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Meeting Snapshot

DATE: 
January 24, 2024

PANEL: Key experts in 
GI malignancies
> 5 from US
> 3 from Europe

DISEASE STATE AND 
DATA PRESENTATIONS 
by key experts

GI CANCER-SPECIFIC 
DISCUSSIONS on 
therapeutic advances and 
their application in clinical 
decision-making

VIRTUAL 
CLOSED-DOOR 
ROUNDTABLE

INSIGHTS REPORT 
including postmeeting 
analyses and actionable 
recommendations
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Meeting Agenda (1/2)
Time (ET/CET) Topic Speaker/Moderator

8.30 AM – 8.35 AM/14.30 – 14.35 Welcome, Introductions, and Meeting Objectives John Marshall, MD

8.35 AM – 8.40 AM/14.35 – 14.40 Colorectal Cancer – Systemic Therapy Dirk Arnold, MD, PhD

8.40 AM – 8.55 AM/14.40 – 14.55 Discussion John Marshall, MD

8.55 AM – 9.00 AM/14.55 – 15.00 Key Takeaways Dirk Arnold, MD, PhD

9.00 AM – 9.10 AM/15.00 – 15.10 Colorectal Cancer – Biomarkers Reetu Mukherji, MD

9.10 AM – 9.25 AM/15.10 – 15.25 Discussion John Marshall, MD

9.25 AM – 9.30 AM/15.25 – 15.30 Key Takeaways Reetu Mukherji, MD

9.30 AM – 9.35 AM/15.30 – 15.35 Hepatocellular Carcinoma Tanios Bekaii-Saab, MD, FACP

9.35 AM – 9.50 AM/15.35 – 15.50 Discussion John Marshall, MD

9.50 AM – 9.55 AM/15.50 – 15.55 Key Takeaways Tanios Bekaii-Saab, MD, FACP

9.55 AM – 10.00 AM/15.55 – 16.00 Break



Meeting Agenda (2/2)
Time (ET/CET) Topic Speaker/Moderator

10.00 AM – 10.10 AM/16.00 – 16.10 Esophageal Cancers Sunnie Kim, MD

10.10 AM – 10.25 AM/16.10 – 16.25 Discussion John Marshall, MD

10.25 AM – 10.30 AM/16.25 – 16.30 Key Takeaways Sunnie Kim, MD

10.30 AM – 10.35 AM/16.30 – 16.35 Gastric and Gastroesophageal Junction (GEJ) Cancers David Ilson, MD, PhD

10.35 AM – 10.50 AM/16.35 – 16.50 Discussion John Marshall, MD

10.50 AM – 10.55 AM/16.50 – 16.55 Key Takeaways David Ilson, MD, PhD

10.55 AM – 11.05 AM/16.55 – 17.05 Pancreatic Cancer and Biliary Tract Cancer Eric Van Cutsem, MD, PhD

11.05 AM – 11.25 AM/17.05 – 17.25 Discussion John Marshall, MD

11.25 AM – 11.30 AM/17.25 – 17.30 Key Takeaways Eric Van Cutsem, MD, PhD

11.30 AM/17.30 Summary and Closing Remarks John Marshall, MD



Conference Highlights
Colorectal Cancer – Systemic Therapy



Nivolumab + ipilimumab vs chemotherapy as first-line treatment for MSI-
H/dMMR mCRC: First results of CheckMate 8HW
André T, et al. 2024 ASCO GI; Abstract LBA768

STUDY POPULATION AND METHODS
> 303 pts with MSI-H/dMMR mCRC were randomized 2:1 to first-

line therapy with nivo + ipi followed by nivo alone vs investigator’s 
choice of chemo

− 47% of pts had KRAS/NRAS/BRAF mutations

OUTCOMES
> mPFS was not reached in the nivo + ipi arm vs 5.9 mo in the 

chemotherapy arm (HR 0.21; P <.0001)
− 12-mo PFS was 79% vs 21%, respectively
− 24-mo PFS was 72% vs 14%, respectively
− Benefit was similar across all subgroups

> The most frequent TRAEs (all grades) in the nivo + ipi arm were 
pruritus (23%), diarrhea (21%), and hypothyroidism (16%)

− The most frequent grade 3/4 IRAEs were diarrhea/colitis (5%), 
adrenal insufficiency (4%), hepatitis (3%), and hypophysitis (3%)

EXPERT CONCLUSIONS
> With the caveats of cross-trial comparisons, fewer patients seem to have early progression with nivo + ipi compared with pembrolizumab 

alone in KEYNOTE-177, and possibly a higher percentage of patients with stable disease over time
> The toxicity profile was also surprisingly good, with fewer than expected grade 3/4 AEs

PROGRESSION-FREE SURVIVAL



HRQOL in patients with mCRC treated with sotorasib + panitumumab vs 
trifluridine/tipiracil or regorafenib in CodeBreaK 300
Modest D, et al. 2024 ASCO GI; Abstract 10

STUDY POPULATION AND METHODS
> 160 pts with chemo-refractory KRAS G12C-mutated mCRC were 

randomized to sotorasib (240 or 960 mg/d) + panitumumab vs 
SOC (trifluridine/tipiracil or regorafenib)

OUTCOMES
> Prior efficacy analysis demonstrated that sotorasib + 

panitumumab significantly improved PFS (Fakih MG, et al. N Engl 
J Med. 2023;389:2125-2139)

> The current analysis showed sotorasib + panitumumab resulted in 
better HRQOL and a trend to decreased risk of deterioration vs SOC

− 95% CIs suggested improvement specifically in pain at its 
worst and physical functioning for both sotorasib dose 
groups, and improvement in GHS/QOL for the 960-mg/d 
sotorasib group vs SOC

EXPERT CONCLUSIONS
> HRQOL results support the improvement in clinical efficacy outcomes

− It is not surprising that a higher rate of patients has either benefit in terms of improvement of their QOL or health care status with more 
successful treatment with sotorasib + panitumumab

PATIENT PERCEPTION OF OVERALL STATUS (WEEK 17)



Phase Ib/II study of ADG126 (a masked anti–CTLA-4 SAFEbody) + 
pembrolizumab in patients with MSS CRC
Li D, et al. 2024 ASCO GI; Abstract 127

STUDY POPULATION AND METHODS
> 24 pts with chemo-refractory MSS mCRC (free of liver mets) were 

treated with ADG126 + pembrolizumab during the dose-expansion 
phase

− 12 pts were evaluable for efficacy

OUTCOMES
> Confirmed ORR was 17% in the overall population and 22% in the 

9 pts without peritoneal metastases
− Disease control rates were 75% and 100%, respectively

> 6-mo PFS rates were 42% in the overall population and 55% in 
the subpopulation without peritoneal metastases

> The combination was well-tolerated up to the maximally 
administered dose of ADG126 of 10 mg/kg Q3W, with limited G3 
TRAEs comparable to pembrolizumab monotherapy

EXPERT CONCLUSIONS
> Outcomes in patients with MSS mCRC without liver metastases are encouraging
> The combination appears to have an improved therapeutic index compared with other anti–CTLA-4 + anti–PD-1 mAbs

SPIDER PLOT OF EVALUABLE PATIENTS



Neoadjuvant botensilimab + balstilimab in resectable mismatch repair-
proficient and -deficient CRC: NEST-1 clinical trial
Kasi PM, et al. 2024 ASCO GI; Abstract 117

STUDY POPULATION AND METHODS
> 12 pts with colon or rectal cancers eligible for resection were 

treated with 1 dose of botensilimab and 2 doses of balstilimab 
prior to surgery

− 9 pts had MSS CRC, and 3 pts had MSI-H CRC

OUTCOMES
> 6 of 9 MSS pts had a pathologic response ≥50%

− 2 pts had a CR
> 100% of MSI-H pts had a major pathologic response ≥98%

− 2 of 3 pts had a CR
> No surgery was delayed due to TRAEs
> 100% of pts positive for ctDNA at screening cleared ctDNA

EXPERT CONCLUSIONS
> It is not surprising to see the good responses in the MSI-H patients, and stimulates discussion about the benefit of immunotherapy 

combinations in patients with localized MSI-H and maybe also MSS colon cancer

PATHOLOGIC TUMOR REDUCTIONS



Amivantamab monotherapy in R/R metastatic CRC: OrigAMI-1, an open-
label, phase Ib/II study
Oberstein PE, et al. 2024 ASCO GI; Abstract 135

STUDY POPULATION AND METHODS
> Pts with R/R mCRC (RAS/RAF WT) received treatment with 

amivantamab, an EGFR-MET bispecific Ab
− Cohort A (n=32): left-sided mCRC w/o prior anti-EGFR mAb
− Cohort B (n=54): left-sided CRC with prior anti-EGFR mAb
− Cohort C (n=23): right-sided mCRC

OUTCOMES
> Cohort A: ORR 29%; DCR 88%; mDOR 7.4 mo
> Cohort B: ORR 20%; DCR 74%; mDOR 7.4 mo
> Cohort C: ORR 47%; DCR 93%; mDOR NE
> The most frequent TRAEs were rash (84%) and infusion-related 

reactions (53%)
> Preliminary biomarker data suggest ami may be active in 

alterations associated with anti-EGFR Ab resistance (eg, EML4-
ALK fusion, PTEN)

EXPERT CONCLUSIONS
> Results have stimulated further discussions about the activity of this anti-EGFR and MET inhibitor in mCRC
> Results from combination trials are needed to determine if this represents the next generation of anti-EGFR targeted therapies

ANTITUMOR ACTIVITY



Key Insights
Colorectal Cancer – Systemic Therapy



Experts Discussed Immunotherapies for MSI-H mCRC 

CheckMate 8HW 
Experts consider the combination of ipilimumab + nivolumab to be a new 
standard option, but not necessarily “the” new first-line standard for MSI-
H/dMMR mCRC, based on the impressive PFS benefit vs chemotherapy 
observed in the CheckMate 8HW trial 
> Cross-trial comparison suggests fewer patients have early progression with ipi-

nivo compared with pembrolizumab alone in KEYNOTE-177, and possibly a 
higher rate of SD over time

− However, it was noted that this analysis only included patients with centrally 
confirmed MSI-H status, in contrast to KN-177

− Data from the nivolumab monotherapy arm in CM 8HW are needed to 
clarify the real value of an IO doublet vs anti–PD-1 monotherapy

> Appropriate patients for this IO doublet include those who are younger and/or 
those with more symptomatic disease

Dr Ilson:
I think that [ipi-nivo] adds to the list of first-line 
options. We have to see what nivolumab looks 
like, but it looks pretty stunning to me. I think you 
have to select appropriate patients for different 
options. But it’s certainly going to rise to the near 
top of the list in my assessment.

“

GLOBAL ACCESS
Experts expressed concern that a sizable proportion of patients in Europe are 
still not being tested for MSI/MMR status, or do not have access to potentially 
life-saving immunotherapies

“



Experts Evaluated Investigational Immunotherapeutic Agents 
for CRC 
NEST-1 
NEST-1 showed very favorable response rates with botensilimab + balstilimab 
in the resectable setting, in both dMMR/MSI-H and pMMR/MSS subpopulations
> Results suggest there may be more potential for IO therapies in earlier stages of 

disease, with perhaps less-restrictive patient selection
− Experts suggested it may be better to test IO agents in the setting of 

resectable disease, rather than in highly refractory disease, where a variety 
of confounding factors may limit efficacy

Dr Kim:
It really makes me think about how we should be 
testing these IO combinations. Typically, we start 
with the third line and move forward into the 
resectable. . . . My concern is that if we’re not 
seeing the results in the third-line highly resistant 
tumors, that we may abandon these strategies in 
a more resectable setting. But clearly, based on 
NEST-1, I mean, those were really nice
responses that we saw.

“
ADG126
The activity of the anti–CTLA-4 IgG1 SAFEbody ADG126 + pembrolizumab in 
the phase I/II study in MSS mCRC with no liver metastases is considered 
encouraging
> While lung metastases appear to be more susceptible to IO therapies than liver in 

the refractory setting, it is unclear whether this will be true in earlier lines of 
therapy

− Experts noted that patients with lung-only metastases tend to have a better 
prognosis overall, but lung tissue is also more immunocompetent, so it is 
unclear whether this phenomenon is biologically based 

− It remains to be determined whether patients with lung mets and controlled 
liver mets do as well as patients with lung-only mets

“



Experts Speculated on a Potential Role for Combination 
Immunotherapies in MSS CRC 
IO IN MSS CRC 
Experts noted the increasing evidence of activity with IO combinations in MSS 
mCRC, including in the refractory setting
> Although response rates are lower than in MSI-H tumors, the responses are 

reported to be durable
> Experts expect an accelerated approval in the US for an IO combination in MSS 

CRC later in 2024 Dr Marshall:
I predict we’ll have some accelerated approval of 
some IO combination later this year in MSS 
colon, at least in the US, for use and then we’ll 
learn some more. But we’ve got a lot of learning 
to do before we start applying these therapies to 
everybody. 

Dr Loupakis:
What is worrying to me at the European level, especially in my 
country and some patients that I can see consulting, is that still 
there are some patients, a not-negligible proportion of patients, that 
are not tested or that cannot have access to immunotherapy in 
colorectal cancer. And this is what worries me. Because here we’re 
not talking about a small improvement, here we’re talking about 
saving lives.

“
“

“

“



Experts Considered Novel Targeted Approaches in mCRC

CodeBreaK 300
Experts found the analysis from CodeBreaK 300 showing that the combination 
of sotorasib + panitumumab demonstrated improvements in HRQOL (including 
patient perception) to be reassuring and supportive of the PFS benefit 
observed in patients with KRAS G12C mCRC 
> Experts agreed that KRAS-targeted therapies are here to stay in mCRC

Dr Marshall:
I’ve always been worried we get burned in colon 
because our targets aren’t nearly as dominant, if 
you will. So, you need these kind of dirty targets 
and combinations. . . . Maybe colon is a place, 
you know, to see some benefit.

OrigAMI-1
The anti-EGFR/anti-MET mAb amivantamab demonstrated robust single-agent 
activity in R/R mCRC in the phase Ib/II OrigAMI-1 trial
> Experts consider amivantamab particularly interesting because it hits multiple 

targets, with the potential to treat several classes of amplifications

PROGRESS WITH TARGETED THERAPIES
Targeted approaches are clearly making advances in mCRC – although there 
were no breakthrough trials presented, many agents have demonstrated 
preliminary efficacy that warrants further development

“
“



Conference Highlights
Colorectal Cancer – Biomarkers



ctDNA for informing adjuvant chemotherapy in stage II/III CRC: Interim 
analysis of BESPOKE CRC study
Kasi PM, et al. 2024 ASCO GI; Abstract 9

STUDY POPULATION AND METHODS
> 689 pts with stage II/III CRC underwent ctDNA testing using the 

tumor-informed Signatera assay
− MRD cohort (2-12 wk postsurgery PRIOR to adj chemo) (N=623)
− Surveillance window: >2 wk adj tx or >12 wk postsurgery if 

on observation (N=655)

OUTCOMES
> MRD positivity was significantly associated with inferior DFS in 

stages II-III combined (HR 12.1; P <.0001) 
> MRD-pos pts derived benefit from adj chemo (HR 3.06; P=.0025) 

while MRD-neg pts did not (HR 1.47; P=.2316)
> Pts who were ctDNA neg in the surveillance setting had 

significantly better DFS outcomes vs those who were ctDNA pos, 
whether they received chemo (HR 59.98; P <.0001) or were 
observed (HR 80.10; P <.0001)

EXPERT CONCLUSIONS
> The Signatera assay is highly prognostic for relapse in both the MRD and surveillance settings, but the sensitivity in the MRD setting is only 

59%, meaning the assay misses ~40% of patients during this window who will eventually experience relapse 
> ctDNA positivity also appears to predict benefit from adjuvant chemotherapy

DFS BY ctDNA STATUS DURING MRD WINDOW



ctDNA dynamics in patients with CRC with molecular residual disease: 
Updated analysis from GALAXY study in CIRCULATE-JAPAN
Yukami H, et al. 2024 ASCO GI; Abstract 6

STUDY POPULATION AND METHODS
> 2998 pts with radically resected, stage I-IV CRC underwent serial 

ctDNA testing after surgery using the Signatera assay
− 2132 pts had stage II/III CRC

OUTCOMES
> ctDNA status during the MRD window (2-10 wk postsurgery) was 

prognostic for all stages (2-yr DFS: 86% vs 29%; P <.0001)
> ctDNA status during the surveillance period was also prognostic 

for all stages (2-yr DFS: 94% vs 7%; P <.0001)
> Similar results were observed in the stage II/III subpopulation
> Transient clearance and no clearance of ctDNA were associated 

with worse DFS compared with sustained clearance
− 57% of MRD-pos pts who cleared with adj chemo were 

disease free at 2 yr
> Assay sensitivity in the MRD window was 48% vs 73% in the 

surveillance window

CONCLUSIONS
> ctDNA-based detection of MRD as well as ctDNA dynamics in response to adjuvant chemotherapy were highly prognostic 
> Ongoing trials will determine the clinical utility of ctDNA-guided adjuvant treatment

ADJUVANT COHORT CLEARANCE ANALYSIS



Phase II results of ctDNA as a predictive biomarker in adjuvant 
chemotherapy in stage II colon cancer: NRG-GI005 (COBRA)
Morris V, et al. 2024 ASCO GI; Abstract 5

STUDY POPULATION AND METHODS
> 635 pts with resected stage II CRC deemed suitable for active 

surveillance were randomized 1:1 to SOC/observation (Arm A), or 
ctDNA assay-directed therapy (Arm B)

− ctDNA was assessed with the Guardant LUNAR assay 
(methylation and genomic assay, tumor agnostic)

OUTCOMES
> Among the first 16 pts with ctDNA detected at baseline for the 

primary endpoint analysis, clearance of ctDNA after 6 mo was 
observed in 3/7 pts (43%) in the control arm and in 1/9 pts (11%) 
in the experimental arm after chemotherapy (P=.98)

> Because the phase II endpoint was not met, further enrollment 
was halted

EXPERT CONCLUSIONS
> There are no practice-changing outcomes from this study that was stopped early for futility
> This highlights the need for high-performing assays to test in low-event populations

ctDNA CLEARANCE



ctDNA analysis informing adjuvant chemotherapy in locally advanced 
rectal cancer: The randomized AGITG DYNAMIC-Rectal study
Tie J, et al. 2024 ASCO GI; Abstract 12

STUDY POPULATION AND METHODS
> 230 pts with locally advanced rectal cancer received neoadjuvant 

chemoradiation, underwent surgery, and were randomized 2:1 to 
ctDNA-guided management or standard management (clinician 
decision) with regard to adjuvant therapy

− Assay used: tumor-informed Safe-SeqS

OUTCOMES
> Adjuvant therapy use was lower in the ctDNA-guided arm (46%, 

vs 77% in the standard management arm)
> There was a nonsignificant trend toward inferior RFS in the 

ctDNA-guided arm 
− 36-mo RFS: 74% vs 82%; HR 1.38; P=.28

> RFS was superior in ctDNA-neg pts vs ctDNA-pos pts, regardless 
of adj therapy (36-mo RFS: 83% vs 53%; HR 0.29; P <.001)

> ctDNA-neg pts were more likely to have recurrence in lung (78%); 
ctDNA-pos pts’ recurrence was more likely in liver (50%)

EXPERT CONCLUSIONS
> The ctDNA-guided approach did reduce the utilization of adjuvant chemotherapy, but the study does not really change any SOC yet
> Results show that ctDNA is prognostic in the post-chemoradiation/surgery setting and provides more information about recurrence patterns 

based on ctDNA testing, perhaps due to tumor shedding and sites of disease

RECURRENCE-FREE SURVIVAL BY ctDNA STATUS



Refining first-line treatment decision in RAS WT mCRC by combining 
clinical biomarkers: Results of phase III FIRE-3 trial (AIO KRK0306)
Holch JW, et al. 2024 ASCO GI; Abstract 13

STUDY POPULATION AND METHODS
> 400 pts with RAS WT mCRC from the first-line FIRE-3 trial 

comparing FOLFIRI with either cetuximab or bevacizumab
> An exploratory analysis was conducted to assess whether 

combining clinical biomarkers beyond tumor sidedness could help 
refine pt selection

OUTCOMES
> Pts with extrahepatic disease (non-liver limited) significantly 

benefit more with anti-EGFR therapy
> Pts with liver-limited disease do not significantly benefit more with 

anti-EGFR therapy
> Pts with extrahepatic disease (non-liver limited) significantly 

benefit more with anti-VEGF therapy
> Pts with liver-limited disease trend toward more benefit with anti-

EGFR therapy (not statistically significant)

EXPERT CONCLUSIONS
> Liver-limited metastasis status on its own was not predictive, but when combined with sidedness, it may be predictive for the benefit of certain 

therapies
> However, this was a small subgroup exploratory analysis, and needs to be further validated in other data sets and trials

OS BENEFIT BY SIDEDNESS AND METASTATIC SITES



Key Insights
Colorectal Cancer – Biomarkers



Experts Discussed Current Data and Ongoing Investigational 
Directions With ctDNA Testing in CRC
ctDNA TESTING – STRENGTHS AND LIMITATIONS
The prognostic value of ctDNA testing, in both the MRD and longitudinal 
surveillance settings, is well established, and data suggest it is also predictive 
of benefit from chemotherapy 
> However, some experts are not yet fully convinced, noting there is currently no 

conclusive trial that shows the predictive information is as good as the prognostic 
information 

− Experts also cautioned that lung metastases do not shed ctDNA as well, 
and for this reason they are reluctant to de-escalate therapy in ctDNA-
negative patients in the MRD setting

> Tumor-informed ctDNA assays are perceived to be more sensitive than tumor-
agnostic assays, but experts noted both types of assays are continuously evolving

Dr Marshall:
What I’m struck by with this data set is that we’re 
not necessarily bringing new therapies to this 
adjuvant world – we’re finding the right patients 
that need to be treated and maybe sparing 
patients. . . . We’re optimizing the patients that 
we’re selecting. And maybe with that, I’m hoping 
that we will increase the percentage of patients 
who are cured, because we can then intensify 
[therapy] more in those patients. 

ctDNA TESTING IN CLINICAL TRIALS
Several experts expressed reluctance to randomize patients with ctDNA-
positive CRC to adjuvant therapy with 3 vs 2 drugs, as is being done in the 
CIRCULATE study, noting there is no evidence to support 3-drug regimens for 
early-stage disease, and the standard 3 months of CAPOX is well tolerated by 
most patients
> Using ctDNA positivity as an eligibility criterion for trials of novel adjuvant 

therapies, such as tumor vaccines, is perceived more favorably, since these 
agents have the potential to change the natural history of the disease

“
“



Experts Discussed the Current Use of ctDNA Testing in the 
Clinic 
ctDNA IN CLINICAL DECISION-MAKING
Experts in the US use ctDNA assays selectively in patients with CRC
> Experts perceive the evidence for ctDNA assays as sufficient to support their use 

in the clinic as an additional tool to inform adjuvant treatment decision-making 
when optimal management is unclear 

− It was noted that previous clinical and biologic markers used in decision-
making, such as lymphovascular invasion, lymph node number, etc were 
utilized with much less evidence

− However, some experts do not feel the sensitivity of current assays is 
sufficient for routine clinical use

> Experts also perceive that many clinicians and patients have concerns about 
disease management in the setting of a positive test, after conventional treatment 
has been completed, and these concerns may discourage use of ctDNA assays

> Experts speculated it may require a cost analysis showing that the decrease in 
the number of patients receiving adjuvant chemotherapy offsets the cost of 
ctDNA testing to support wider usage

− It is also unclear whether use of ctDNA testing changes longer-term OS 
outcomes, and this information is also needed to assess utility

Dr Mukherji:
I do think the sensitivity of testing in the MRD 
setting is still low. So, especially when 
considering de-escalation, especially outside of a 
trial, we should be hesitant to do that because 
we’re still missing 40% to 50% of events using 
ctDNA testing in the MRD setting.

“
“



Experts Considered Clinical and Biologic Markers for Tailoring 
Targeted Therapy Selection
FIRST-LINE THERAPY WITH VEGF- OR EGFR-TARGETED mAbs 
The exploratory analysis of FIRE-3 showed that adding site of metastasis to 
sidedness increased the predictive value with regard to benefit from anti-EGFR 
vs anti-VEGF therapy first-line for patients with RAS WT mCRC
> Patients with left-sided tumors and extrahepatic metastases appeared to benefit 

from anti-EGFR therapy, while those with liver-limited disease did not; the 
opposite pattern was observed for patients with right-sided tumors

Experts in the US typically do not use EGFR-targeted mAbs first-line for left-
sided RAS WT mCRC, regardless of biomarker status, due to TRAE and QOL 
concerns, while inclusion of an EGFR-targeted mAb is standard in Europe in 
this setting

Dr Ilson:
I’m a little concerned about parsing these tiny 
subsets in the FIRE trial. Maybe the liver-confined 
patients went on to get liver-directed therapy, so 
that explains the difference. I’m not really ready to 
give EGFR [-targeted mAbs] to right-sided 
patients even if they’re all wild type. It’s not clear 
that it’s better than bevacizumab. . . . In the US, 
we have concerns about rashes, and toxicity, and 
quality of life.

OPTIMIZING MUTATION ANALYSIS
Combining liquid- and tissue-based biomarker testing may help to more 
accurately identify tumor mutational status and to further refine which subsets 
of patients may benefit most from targeted therapies 
> Blood-based mutational testing can identify an additional 10%–15% of tumors 

that have adverse mutations

“
“



Conference Highlights
Hepatocellular Carcinoma 



EMERALD-1: Phase III study of TACE + durvalumab ± bevacizumab in 
unresectable HCC eligible for embolization
Lencioni R, et al. 2024 ASCO GI; Abstract LBA432

STUDY POPULATION AND METHODS
> 616 pts with embolization-eligible unresectable HCC were 

randomized to
− TACE + durvalumab → durvalumab + placebo
− TACE + durvalumab → durvalumab + bevacizumab
− TACE + placebo → placebo

OUTCOMES
> TACE + D + B significantly improved PFS vs TACE alone 

− Median 15.0 vs 8.2 mo; HR 0.77; P=.032
> There was no significant difference between TACE + D vs TACE 

alone (HR 0.94; P=.638)
> ORRs were higher with TACE + D (41.0%) and TACE + D + B 

(43.6%) vs TACE alone (29.6%)
> Both experimental arms were relatively tolerable overall with very 

few significant toxicities

EXPERT CONCLUSIONS
> With a statistically significant and clinically meaningful improvement in PFS, D + B + TACE has the potential to be a new standard of care in uHCC
> The VEGF inhibitor appears to be an essential component in this combination 

PROGRESSION-FREE SURVIVAL



TACE combined with cadonilimab and lenvatinib for unresectable HCC: 
A phase II clinical trial
Liang G, et al. 2024 ASCO GI; Abstract 478

STUDY POPULATION AND METHODS
> 60 pts with unresectable intermediate HCC were treated with 

cadonilimab (anti–PD-1/CTLA-4 bispecific Ab) + lenvatinib + TACE

OUTCOMES
> ORR: 85% (mRECIST) and 35% (RECIST v1.1)
> DCR: 95% and 97%, respectively
> mPFS was not reached

− 6-mo PFS: 76%
− 9-mo PFS: 60%

> The incidence of grade ≥3 TRAEs was 68.9%
− Most common TRAEs included thrombocytopenia and 

increases in liver enzymes

CONCLUSIONS
> The combination of TACE + cadonilimab + lenvatinib showed encouraging efficacy and manageable toxicity in intermediate unresectable HCC

BEST RESPONSE



Adjuvant radiotherapy after curative resection of HCC with narrow 
margin (≤1 cm): The phase II randomized RAISE trial
Ming K, et al. 2024 ASCO GI; Abstract 722

STUDY POPULATION AND METHODS
> 148 pts with HCC who had undergone an R0 resection with close 

margins were randomized to adjuvant radiation or active 
surveillance

OUTCOMES
> 2-yr RFS was 79% in the radiation arm vs 58% in the control arm 

(HR 0.55; P=.043)
> Median OS was not reached in either arm
> Radiotherapy-related grade 3/4 AEs were thrombocytopenia (3), 

neutropenia (3), and decreased hemoglobin (1)

EXPERT CONCLUSIONS
> While these results are interesting, this is only a phase II trial, and a larger study against an active comparator, with longer follow-up, is 

needed to define the true value of radiation in this setting
− Some institutions already use this approach for patients with close margins
− In light of the significant RFS benefit seen in the IMbrave050 trial, adjuvant atezolizumab + bevacizumab would be the most appropriate 

comparator for a phase III trial

RECURRENCE-FREE SURVIVAL



Phase II study of triplet blockade of the IL-27, PD-(L)1, and VEGF 
pathways with casdozokitug (casdozo, SRF388) + atezo + bev in uHCC
Li J, et al. 2024 ASCO GI; Abstract 470

STUDY POPULATION AND METHODS
> 30 pts with untreated unresectable or metastatic HCC were 

treated with casdozo + atezo + bev
− Most pts were male (77%), Asian (67%), ECOG PS 1 (77%), 

had viral etiology (53% HBV, 17% HCV), and had poor-risk 
disease as evidenced by metastatic spread (70%) and 
macrovascular invasion (23%)

OUTCOMES
> ORR: 38% (3 CRs, 5 confirmed PRs, 3 unconfirmed PRs)

− DCR: 59%
− mPFS: 8.3 mo

> Most TRAEs were low grade, the most common being proteinuria 
(33%), fatigue (20%), decreased appetite (20%), and hypertension 
(20%)

EXPERT CONCLUSIONS
> The preliminary activity of the triplet is interesting, but the ORR of 38% is not much higher than would be expected with atezo-bev alone
> Biomarker analysis is ongoing

ANTITUMOR ACTIVITY (RECIST v1.1)



Key Insights
Hepatocellular Carcinoma 



Experts Discussed Combining Systemic and Locoregional 
Therapies for Unresectable HCC 
TACE-BASED COMBINATIONS 
The EMERALD-1 regimen of durvalumab + TACE, followed by durvalumab + 
bevacizumab, will likely become another option for unresectable HCC 
> However, some experts questioned the value of improved PFS in the absence of 

an OS benefit, suggesting this is not sufficient to justify adoption of a new regimen
− It was noted that interpretation of OS results will be confounded by the 

number of subsequent regimens patients with disease relapse will receive 
in the metastatic setting

> No significant difference in PFS was observed with TACE + durvalumab alone, 
suggesting inclusion of a VEGFi is essential

− VEGF inhibition is considered primarily antiangiogenic, and any 
immunogenic effects are likely indirect through facilitation of a healthier 
immune microenvironment

The results of the phase II trial of TACE + the anti–PD-1/CTLA-4 bispecific Ab 
cadonilimab + lenvatinib for unresectable HCC are perceived to be in the range 
of other IO-VEGF therapies for unresectable HCC

− Further investigation is needed to determine if this combination has a role in 
HCC

Many institutions have moved from TACE to TARE for unresectable HCC, 
raising questions about the applicability of these studies

Dr Arnold:
What I like from EMERALD-1 and all of these 
approaches is that now, for the first time, we are 
really combining things instead of putting them 
head-to-head against. And I think that’s the main 
increment here. It’s not super convincing, but it’s 
clearly showing that we have to do the best by 
combining best systemic treatment with best local 
treatment.

“
“



Experts Considered Investigational Agents and Future 
Directions in HCC
IL-27 INHIBITION
The phase II study of a triplet of casdozokitug (IL-27 inhibitor) + atezolizumab + 
bevacizumab for unresectable HCC reported an ORR of 38%; biomarker 
analysis is in progress 
> Experts perceive this activity to be in the range of what would be expected for 

atezolizumab + bevacizumab alone, so it is unclear whether casdozokitug has 
meaningful activity in this setting

− A trial comparing atezo-bev ± casdozo is necessary to clarify whether this 
agent adds to the activity of the combination

Dr Bekaii-Saab:
A lot of these systemic agents that have shown 
activity in first-line metastatic [HCC] remain 
limited. Efforts to further enhance these therapies 
are not looking as promising, with just adding 
agents such as we’ve seen with interleukin-27 
[inhibitor]. So I think there’s a lot of work ahead of 
us to move the needle again in first line. We’re 
limited. We’re stuck at that 30% mark at this point.

ONGOING CLINICAL NEED
Experts are encouraged by the amount of research going on in HCC and other 
GI malignancies, but to date, addition of agents to current standard systemic 
therapies that have shown efficacy in first-line metastatic HCC has not 
produced dramatic improvements in outcomes, and there is a lot of work 
ahead to alter the landscape

“
“



Conference Highlights
Esophageal Cancers



First-line pembrolizumab + chemotherapy for advanced esophageal 
cancer: 5-year outcomes from KEYNOTE-590
Shah MA, et al. 2024 ASCO GI; Abstract 250

STUDY POPULATION AND METHODS
> 749 pts with locally advanced/metastatic adenocarcinoma or 

squamous cell carcinoma of the esophagus (ESCC)
− Pts received first-line chemotherapy ± pembrolizumab

OUTCOMES
> The OS benefit observed in earlier analyses was maintained with 

58.8-mo median follow-up
− ITT: median 12.3 vs 9.8 mo; 5-yr OS: 10.6% vs 3.0%; HR 

0.72; 95% CI: 0.62-0.84 
> mPFS (ITT): 6.3 vs 5.8 mo; HR 0.64; 95% CI: 0.54-0.75
> ORR (ITT): 45.0% vs 29.3%

− DOR: 8.3 vs 6.0 mo
> Magnitude of benefit was greater in the PD-L1 CPS ≥10 and 

ESCC/PD-L1 CPS ≥10 subpopulations
> Patients reported improvements in dysphagia, pain, and reflux

EXPERT CONCLUSIONS
> This 5-year update confirms the earlier survival benefit reported for KN-590
> Importantly, there appears to be a tail on the OS curve, with ~10% of patients experiencing long-term benefit

OVERALL SURVIVAL: ITT POPULATION



Q-TWiST analysis comparing nivolumab + ipilimumab or nivolumab + CT 
vs CT in advanced ESCC: CheckMate 648
Chau I, et al. 2024 ASCO GI; Abstract 251

STUDY POPULATION AND METHODS
> 970 pts with previously untreated ESCC were randomized to N + I 

(n=325), N + CT (n=321), or CT (n=324) and included in the Q-
TWiST analysis

− TWiST was defined as time prior to relapse where pts did 
not experience toxicity; differences of ≥1.1 were considered 
clinically significant

OUTCOMES
> Q-TWiST times favored the experimental arms

− Nivo + chemo vs chemo: 11.5 vs 9.8 mo
• Difference of 1.7 mo (0.5-2.8)

− Nivo + ipi vs chemo: 11.0 vs 9.8 mo
• Difference of 1.3 mo (0.0-2.5)

CONCLUSIONS
> Quality-adjusted survival significantly favored nivo + chemo and nivo + ipi compared with chemotherapy alone
> Patients treated in the immunotherapy arms not only experienced improved OS, but also better QOL during that time

Q-TWiST METHODS



Nivolumab + chemo or ipilimumab vs chemo as first-line treatment for 
advanced ESCC: Biomarker analyses from CheckMate 648
Lei M, et al. 2024 ASCO GI; Abstract 252

STUDY POPULATION AND METHODS
> Tumor samples from pts enrolled in CM 648 were analyzed for 

gene expression patterns, TMB, and select gene alterations

OUTCOMES
> OS benefit was observed with ipi-nivo vs chemo regardless of 

genetic alteration status, although the HR in those with NOTCH1
mutations was close to 1

> OS benefit was seen with chemo-nivo regardless of genetic 
alteration except CDKN2A mutations or CCND1 amplifications 

> Higher inflammatory gene expression signature (GES) scores and 
lower beta-catenin GES scores were associated with better OS 
with chemo-nivo and nivo-ipi vs chemo

> Lower stromal GES scores were associated with improved OS with 
nivo-ipi vs chemo

CONCLUSIONS
> These results suggest certain biomarker-defined subgroups may derive an enhanced OS benefit with IO-containing therapies compared with 

chemo alone
> The clinical utility of these biomarkers needs to be validated in future trials or data sets

OVERALL SURVIVAL BY TMB STATUS



SKYSCRAPER-08: Phase III study of first-line tiragolumab + 
atezolizumab and chemotherapy in ESCC
Hsu CH, et al. 2024 ASCO GI; Abstract 245

STUDY POPULATION AND METHODS
> 461 pts with previously untreated unresectable advanced or 

metastatic ESCC were randomized to chemotherapy (cisplatin-
paclitaxel) ± atezolizumab + the anti-TIGIT mAb tiragolumab

OUTCOMES
> mOS was significantly improved in the chemo-IO arm: 15.7 vs 

11.1 mo; HR 0.70; P=.0024
− All subgroups with a PD-L1 TAP score ≥1 benefited

> mPFS was also improved: 6.2 vs 5.4 mo; HR 0.56; P <.001
> The addition of IO increased ORR (59.7% vs 45.5%) and median 

DOR (7.1 vs 4.3 mo)
> Grade 3/4 irAEs were more frequent with chemo-IO (12.7% vs 

4.8%), and there were three grade 5 events
− 34% of pts in the chemo-IO arm required corticosteroids

EXPERT CONCLUSIONS
> The study met both primary endpoints (PFS and OS)
> The safety profile was consistent with the individual profiles of both IO agents, and appeared manageable overall

OVERALL SURVIVAL



Chemotherapy + camrelizumab vs chemotherapy alone as neoadjuvant 
treatment for resectable ESCC: Phase III ESCORT-NEO
Li Y, et al. 2024 ASCO GI; Abstract LBA244

STUDY POPULATION AND METHODS
> 391 pts with resectable thoracic, locally advanced ESCC were 

randomized to 2 cycles of neoadjuvant therapy with
− Camrelizumab, nab-paclitaxel, and cisplatin
− Camrelizumab, paclitaxel, and cisplatin
− Paclitaxel and cisplatin

OUTCOMES
> pCR rates: cam + nab-pac–cis vs pac-cis

− 28.0% vs 4.7%; OR 8.11; P <.0001
> pCR rates: cam + pac-cis vs pac-cis

− 15.4% vs 4.7%; OR 3.81; P=.0034
> R0 resection rates were higher with cam + nab-pac–cis (99.1%) 

vs cam + pac-cis (95.7%) or pac-cis (92.2%)

EXPERT CONCLUSIONS
> pCR improved with neoadjuvant camrelizumab-containing chemotherapy regimens over chemotherapy alone in localized ESCC
> No new or concerning safety signals were observed

TUMOR REGRESSION



Key Insights
Esophageal Cancers



Experts Discussed Results From Trials Evaluating IO 
Combinations for Advanced Esophageal Cancers (1/2)
KEYNOTE-590 
Five-year outcomes from the phase III KEYNOTE-590 study of first-line 
pembrolizumab + chemotherapy for advanced esophageal cancer confirm that 
a small subset of patients derive durable benefit, but there is clearly room for 
improvement
> Some experts expressed concern about the need to balance grade 3/4 irAEs with 

the small chance of durable benefit, noting these irAEs can require 
hospitalization, but others consider irAEs to be manageable in the outpatient 
setting

> Experts are somewhat disappointed in the magnitude of benefit at 5 years, 
considering the more dramatic improvement in ORR with pembrolizumab

Dr Arnold:
It’s great result, but on the other hand, it’s a bit 
disappointing. I would have expected more than 
its 8% difference in overall survival. So therefore, 
it’s clearly worth the effort. It’s still a standard of 
care but it’s, for me, a bit disappointing, or in the 
other words, calling for further improvement.

Dr Kim:
In an attempt to get a better biomarker than PD-L1 for response to 
immunotherapy-based treatments, I think we’re still really struggling 
to find something better than PD-L1 at this point.

“
“

“

“



Experts Discussed Results From Trials Evaluating IO 
Combinations for Advanced Esophageal Cancers (2/2)
CheckMate 648
The Q-TWiST analysis from CheckMate 648 demonstrated a QOL benefit for 
nivolumab + chemotherapy and for ipilimumab + nivolumab vs chemotherapy 
in patients with advanced ESCC
> Analyses that combine quality and quantity of survival benefits are perceived to 

be important, and at least supportive that a given therapy is worth the associated 
toxicities

> However, experts consider there to be many more practical indicators in the clinic 
of whether patients derive benefit and whether the treatment is worthwhile, such 
as how patients report they are feeling

− Experts perceive chemo + nivolumab to be easier on patients compared 
with ipilimumab + nivolumab

Experts are not surprised that the analysis from CheckMate 648 did not identify 
any clinically useful biomarkers, noting it is unlikely that specific mutations or 
expression of certain genes would be predictive of an immune response vs the 
types of genetic damage (eg, rearrangements, deletions)
> The tumor microenvironment and tissue parameters should be investigated 

further for potential predictive factors

Dr Mukherji:
We’re happy to see this long 10% survival. We 
want more, but if we’re talking about, are some of 
these toxicities and quality of life implications 
worth that benefit? To see some data that’s 
positive to suggest that there is benefit and 
patients have time before progression where 
symptoms are better managed is at least 
supportive that potentially these interventions are 
worth some of those toxicities that patients may 
experience.

“
“



Experts Considered Novel Investigational Agents for 
Esophageal Cancers 
SKYSCRAPER-08 
Anti-TIGIT mAbs are perceived to be interesting, and could be new potential 
partners for anti–PD-1/PD-L1 mAbs
> However, while SKYSCRAPER-08 clearly met its primary endpoints of improved 

PFS and OS when atezolizumab and tiragolumab were added to chemotherapy, 
experts consider the results to be uninterpretable, because there was no 
chemotherapy + atezolizumab control arm, making it impossible to determine the 
contribution of tiragolumab

Dr Kim:
We do have a new potential partner for PD-1/PD-
L1 inhibitors in the form of TIGIT antibodies, but 
it’s hard to really interpret the true benefit of the 
TIGIT antibody with the current design of the 
SKYSCRAPER-08 study.

ESCORT-NEO 
The ESCORT-NEO trial investigating addition of the anti–PD-1 mAb 
camrelizumab to neoadjuvant chemotherapy for resectable ESCC showed the 
highest pCR rate and R0 resection rate when the mAb was combined with nab-
paclitaxel + cisplatin, vs paclitaxel-cisplatin
> Experts think it was interesting that nab-paclitaxel performed better than 

paclitaxel, but cautioned that this is a small study, and no conclusions can be 
drawn without EFS data

> It was also noted that in the West, the standard is chemoradiation, with or without 
therapy, while in Asia, the emerging standard is a triplet chemotherapy regimen 
(DCF), so the applicability of these data is uncertain 

“
“



Conference Highlights
Gastric and Gastroesophageal Junction 
(GEJ) Cancers 



Pembrolizumab + FLOT vs FLOT as neoadjuvant and adjuvant therapy in 
locally advanced G/GEJ cancer: Interim analysis of KEYNOTE-585
Al-Batran E, et al. 2024 ASCO GI; Abstract 247

STUDY POPULATION AND METHODS
> 804 pts with locally advanced G/GEJ cancer were randomized to 

perioperative chemotherapy ± pembrolizumab
− 80% received CF, 20% received FLOT

OUTCOMES
> Previously published results showed an increase in pCR rates 

with pembro (13.0 % vs 2.4%) with a nonsignificant trend toward 
improved EFS (45.8 mo vs 25.7 mo; HR 0.81), and no difference 
in OS (HR 0.93) (Shitara K, et al. Lancet Oncol. 2024;25:212-224)

− There was no difference between the CF and combined 
FLOT cohorts

− MSI-H status drove increased pCR rates
> In the FLOT cohort, pembro was associated with a similar 

increase in pCR rates (17.0% vs 10.0%), a nonsignificant 
improvement in EFS (HR 0.79; 95% CI: 0.52-1.22), and no 
difference in OS (HR 1.04; 95% CI: 0.66-1.66)

EXPERT CONCLUSIONS
> As written, this is a negative trial for pembrolizumab even with 20% of patients receiving FLOT (which is considered superior to CF), and 

despite the 10% incremental improvement in pCR, and despite the EFS trend

EVENT-FREE SURVIVAL: FLOT COHORT



pCR to FLOT ± durvalumab in resectable G/GEJ cancer: Subgroup 
analysis by region from the phase III MATTERHORN study
Janjigian YY, et al. 2024 ASCO GI; Abstract LBA246

STUDY POPULATION AND METHODS
> 948 pts with resectable stage II, III, or IVA G/GEJ cancer were 

randomized to perioperative FLOT chemotherapy ± durvalumab

OUTCOMES
> pCR rates were significantly increased with durvalumab, from 7% 

to 19% (OR 3.08; P <.00001)
> Combined pathologic complete and near-complete response rates 

were also increased (27% vs 14%; OR 2.19; P <.00001)
> Increased responses were seen in both MSI-H and MSS cancers, 

and in all subgroups with PD-L1 expression ≥1
> Increases in pCR rates were similar between Asian and non-Asian 

populations 

EXPERT CONCLUSIONS
> These data seem to parallel KEYNOTE-585 with the pCR outcomes; we’ll have to see whether the primary endpoint of event-free survival and 

secondary endpoint of overall survival are met

PATHOLOGIC COMPLETE RESPONSE



Key Insights
Gastric and Gastroesophageal Junction 
(GEJ) Cancers 



Experts Discussed Perioperative Clinical Trials for G/GEJ 
Cancers 

Dr Bekaii-Saab:
Pathologic complete response is a very soft 
endpoint. It’s interesting to see, but again, it does 
not necessarily—it doesn’t appear to translate 
definitively into any survival advantage at this 
point. I think we get bombarded with these pCR 
outcomes as if they mean anything at this point, 
but without correlating it to true improvement in 
outcome right now, it’s just an interesting 
observation.

KEYNOTE-585 AND MATTERHORN
Although results were negative, experts consider it important to tease out the 
FLOT cohort of KEYNOTE-585, to confirm that the lack of significant survival 
benefits with the addition of pembrolizumab to perioperative chemotherapy for 
G/GEJ cancers was not influenced by the specific regimen; similar results 
were observed with both FLOT and CF

Experts noted that the incremental increase in pCR rates with durvalumab in 
MATTERHORN is very similar to what was seen in KEYNOTE-585

Results of KEYNOTE-585 suggest pCR may not be a good surrogate for 
survival in G/GEJ cancers; it is unclear why such a large numeric difference in 
EFS did not reach statistical significance
> Regulatory authorities in Europe are unlikely to accept pCR without survival data

“
“



Experts Considered Implications of MSI Status in G/GEJ 
Cancers 
PERIOPERATIVE ICIs IN NON–MSI-H CANCERS
Experts do not feel use of ICIs in the perioperative setting for non–MSI-H 
disease is justified at the current time
> It is clear that pCR rates and nodal downstaging are improved, but this does not 

seem to translate into a survival benefit in G/GEJ cancers at first look
− One expert suggested the duration of neoadjuvant therapy could potentially 

impact results, and it may be worthwhile to investigate longer durations
> It was noted that a large Japanese trial evaluating nivolumab in the adjuvant 

setting was also negative
> Some experts would consider incorporating an IO agent for patients with 

borderline-resectable G/GEJ cancer with a positive distant node

Dr Ilson:
MSI-high [G/GEJ cancers] – should we even do 
surgery, or should we just give them checkpoint 
inhibitors?

CLINICAL TRIAL DESIGN AND ANALYSIS
Studies of immunotherapies need to be analyzed separately for patients with 
MSI-H and non–MSI-H disease, to get clearer results
> Patients with MSI-H gastric cancers may be at a disadvantage with 

chemotherapy and have a better outlook with surgery alone
> There is increasing interest in using neoadjuvant ICI alone or in combination 

regimens, either as primary treatment without surgery or in neoadjuvant 
treatment for MSI-H G/GEJ cancers 

“ “



Experts Discussed Current Standards in Perioperative 
Therapy for Resectable G/GEJ Cancers 
FLOT 
FLOT is becoming the SOC neoadjuvant regimen for G/GEJ cancers in most 
practices in both the US and Europe
> One expert suggested investigating nab-paclitaxel in place of docetaxel in the 

FLOT regimen, because steroid premedication could be omitted; this may affect 
the efficacy when used in combination with immunotherapies

Dr Loupakis:
We see more and more patients that are 
addressed through referral centers for whether 
they are treatable with a neoadjuvant approach, 
while in the recent past, still the surgeon was in 
charge of managing those patients. So, this is 
really progressively changing.

CURRENT PRACTICE PATTERNS
More patients are being referred for neoadjuvant therapy, which represents a 
change from recent practice where surgeons typically treat patients with 
nonmetastatic G/GEJ in the community

“
“



Conference Highlights
Pancreatic Cancer and Biliary Tract Cancer 



Alternating gem–nab-pac and gem monotherapy or continuous gem–
nab-pac after induction for first-line mPC: Phase II ALPACA study
Dorman K, et al. 2024 ASCO GI; Abstract 605

STUDY POPULATION AND METHODS
> 325 pts with metastatic pancreatic cancer received 3 cycles of 

gem–nab-pac induction, and were then randomized to either 
continuous gem–nab-pac, or alternating gem and gem–nab-pac, 
until progression 

OUTCOMES
> PFS was similar between arms: median 5.5 mo (alternating) vs 5.4 

mo (continuous); HR 0.80; P=.18
> OS was similar between arms: 10.5 vs 10.4 mo, respectively; HR 

0.90; P=.56
> Tolerability was improved with alternating cycles compared with 

standard therapy, particularly peripheral neuropathy (all grades, 
44.7% vs 52.5%), and infections (all grades, 29.4% vs 47.5%) 

EXPERT CONCLUSIONS
> It’s good to do these types of studies, but it’s not going to completely change standard practice in this setting 
> Toxicity must be taken into account in the clinic, though, and these results can inform practical patient treatment

PROGRESSION-FREE SURVIVAL



Preliminary activity and safety results of KRAS G12C inhibitor glecirasib 
(JAB-21822) in patients with pancreatic cancer and other solid tumors
Li J, et al. 2024 ASCO GI; Abstract 604

STUDY POPULATION AND METHODS
> 50 pts with previously treated G12C cancers (31 PDAC and 19 

other solid tumors) were treated with glecirasib monotherapy
− 46% of pts had received ≥2 prior therapies

OUTCOMES
> ORR: 56% (confirmed ORR: 48%)

− PDAC: 55%
− Biliary tract cancer (N=7): 71%
− CRC (N=3): 67%

> Median PFS (PDAC): 5.6 mo
> Median OS (PDAC): 10.7 mo
> Most frequent TRAEs (any grade) were anemia (52.1%), blood 

bilirubin increased (39.6%), white blood cell count decreased 
(18.8%), AST increased (18.8%), diarrhea (16.7%), ALT increased 
(14.6%), asthenia (14.6%), hypertriglyceridemia (10.4%), and 
nausea (10.4%)

EXPERT CONCLUSIONS
> Preliminary efficacy is impressive with regard to tumor shrinkage and duration of treatment, with reasonable PFS and OS for a pretreated 

population

PDAC: DURATION OF TREATMENT



AMPLIFY-7P: Phase I/II study of adjuvant amphiphile immunotherapy ELI-
002 7P for G12D, G12R, G12V, G12C, G12A, G12S, G13D KRAS-mut PDAC
Wainberg ZA, et al. 2024 ASCO GI; Abstract TPS720

BACKGROUND
> ELI-002 7P is a lymph node-targeted immunotherapy composed 

of amphiphile-modified G12D, G12R, G12V, G12C, G12A, G12S, 
and G13D mutant KRAS peptides together with an Amph-modified 
CpG oligonucleotide adjuvant

> A FIH study (AMPLIFY-201) previously showed that a 2-peptide 
G12D/G12R formulation increased KRAS-specific T cells in 87% 
of pts

STUDY DESIGN
> In the phase II portion of AMPLIFY-7P, 135 pts with KRAS-mutated 

stage I-III PDAC who completed curative-intent locoregional 
treatment will be randomized 2:1 to ELI-002 7P vs observation

− Primary endpoint: DFS
− Secondary endpoints: compare biomarker response 

(reduction or clearance of ctDNA or if ctDNA was not 
detectable, serum tumor antigen CA19-9) in the subset with 
positive baseline values, OS, safety, and iRECIST response 
rate in the crossover subset

THERAPEUTIC VACCINE DESIGN



ARC-8: Phase I/Ib randomized study of quemliclustat + gem–nab-pac ±
zimberelimab in patients with treatment-naive metastatic PDAC
Wainberg ZA, et al. 2024 ASCO GI; Abstract 665

STUDY POPULATION AND METHODS
> 122 pts with untreated mPDAC were treated with Q 100 mg, 

including
− 93 pts treated with QZ + G-nP (dose escalation, n=6; cohort 

A, n=26; and randomized cohort A1, n=61) 
− 29 pts treated with Q + G-nP (cohort A2)

OUTCOMES
> ORR

− Q + G-nP: 41%
− QZ + G-nP: 38%

> mPFS
− Q + G-nP: 8.8 mo
− QZ + G-nP: 5.4 mo

> The most common grade ≥3 TRAEs were neutrophil count 
decreased (31%) and anemia (25%)

EXPERT CONCLUSIONS
> These preliminary data are interesting and suggest something is happening, but more studies will be needed to assess the potential of these 

combinations, and the value of CD73 inhibition, in pancreatic cancer

OVERALL SURVIVAL



[177Lu]Lu-DOTATATE in newly diagnosed advanced grade 2 or 3 well-
differentiated gastroenteropancreatic NETs: Phase III NETTER-2 study
Singh S, et al. 2024 ASCO GI; Abstract LBA588

STUDY POPULATION AND METHODS
> 226 pts with well-differentiated high-grade G2 or G3 (Ki-67 ≥10% 

and ≤55%) advanced GEP-NETs
> Pts were randomized 2:1 to 4 cycles of 177Lu-DOTATATE + 30 

mg octreotide LAR vs 60 mg octreotide LAR

OUTCOMES
> mPFS was significantly prolonged in the Lu-DOTATATE arm (22.8 

vs 8.5 mo; HR 0.276; P <.0001)
− Benefit was observed across all subgroups, including grade 

(G2 and G3) and tumor origin (pancreas, non-pancreas, or 
small intestine)

> ORR also favored Lu-DOTATATE: 43% vs 9% (P <.0001)
> Grade ≥3 TRAEs occurred slightly more frequently with Lu-

DOTATATE (16% vs 4%)
> Only 1 secondary heme malignancy was reported in the Lu-

DOTATATE arm

EXPERT CONCLUSIONS
> These results show a clinically relevant improvement in PFS, with acceptable toxicity
> There is some concern for myelodysplasia and impaired renal function with Lu-DOTATATE, but that was not seen at this early time point

PROGRESSION-FREE SURVIVAL



Atezolizumab + chemotherapy ± bevacizumab in advanced biliary tract 
cancer: Results from a randomized phase II trial (IMbrave151)
El-Khoueiry AB, et al. 2024 ASCO GI; Abstract 435

STUDY POPULATION AND METHODS
> 162 pts with previously untreated advanced biliary tract cancer 

(aBTC) were randomized to gem-cis + atezolizumab ±
bevacizumab

OUTCOMES
> PFS was improved with the addition of bevacizumab

− Median: 8.3 vs 7.9 mo; HR 0.67; 95% CI: 0.46-0.95
− 12-mo PFS: 33.5% vs 19.6%

> There was no difference in OS between arms (median 14.9 vs 
14.6 mo; HR 0.97; 95% CI: 0.64-1.47)

> ORR was the same between arms (27%), but DOR favored the 
bevacizumab arm (median 10.3 vs 6.2 mo)

> Exploratory analysis suggested that high VEGF-A gene 
expression and a hepatocyte high gene signature may be 
predictive of benefit from the atezo-bev combination

EXPERT CONCLUSIONS
> This study is interesting, with a slight improvement in PFS with the quadruplet regimen, but it is only a phase II trial and therefore not practice 

changing

PROGRESSION-FREE SURVIVAL



Phase II results of FGFR1-3 inhibitor tinengotinib as monotherapy in 
patients with advanced/metastatic cholangiocarcinoma
Javle MM, et al. 2024 ASCO GI; Abstract 434

STUDY POPULATION AND METHODS
> 55 pts with advanced or metastatic cholangiocarcinoma were 

treated with tinengotinib
− Cohort A1: FGFR2 fusion(s) with primary progression on 

previous FGFR inhibitor (FGFRi); A2: FGFR2 fusion(s) with 
progression after prior response to FGFRi (acquired 
resistance); B: non-fusion FGFR alteration(s); C: FGFR WT

OUTCOMES
> ORR in the FGFR-alt cohorts was 26%

− Cohort A2 (acquired resistance; N=10): 40%
− Cohort B (other alterations): 31%

> Median PFS: Cohort A 5.39 mo; Cohort B 8.05 mo; Cohort C 3.84 
mo

> The most frequent grade ≥3 TRAE was hypertension (29%)

EXPERT CONCLUSIONS
> This is a small study, but the next-gen FGFR inhibitor tinengotinib showed nice activity, with no concerning safety issues
> It needs to be explored further, particularly in patients with resistance to other FGFR inhibitors

BEST OVERALL RESPONSE



Key Insights
Pancreatic Cancer and Biliary Tract Cancer 



Experts Discussed Practical Strategies to Improve Current 
Regimens for Metastatic Pancreatic Cancer 
ALPACA
Results of the phase II ALPACA trial give clinicians reassurance regarding de-
intensification of treatment after an initial induction phase for patients with 
metastatic pancreatic cancer
> These results are consistent with other studies exploring de-escalation strategies, 

showing similar efficacy with reduced toxicity and supporting a “less is more” 
approach

> Several experts indicated they frequently de-escalate treatment already, either by 
reducing the dosage of nab-paclitaxel, or increasing the interval between 
treatments (Q2W scheduling)

Flexibility with the gem–nab-paclitaxel backbone could also make it easier to 
integrate novel agents in future clinical trials, although experts recognize the 
challenges in developing studies for regulatory approvals

Dr Bekaii-Saab:
You can see the same outcomes, very similar in 
terms of historical outcomes, consistently now 
across 3 or 4 studies. There is less toxicity. I think 
it continues to make the case for less [intense 
treatment]. But the other thing that’s important 
about this is we’ve also struggled quite a bit with 
integrating other agents into these backbones. 
You know, being more flexible around the 
backbone would certainly help in a disease that’s 
incredibly tough to crack.

“
“



Experts Speculated on RAS-Targeted Strategies for Pancreatic 
Cancer 
RAS-TARGETED TKIs
Experts agreed RAS is now targetable, and the glecirasib data are consistent 
with those from other RAS-targeted TKIs 
> The challenge with these agents is that response durations are often short, which 

supports investigation of combinations
− There are preclinical data reinforcing the combination of RAS inhibitors with 

ICIs
> Experts are enthusiastic about the development of RAS G12D inhibitors, because 

this mutation is more common in CRC and pancreatic cancers, as well as pan-
RAS inhibitors

> Combinations that target other levels of the signaling pathway, such as EGFR or 
BRAF, may be necessary for sustained efficacy

Dr Marshall:
Our pathways are dirtier than lung and breast 
[cancer]. . . . We need to come at it more than 
once. So, for me, this was an example of, yeah, 
this pathway matters. These cancers are 
dependent on the [RAS] pathway. And if we can 
effectively control the pathway, without work-
arounds, then we can have a significant [impact].RAS-TARGETED VACCINES

Experts are also very interested in vaccine strategies targeting RAS mutations, 
particularly in the adjuvant setting for resectable, early-stage pancreatic cancer 
> Preliminary data from the AMPLIFY-201 study showing decreases in ctDNA and 

tumor biomarkers are considered encouraging

Ongoing trials are evaluating immune-based approaches for patients with 
persistently ctDNA-positive GI cancers after standard locoregional and 
adjuvant therapies

“
“



Experts Debated Radioligand Approaches for NETs 

NETTER-2 
Experts are impressed by the magnitude of the PFS benefit seen in the 
NETTER-2 trial, and the toxicity profile at this early time point is perceived to 
be encouraging 
> Experts do not expect to see an OS benefit, noting the extremely long follow-up 

necessary, and the likelihood of crossover and other confounding factors
> Current results support moving this agent up earlier in appropriate patients, such 

as those with higher disease burden where an early response is needed
− However, several experts expressed concern about the potential for 

myelosuppression and risk of secondary cancers with radioligand therapies 
such as 177Lu-DOTATATE, and possibly the inability to give subsequent 
therapies

− One expert noted that these serious toxicities typically occur late (5+ 
years), and that patients with aggressive grade 3 NETs may not live that 
long with somatostatin analogues, so this must also be factored into 
decision-making

> Research is ongoing to develop assays to identify patients at higher risk for these 
serious toxicities. This would increase the comfort level in using these agents 
earlier in patients at lower risk for significant adverse events

Ongoing trials are also evaluating the efficacy and safety of rechallenging 
patients with 177Lu-DOTATATE, as well as dosimetry issues, to fine-tune the 
use of these agents

Dr Ilson:
It’s not one-size-fits-all. I think it’s dependent on 
the disease burden, the aggressiveness of the 
tumor. So, you’re not going to rush to PRRT in 
someone with a few liver metastases that has a 
small disease burden. But I think [the data] 
certainly is supportive of moving the drug up 
earlier in the appropriate patient. . . . The 
appropriate patient to me would be the higher 
disease burden, where you really want to see that 
response early.

“
“



Experts Considered Novel Agents for the Treatment of 
Pancreatic and Biliary Tract Cancers 
ARC-8

The combination of the CD73 inhibitor quemliclustat + gemcitabine–nab-
paclitaxel ± anti–PD-1 zimberelimab demonstrated some activity in treatment-
naive metastatic pancreatic adenocarcinoma, with an ORR of 38% for the 
quadruplet regimen and 41% for the triplet 
> Preliminary data are encouraging, and demonstrate the feasibility of combining 

these agents, but it is too early to evaluate the potential of these regimens or the 
value of CD73 inhibition in pancreatic cancer

Dr Kim:
I definitely appreciate continued investigation into 
the FGFR inhibitors. . . . I’ve had patients who 
have progressed on the initial FGFR inhibitor, and 
they want another one. Sometimes we’ll 
intersperse some chemotherapy, but we’re 
definitely in need of drugs where they’ve had 
initial resistance to first-line, second-line FGFR 
inhibitors. So, it’s good to see the data here.

FGFR INHIBITORS
Experts are enthusiastic about further investigation into FGFR inhibitors, 
noting a definite need for new drugs for patients whose disease has become 
resistant to current first-generation FGFR inhibitors
> The activity of tinengotinib in BTCs that had progressed on previous FGFR 

inhibitors is considered encouraging

“
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