisconsin, Milwaukee, WI

Background: A total neoadjuvant therapy (TNT) approach improves compliance with chemo-
therapy and increases rates of tumor response compared to neoadjuvant chemoradiation (CRT)
alone in thosewith locally advanced rectal cancer. Recent data indicate that optimal sequencing
of TNT involves consolidation (rather than induction) chemotherapy to improve complete
response rates. The use of FOLFIRINOX has shown to improve response and outcomes com-
pared to CRT and surgery alone. Data have also shown that patients with clinical complete
response (cCR) after TNT may be managed with a watch and wait approach (WW) instead of
preemptive total mesorectal resection (TME). However, the optimal consolidation chemother-
apy regimen to improve cCR rates has not been established, and a randomized clinical trial has
not robustly evaluated cCR as a primary endpoint. We designed this NCI-sponsored study of
chemotherapy intensification to address this and to increase cCR rates, provide opportunity for
organ preservation, and survival outcomes.Methods: In thismultigroup randomized, seamless
phase II/III trial (1:1), up to 760patientswith LARC, T4N0, anyTwith node positive disease (any
T, N+) or T3N0 requiring abdominoperineal resection or coloanal anastomosis and distal
margin within 12 cm of anal verge will be enrolled. Stratification factors include tumor stage
(T4 vs T1-3), nodal stage (N+ vs N0) and distance from anal verge (0–4; 4–8; 8–12 cm).
Patients will be randomized to receive neoadjuvant long-course chemoradiation (LCRT)
followed by consolidation doublet (mFOLFOX6 or CAPOX (control arm)) or triplet chemother-
apy (FOLFIRINOX (experimental arm)) for 3–4months. LCRT in both arms involve 4500 cGy in
25 fractions over 5 weeks +900 cGy boost in 5 fractions with a fluoropyrimidine. Patients will
undergo assessment 8–12 (64) weeks post-TNT completion. The primary endpoint for the
phase II portion will compare cCR between treatment arms. A total number of 312 patients (156
per arm) will provide statistical power of 90.5% to detect a 17% increase in cCR rate, at a one-
sided alpha = 0.048. The primary endpoint for the phase III portion will compare disease-free
survival (DFS) between arms. A total of 285 DFS events will provide 85% power to detect an
effect size of hazard ratio 0.70 at a one-sided alpha of 0.025, requiring enrollment of 760
patients (380 per arm). Secondary objectives include overall survival, organ preservation time,
time to distant metastasis, and adverse event rates. This study has accrued 587 patients as of
January 2025, and is investigating exploratory correlatives (e.g., ctDNA). Support:
U10CA180821, U10CA180882, U24 CA196171. https://acknowledgments.alliancefound.org. Clin-
icaltrials.gov ID: NCT05610163. Clinical trial information: NCT05610163. Research Sponsor:
National Cancer Institute; U10CA180821; National Cancer Institute; U10CA180882; U.S. National
Institutes of Health; U24CA196171; ECOG-ACRIN MEDICAL RESEARCH FOUNDATION;
U10CA180820; National Cancer Institute; U10CA18086; National Cancer Institute;
U10CA180888.
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