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Meeting Snapshot

DATE: 
January 25, 2023

PANEL: Key experts in 
GI malignancies
> 7 from US

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



Panel Consisting of 7 US GI Cancer Experts

Chair
John Marshall, MD

Georgetown Lombardi 
Comprehensive Cancer Center

David H. Ilson, MD, PhD
Memorial Sloan Kettering 
Cancer Center

Tanios Bekaii-Saab, MD, FACP 
Mayo Clinic Cancer Center

Sunnie Kim, MD
University of Colorado 

Cancer Center

Michael A. Morse, MD, FACP 
Duke Cancer Center

Manish A. Shah, MD 
Weill Cornell Medicine

Reetu Mukherji, MD 
Georgetown Lombardi 
Comprehensive Cancer Center



Meeting Agenda
Time (EDT) Topic Speaker/Moderator
10.00 AM – 10.05 AM Welcome, Introductions, and Meeting Objectives John Marshall, MD

10.05 AM – 10.10 AM Colorectal Cancer – Targeted Therapy and Immunotherapy Sunnie Kim, MD

10.10 AM – 10.25 AM Discussion John Marshall, MD

10.25 AM – 10.30 AM Key Takeaways Sunnie Kim, MD

10.30 AM – 10.40 AM Colorectal Cancer – Chemotherapy, Surgery, and Radiation Michael A. Morse, MD, FACP

10.40 AM – 10.55 AM Discussion John Marshall, MD

10.55 AM – 11.00 AM Key Takeaways Michael A. Morse, MD, FACP

11.00 AM – 11.05 AM Pancreatic Cancer and Biliary Tract Cancer Manish A. Shah, MD

11.05 AM – 11.25 AM Discussion John Marshall, MD

11.25 AM – 11.30 AM Key Takeaways Manish A. Shah, MD

11.30 AM – 11.35 AM Hepatocellular Carcinoma Tanios Bekaii-Saab, MD, FACP

11.35 AM – 11.55 AM Discussion John Marshall, MD

11.55 AM – 12.00 PM Key Takeaways Tanios Bekaii-Saab, MD, FACP

12.00 PM – 12.05 PM Break

12.05 PM – 12.10 PM Gastric and Gastroesophageal Junction (GEJ) Cancers – Chemotherapy and Targeted Therapy Reetu Mukherji, MD

12.10 PM – 12.30 PM Discussion John Marshall, MD

12.30 PM – 12.35 PM Key Takeaways Reetu Mukherji, MD

12.35 PM – 12.40 PM Gastric and GEJ Cancers – Immunotherapy David H. Ilson, MD, PhD

12.40 PM – 12.55 PM Discussion John Marshall, MD

12.55 PM – 12.58 PM Key Takeaways David H. Ilson, MD, PhD

12.58 PM – 1.00 PM Summary and Closing Remarks John Marshall, MD



Congress Highlights
Colorectal Cancer – Targeted Therapy and 
Immunotherapy 



Phase 1a/1b study of botensilimab + balstilimab in metastatic heavily 
pretreated MSS CRC
El-Khoueiry et al. 2023, ASCO GI LBA8

STUDY POPULATION AND METHODS
> 70 pts with heavily pretreated MSS mCRC (median 4 prior lines of 

therapy; 31% received prior immunotherapy)
− Pts were treated with the Fc-engineered anti–CTLA-4 mAb 

botensilimab (BOT) + the anti–PD-1 mAb balstilimab (BAL)

OUTCOMES
> 16 pts responded, with 11 responses ongoing

− 3 were refractory to prior IO, 1/13 were TMB high, 1/8 were 
PD-L1 positive

> Median OS was not reached on the overall population or in the 
subset with no active liver metastases

− mOS was shortest in pts with active liver metastases (9.4 
months)

> The most common AE was diarrhea/colitis (43% all-grade, 21% 
grade 3/4)

EXPERT CONCLUSIONS
> BOT + BAL demonstrated promising clinical activity with durable responses; the combination was well tolerated with no new immune-

mediated safety signals
> A randomized phase II trial in pts with MSS CRC is enrolling (NCT05608044)

OVERALL SURVIVAL



Negative hyperselection of patients with RAS wild-type mCRC for 
panitumumab: A biomarker study of the phase III PARADIGM trial
Shitara et al. 2023, ASCO GI 11

STUDY POPULATION AND METHODS
> The PARADIGM trial compared first-line therapy with mFOLFOX6 + 

panitumumab or bevacizumab in pts with RAS WT mCRC 
− Results showed superior OS with panitumumab in the RAS

WT and left-sided tumor populations, while OS was similar in 
right-sided tumors

> This analysis used negative hyperselection of gene alterations in 
ctDNA related to primary resistance to anti-EGFR therapy

− Hyperselected gene alterations included KRAS, NRAS, PTEN, 
EGFR, HER2, MET, ALK, RET, or NTRK1

− Plasma was available for 733 pts

OUTCOMES
> Hyperselected pts had improved mOS with panitumumab (HR=0.75), 

while mOS favored bevacizumab in the gene-altered subset (HR=1.14)
− These results were consistent whether the tumors were left- or 

right-sided

EXPERT CONCLUSIONS
> These results raise the possibility that negative hyperselection (no gene alterations) over sidedness may be a better predictor for improved clinical 

outcomes with panitumumab
> This is hypothesis generating and requires a larger, randomized trial for further validation; until then, it cannot be recommended as standard of care 

OVERALL SURVIVAL



Trifluridine/tipiracil plus bevacizumab for third-line treatment of 
refractory mCRC: The phase 3 randomized SUNLIGHT study
Tabernero et al. 2023, ASCO GI 4

STUDY POPULATION AND METHODS
> 492 pts with mCRC treated with 2 prior lines of chemotherapy

− 76% had received prior VEGF therapy
> Pts were randomized to receive TAS-102 ± bevacizumab

OUTCOMES
All efficacy endpoints favored the combination of TAS-102 + bevacizumab
> Median OS: 10.8 vs 7.5 months; HR=0.61; P <.001

− Benefit was consistent across all subgroups
> Median PFS: 5.6 vs 2.4 months; HR=0.44; P <.001
> DCR:  77% vs 47%; P <.001
> Time to deterioration: 8.5 vs 4.7 months; HR=0.50, P <.001
> Time to worsening to ECOG 2: 9.3 vs 6.3 months; HR=0.54, P <.001
Safety
> Increased dose delays in the combination arm (70% vs 53%)
> Hypertension (10% vs 2%), nausea, and neutropenia were more 

common in combination arm

EXPERT CONCLUSIONS
> TAS-102 + bevacizumab is a new standard of care for third-line-and-beyond advanced colorectal cancer

− It may also be considered a good option for patients who are not be eligible for a clinical trial

OVERALL SURVIVAL



Key Insights
Colorectal Cancer – Targeted Therapy and 
Immunotherapy 



Experts Discussed Implications of the SUNLIGHT Trial

TAS-102 + BEVACIZUMAB
Experts agreed that the SUNLIGHT trial establish TAS-102 + bevacizumab as a new standard of 
care for third line and beyond in mCRC, and that these results will change practice
> Several experts indicated that they already use this combination, on the basis of the phase II data

− Some experts use TAS-102 on an every-other-week schedule
> However, experts were divided on whether this doublet should become the mandatory new 

comparator arm in third-line trials moving forward, or whether physician’s choice of active 
treatments would be more appropriate

− Placebo is no longer an acceptable comparator in the refractory setting
> Caveats to the interpretation of these data are that ~25% of patients had not received prior 

treatment with a VEGF inhibitor, and this patient population was less heavily pretreated than in 
other refractory mCRC trials

> Experts also noted that outcomes are still disappointing with this combination, highlighting the 
ongoing clinical need for improved later-line options for these patients

Dr Shah:
I think that TAS-102 + bev is a 
low-toxicity, very good option, 
and it does supplant any of the 
monotherapy options that we 
have.

“ “



Experts Discussed the Management of Refractory mCRC

BEVACIZUMAB BEYOND PROGRESSION
Several experts noted that this study further validates and supports the activity of 
bevacizumab in mCRC and the continued use through multiple lines of therapy
> In contrast, data do not support continuation of anti-EGFR therapy unless patients are selected on 

the basis of testing their mutational spectrum to reintroduce it later

Dr Ilson:
I think [SUNLIGHT] establishes 
a new standard of care. I think 
it validates the concept of 
continuing VEGF inhibition to 
multiple lines of treatment. And 
it doesn't eliminate regorafenib. 
Now, it's a sequencing issue.

REGORAFENIB AND FRUQUINTINIB
While the TAS-102–bevacizumab doublet is preferred over regorafenib because of its lower 
incidence of toxicities, experts agreed that there may still be a place for the TKI and that it is 
now a matter of sequencing
> There is a need for biomarkers to identify the subset of patients who may do very well on 

regorafenib

Experts also anticipate the availability of fruquintinib in the future, as it is perceived to be more 
tolerable than regorafenib and has shown activity after TAS-102

“
“



Experts Debated the Role for Negative Biomarker 
Hyperselection of Patients for Anti-EGFR mAbs
BIOMARKERS VS SIDEDNESS
Experts agreed that negative hyperselection, using known markers of resistance such as RAS
or RAF mutation, may better identify candidates for therapy with an EGFR inhibitor compared 
with sidedness
> Sidedness is considered a surrogate for an underlying and as-yet-undefined molecular phenotype 

in CRC
− PARADIGM results suggest there is a subpopulation of patients with right-sided RAS WT 

tumors who may benefit from EGFR inhibition
> Experts do not consider negative biomarker selection for EGFR decision-making to be ready for 

prime time in the clinic, and think more research is needed

The PARADIGM study also highlights the complementarity of tissue-based and blood-based 
sequencing to identify key mutations, suggesting testing by both methods may be superior

Several experts indicated that they wrestle with using anti-EGFR mAbs in the first-line setting 
because of the associated toxicities, and noted that FOLFOXIRI is generally easier for patients 
to tolerate

Dr Ilson:
I think an important point to be 
made is the complementing of 
blood-based and tissue-based 
testing, because you had 
mutations identified in the blood-
based testing that identified 
resistant patients that weren't 
seen in tissue-based testing.

“
“



Experts Consider IO-IO Combination Therapy for MSS mCRC

BOTENSILIMAB + BALSTILIMAB
The activity observed with the combination of botensilimab + balstilimab in MSS mCRC is 
considered intriguing, but further study is needed because it contrasts with studies of other 
anti–CTLA-4 and PD-1 combinations
> It was noted that botensilimab contains a modified Fc segment that may enhance interaction with

and depletion of regulatory T cells compared with other CTLA-4 mAbs, which may in part explain 
the greater activity with this regimen

> The differential sensitivity of patients with or without active liver metastases is also considered 
striking, and worth further investigation

− However, it was also noted that patients with lung nodules tend to do better than patients 
with active liver metastases

− “Non-active” liver metastases need to be better defined in future trials, such as whether 
treated metastases include only locoregional therapies or whether systemic chemotherapy is 
allowed, and whether there is a difference in sensitivity between treated liver metastases and 
no liver metastases at all 

Dr Morse:
What I'd like to believe is that 
it's because botensilimab has a 
different activity than 
ipilimumab and tremelimumab 
do, the way it was designed 
with the Fc enhancement. It 
does allow for the possibility of 
binding to and depleting 
regulatory T cells.

“
“



Congress Highlights
Colorectal Cancer – Chemotherapy, Surgery, 
and Radiation



Preoperative chemotherapy prior to primary tumor resection for 
asymptomatic synchronous unresectable CRC liver-limited metastases
Lin et al. 2023, ASCO GI 132

STUDY POPULATION AND METHODS
> 320 pts with BRAF WT asymptomatic mCRC with synchronous 

unresectable liver-limited metastases
> Pts were randomized to receive 6 cycles of preoperative 

chemotherapy or to proceed directly to surgery for primary tumor 
resection

OUTCOMES
> mPFS was improved with preoperative chemotherapy: 10.5 vs 9.1 

months; HR=0.755; P=.013
> There was a nonsignificant trend toward improved OS with 

preoperative chemotherapy (mOS: 29.4 vs 27.2 months; 
HR=0.766; P=.058)

> There was no significant difference between arms with regard to
AEs, surgical complications, or hepatic metastases resection rate

EXPERT CONCLUSIONS
> Giving chemotherapy prior to primary tumor resection in pts with unresectable liver metastases improved PFS, with a trend for better OS

− However, the role of primary tumor resection in such pts is a matter of debate
− Results suggest that starting chemotherapy earlier is important

PROGRESSION-FREE SURVIVAL



Kinetics of postoperative circulating cell-free DNA and impact on MRD 
detection rates in patients with resected stage I–III CRC
Cohen et al. 2023, ASCO GI 5

STUDY POPULATION AND METHODS
> 16,347 pts with stage I–III CRC who underwent commercial ctDNA 

testing
− Complete clinical data were available for 417 patients with 

2,538 plasma samples
> Kinetics of total cell-free (cfDNA) were compared with circulating 

tumor DNA (ctDNA) MRD positivity rates at various time points 
after surgery

OUTCOMES
> cfDNA levels were high postsurgery, declined after 2 weeks, but 

increased again around 12 weeks postsurgery 
> ctDNA was consistently detectable
> Testing for MRD between weeks 2–4 showed similar sensitivity as 

weeks 4–8
> ctDNA positivity was associated with a shorter PFS and was the 

strongest predictor of PFS

EXPERT CONCLUSIONS
> cfDNA is high early, but does not impact the ability to detect ctDNA
> Standard MRD testing windows could start as early as 2 weeks after surgery

POSTSURGICAL cfDNA AND ctDNA DETECTION 



Organ preservation and total neoadjuvant therapy for rectal cancer: 
Long-course chemoradiation vs short-course radiation therapy
Romesser et al. 2023, ASCO GI 10

STUDY POPULATION AND METHODS
> 332 consecutive pts with rectal cancer treated at MSK

− 256 received long-course chemoradiation (LCRT) and 76 
received short-course radiation therapy (SCRT)

OUTCOMES
> The rate of organ preservation was higher with LCRT (40% vs 29%)
> DFS was longer and there was less local regrowth with LCRT, but 

there was no difference in OS or distant recurrence between 
cohorts

EXPERT CONCLUSIONS
> While this retrospective study was influenced by COVID, these data suggest that if organ preservation is the goal, then long-course 

chemoradiotherapy is superior 

ORGAN PRESERVATION



Fucoidan in patients with locally advanced rectal cancer who receive 
neoadjuvant concurrent chemoradiotherapy before surgery
Wang et al. 2023, ASCO GI 12

STUDY POPULATION AND METHODS
> 87 pts with locally advanced rectal cancer undergoing 

neoadjuvant chemoradiation
> Pts were randomized to receive fucoidan or placebo during 

chemoradiation treatment
− Fucoidan is a polysaccharide from brown seaweed, and has 

been reported to improve fatigue and DCR in mCRC

OUTCOMES
> Some QOL metrics were improved with fucoidan, including 

physical well-being 
> Patients receiving fucoidan experienced less fatigue (75% vs 

95%; P=.008) and less skin rash (9% vs 0; P=.038)
> There were trends toward improved OS and DFS in the fucoidan arm
> Differences in the gut microbiome were observed between the 

fucoidan and placebo groups

EXPERT CONCLUSIONS
> Results suggest that fucoidan may improve QOL and decrease AEs of skin rash and fatigue; however, long-term follow-up is necessary for 

the confirmation of oncologic outcomes

OVERALL SURVIVAL



Nonoperative modality treatments of rectal cancer and the chance of 
cure: Final surgical salvage results from the phase 3 OPERA trial
Myint et al. 2023, ASCO GI 6

STUDY POPULATION AND METHODS
> 148 pts with localized rectal cancer
> Pts were randomized to receive standard chemoradiation with or 

without a Contact X-ray brachytherapy boost
− Pts who achieved a cCR were offered watch-and-wait, with 

surgery upon recurrence

OUTCOMES
> cCR occurred in in 44/69 pts (64%) in Arm A and 66/72 pts (92%) 

in Arm B at 24 wk
> Across both arms, 47% of pts required salvage surgery for 

residual disease or recurrence (TME or local resection performed 
in all: 81% R0)

> Organ preservation rate was 59% in Arm A vs 81% in Arm B 
(HR=0.36; P=.0026)

EXPERT CONCLUSIONS
> This study suggests nonsurgical treatment is feasible for half of the pts, and nearly all other pts were salvaged with an R0 resection

− Therefore, watching and waiting is a reasonable option for carefully selected pts

OPERA SCHEMA



Long-term results from NRG-GI002: A phase II clinical trial platform 
using total neoadjuvant therapy (TNT) in locally advanced rectal cancer
George et al. 2023, ASCO GI 7

STUDY POPULATION AND METHODS
> 363 pts with high-risk stage II/III MSS LARC
> Pts were randomized to either standard preoperative 

chemoradiation (total neoadjuvant therapy, TNT) or one of the 
experimental arms adding either pembrolizumab or veliparib 

OUTCOMES
> The addition of pembrolizumab or veliparib to TNT did not improve 

short-term outcomes in unselected pts
− There was a trend toward improved OS in the 

pembrolizumab arm (3-yr OS: 95% vs 87%; P=.04)
> Molecular studies are being performed to identify subgroups who 

may benefit from the addition of targeted agents

EXPERT CONCLUSIONS
> This is a nice platform and a nice benchmark for overall outcomes for locally advanced rectal cancer patients receiving TNT
> Molecular markers from the translational component of this study are really needed to understand this study

NRG-GI002 SCHEMA



Key Insights
Colorectal Cancer – Chemotherapy, Surgery, 
and Radiation



Experts Discussed the Role for ctDNA Testing in CRC

ctDNA TESTING AND MRD DETECTION
Experts agreed that ctDNA monitoring for MRD clearly identifies patients at higher risk of 
relapse 
> Most experts test ctDNA at 4–6 weeks after surgery, but the kinetic analysis of ctDNA and cfDNA 

following surgery is considered reassuring, suggesting that ctDNA testing is accurate at earlier time 
points

− One expert noted that the biggest source of delay is setting up the bespoke ctDNA assay, 
and suggested that using the colonoscopic biopsy might expedite the process

Experts consider making treatment decisions on the basis of ctDNA testing for patients with 
stage 2 CRC, but are hesitant to rely on it for stage 3 or 4 disease
> Experts noted that some patients with an early negative ctDNA result later become positive
> Results of the ongoing CIRCULATE trial will help to determine the utility of ctDNA testing in stage 3 

or 4 CRC, and how to interpret negative postsurgical results

The biggest challenge with ctDNA and MRD detection is that there are currently no solid data 
on how to escalate or de-escalate treatment on the basis of the results
> One recently initiated pilot study is evaluating atezolizumab + bevacizumab for patients with GI 

cancers (CRC, gastric, pancreatic, and hepatobiliary) who are ctDNA positive following curative-
intent treatment 

> Another ongoing trial is randomizing patients with CRC who are ctDNA positive after adjuvant 
therapy to additional therapy, dependent on their molecular profile

> Data are needed correlating ctDNA clearance with pathologic response

Dr Mukherji:
I think I might order ctDNA 
sooner based on these data, 
but I would be inclined to repeat 
it maybe at the 4- to 6-week 
interval as well, just because 
we do know that some patients 
who are negative initially 
become positive. And it's 
possible that regardless of the 
total cell-free DNA concentration, 
patients may just have a level 
of DNA that could not be 
detected anyway early on.

“

“



Experts Debated the Management of mCRC With Unresectable 
Liver Metastases
PRIMARY TUMOR REMOVAL
Experts do not consider practice-changing the randomized trial showing that preoperative 
chemotherapy prior to resection of an asymptomatic primary colon tumor in patients with 
unresectable liver metastases improved PFS
> Most US experts do not recommend removal of an asymptomatic primary in the setting of 

unresectable liver metastases
− One expert noted that a European study reported that 20% of patients in this scenario who 

went to surgery up front ultimately had an ostomy, and 20% were never able to receive 
chemotherapy

• However, another expert noted that a meta-analysis suggested benefit for removal of 
the primary, and hypothesized that it might positively impact the microbiome

Dr Kim:
I don't take out the primary 
tumor anyway. I think, really, 
the risk for these patients are 
those liver mets.  And if we do 
give neoadjuvant chemotherapy 
in a patient who has a primary 
tumor and liver mets, we really 
start trying to attack those liver 
mets first because we feel 
that's the biggest threat to the 
patient. 

“

“



Experts Debated the Management of Localized Rectal Cancer

PERIOPERATIVE THERAPY
The short- vs long-course radiation debate will continue until randomized trials designed to 
specifically answer the question in the setting of TNT (in both study arms) are completed
> The retrospective data from MSK suggesting the superiority of long-course radiation are 

considered provocative, but this question needs to be addressed by randomized trials
> Organ preservation is becoming an increasingly important goal, particularly for younger patients

− The question of whether radiation can be eliminated for higher rectal cancers is being 
addressed by the PROSPECT study

Total neoadjuvant therapy (TNT) is becoming standard for higher-risk, locally advanced rectal 
cancer and provides a platform for testing novel agents/approaches

NATURAL SUPPLEMENTS
Experts are concerned that supplements such as fucoidan may also blunt chemotherapy 
efficacy, and may be associated with toxicities of their own, such as liver and/or kidney toxicity
> One expert mentioned a previous study of St John’s wort that showed decreased toxicities that 

were caused by increased clearance of irinotecan

Dr Ilson:
There's nuances now to the 
treatment of rectal cancer, and 
the goals of what you're trying 
to achieve will direct your 
management. 

“ “



Congress Highlights
Pancreatic Cancer and Biliary Tract Cancer



NAPOLI-3: A phase 3 study of NALIRIFOX vs nab-paclitaxel + 
gemcitabine in treatment-naive mPDAC
Wainberg et al. 2023, ASCO GI LBA661

STUDY POPULATION AND METHODS
> 770 pts with untreated metastatic PDAC
> Pts were randomized to NALIRIFOX or gemcitabine + nab-

paclitaxel
− The dosage of oxaliplatin was reduced on this study to 60 

mg/m2 instead of what is typically used in FOLFIRINOX

OUTCOMES
> mOS was significantly improved with NALIRIFOX (11.1 vs 9.2 

months; HR=0.83; P=.04)
> mPFS was also improved with NALIRIFOX (7.4 vs 5.6 months; 

HR=0.69; P <.0001)
> Grade 3/4 TEAEs with ≥10% frequency in patients receiving 

NALIRIFOX vs Gem-NabP included diarrhea (20.3% vs 4.5%), 
nausea (11.9% vs 2.6%), hypokalemia (15.1% vs 4.0%), anemia 
(10.5% vs 17.4%), and neutropenia (14.1% vs 24.5%)

EXPERT CONCLUSIONS
> First-line NALIRIFOX demonstrated clinically meaningful and statistically significant improvement in OS and PFS compared with Gem-NabP 

in treatment-naive patients with mPDAC

OVERALL SURVIVAL



IMbrave151: Atezolizumab ± bevacizumab in combination with 
cisplatin + gemcitabine in untreated, advanced biliary tract cancer
El-Khoueiry et al. 2023, ASCO GI 491

STUDY POPULATION AND METHODS
> 162 pts with previously untreated advanced BTC
> Pts were randomized to gem-cis + atezolizumab ± bevacizumab

OUTCOMES
> The addition of bevacizumab improved mPFS (8.3 vs 7.9 months; 

HR=0.76; 95% CI: 0.51–1.14)
> The confirmed ORR was 24% for atezo + bev + gem-cis and 25% 

for atezo + placebo + gem-cis
> Duration of response was also improved with bevacizumab 

(median NR vs 5.8 months; HR=0.22; 95% CI: 0.07–0.73)
> The incidence of grade 3/4 AEs was similar between arms (73% 

and 74%)

EXPERT CONCLUSIONS
> Data suggest that combining atezolizumab with bevacizumab and chemotherapy may provide clinical benefit in a subset of patients with 

advanced BTC
> For pts who respond, there appears to be a benefit in the duration of response with the addition of bevacizumab

PROGRESSION-FREE SURVIVAL



SWOG 1815: A phase III trial of gemcitabine + cisplatin ± nab-paclitaxel in 
newly diagnosed, advanced biliary tract cancers
Shroff et al. 2023, ASCO GI LBA490

STUDY POPULATION AND METHODS
> 441 pts with newly diagnosed, untreated BTC
> Pts were randomized to receive gem-cis ± nab-paclitaxel

OUTCOMES
> No significant difference in OS was detected between arms 

(median 14.0 vs 12.7 months; P=.65)
> PFS was also similar between arms (8.2 vs 6.4 months; P=.43)
> ORR (confirmed and unconfirmed) was 34% vs 25% (P=.11)
> The triplet was associated with significantly more grade ≥3 

hematologic AEs than the GC arm (60% vs 45%; P=.003)

EXPERT CONCLUSIONS
> This was an important negative study and shows that gem-cis + atezolizumab is still the standard for biliary tract cancers

OVERALL SURVIVAL



Nanvuranlat for pretreated advanced refractory biliary tract cancer: 
Primary results of a randomized phase 2 study
Furuse et al. 2023, ASCO GI 494

STUDY POPULATION AND METHODS
> 106 pts with previously treated advanced BTC 
> Pts were randomized (2:1) to nanvuranlat (n=70) or placebo 

(n=36)
− Nanvuranlat is a selective inhibitor of LAT1, an L-type amino 

acid transporter that has been associated with cancer 
aggressiveness and poor prognosis

OUTCOMES
> Nanvuranlat significantly improved PFS (HR=0.557; P=.0164)
> DCR was 25% vs 11%
> TRAE rates were 41% and 57% in the nanvuranlat and placebo 

groups, respectively

EXPERT CONCLUSIONS
> The study met its primary endpoint
> This was a small randomized phase II study, and results suggest that a larger study may be warranted

− Combinations with chemotherapy may be worth investigating

PROGRESSION-FREE SURVIVAL



Key Insights
Pancreatic Cancer and Biliary Tract Cancer



Experts Debated First-Line Treatment Options for mPDAC

NAPOLI-3
Experts agreed that NAPOLI-3 establishes that for patients fit enough to receive a triplet 
chemotherapy regimen, triplet therapy is likely superior to a doublet, and that NALIRIFOX can 
be added to the arsenal of regimens for mPDAC
> However, whether NALIRIFOX (with liposomal irinotecan) provides any advantage over modified 

FOLFIRINOX (with standard irinotecan) remains unclear
− Experts noted that the kinetics of liposomal irinotecan are different from standard irinotecan, 

which may be a benefit in combination regimens
• However, some experts expressed concern that the dosage of oxaliplatin was reduced 

in NALIRIFOX, which may offset any potential advantage from the differential kinetics
> The combination of gemcitabine + nab-paclitaxel is still considered reasonable for older, less fit 

patients with mPDAC
> An ongoing Canadian study (PASS-01) is directly comparing mFOLFIRINOX vs gemcitabine + 

nab-paclitaxel in patients with mPDAC (excluding patients with germline mutations in BRCA1/2, 
PALB2, and other DNA-repair genes), and will help to answer the triplet-vs-doublet debate

Dr Kim:
NALIRIFOX vs FOLFIRINOX –
that question is not answered. 
But a triplet vs a doublet, I 
think that this data is very 
compelling for a triplet therapy 
in the beginning. I find that my 
patients can do very well with 
modified FOLFIRINOX with 
any further dose reductions.

“
“



Experts Discussed First-Line Standards for 
Advanced/Metastatic BTCs
ADDING TO A GEM-CIS BACKBONE
Gem-cis + IO remains standard of care for advanced biliary tract cancers (BTC)

IMbrave151 showed that the addition of bevacizumab to gem-cis + atezolizumab resulted in a 
modest (0.4-month) but statistically significant improvement in PFS
> Duration of response was also improved, with a greater magnitude of benefit, suggesting a greater 

benefit from bevacizumab in responding patients
> Experts are very interested in combinations of IO + VEGF inhibitors, noting the success of such 

regimens in other tumor types
− VEGF-targeted therapies appear to change the tumor microenvironment and potentially the 

peripheral immune environment, in addition to their antiangiogenic effects

The SWOG 1815 study showed no benefit for the addition of nab-paclitaxel to a gem-cis 
backbone for advanced BTC
> Some experts were skeptical of the value of further trials investigating triplets using standard 

cytotoxic chemotherapeutic agents for BTC 

Experts suggested that a larger study of nanvuranlat may be warranted, on the basis of the 
phase II data, and combinations with this agent should be investigated

Dr Marshall:
I really like [bevacizumab] being 
added into IO. It seems to be 
safe to do and it's a little mystical 
on how it works, in my opinion. 
I like these combo studies. 

“
“



Congress Highlights
Hepatocellular Carcinoma 



Canadian Cancer Trials Group HE.1: A phase III study of palliative 
radiotherapy for symptomatic HCC and liver metastases
Dawson et al. 2023, ASCO GI LBA492

STUDY POPULATION AND METHODS
> 66 pts with painful liver metastases or HCC (n=23; stable pain 

>4/10)
− Pts had end-stage disease unsuitable for local, regional, or 

systemic therapies
− Pts were randomized to BSC alone or single-fraction RT (8 Gy)

OUTCOMES
> “Worst” pain score was improved at 1 month in 67% of pts in the 

RT arm and 22% of pts in the BSC arm (P=.004)
> “Percentage relief in pain by treatment” was also significantly 

improved at 1 month in the RT arm (59% vs 25%; P=.04)
> There was a trend for improved 3-month survival with RT (51% vs 

33% for BSC alone; P=.07)

EXPERT CONCLUSIONS
> Single-fraction RT may improve hepatic pain with the caveat that “intervention bias” could have skewed the outcome measure
> OS improvement is marginal with a short follow-up, likely given the setting

OVERALL SURVIVAL



Adjuvant TACE with sorafenib for patients with HCC with portal vein 
tumor thrombus after surgery: A phase III trial
Kuang et al. 2023, ASCO GI 493

STUDY POPULATION AND METHODS
> 158 pts from China with HCC with portal vein thrombosis

− Pts were randomized to postoperative adjuvant therapy with 
sorafenib ± TACE

OUTCOMES
> mRFS was significantly longer in the TACE arm (16.8 vs 12.6 

months; HR=0.57; P=.002)
> mOS was also significantly longer with TACE (30.4 vs 22.5 

months; HR=0.57; P=.017)
> There was no additional toxicity with TACE compared with 

sorafenib alone 

EXPERT CONCLUSIONS
> The applicability of these data to pts with HCC in the US is unclear, given that TACE has not been adopted in the US, and the population in 

this trial is primarily East Asian
> Sorafenib failed as an adjuvant therapy, so it is unclear whether the efficacy in this trial is due primarily to the TACE procedure

OVERALL SURVIVAL



Tislelizumab vs sorafenib in first-line treatment of unresectable HCC: 
Impact on health-related QOL in RATIONALE-301
Finn et al. 2023, ASCO GI 495

STUDY POPULATION AND METHODS
> 674 pts with treatment-naive unresectable HCC BCLC Stage B/C
> Pts were randomized to receive tislelizumab or sorafenib

− QOL was assessed at cycles 4 and 6

OUTCOMES
> Previously reported results showed that the study met its primary 

endpoint of OS noninferiority (mOS: 15.9 mo [TIS] vs 14.1 mo 
[SOR]; HR=0.85; 95% CI: 0.712–1.019) (Qin ESMO 2022 abstr 
LBA36)

> The current analysis showed that pts treated with TIS had better 
HRQOL outcomes compared with pts treated with SOR, 
particularly in terms of fatigue and physical functioning 

EXPERT CONCLUSIONS
> While this study was positive, it is unclear where tislelizumab 

might fit in the crowded HCC field for first-line therapy, especially 
since the control arm in this study is no longer standard of care

HRQOL OUTCOMES



NRG/RTOG 1112: Phase III study of sorafenib vs SBRT followed by 
sorafenib in hepatocellular carcinoma 
Dawson et al. 2023, ASCO GI 489

STUDY POPULATION AND METHODS
> 177 pts with new or recurrent HCC, unsuitable for surgery, 

ablation, or TACE
− Pts were randomized to receive either sorafenib or SBRT 

followed by sorafenib

OUTCOMES
> There was a trend toward improved OS in the SBRT-sorafenib 

arm that did not quite meet statistical significance (15.8 vs 12.3 
months; HR=0.77; P=.055)

> mPFS was significantly improved in the SBRT arm (9.2 vs 5.5 
months; HR=0.55; P=.0001)

> TRAEs grade ≥3 were similar between arms (47% and 42%; 
P=.52)

> More improvement in QOL at 6 months was seen in the SBRT-
sorafenib arm (35% vs 10%)

EXPERT CONCLUSIONS
> The study is considered marginally positive, but it is unclear how these data fit into current paradigms, since once again, the comparator arm 

is no longer the standard of care

OVERALL SURVIVAL



Key Insights
Hepatocellular Carcinoma 



Experts Discussed Broader Trends in the Management of HCC

CURRENT STANDARDS
Sorafenib is no longer considered an appropriate control for first-line studies in advanced HCC

> Atezolizumab + bevacizumab or durvalumab + tremelimumab are now considered the first-line 
standard for most patients with advanced HCC

> Lenvatinib or sorafenib monotherapies are reserved for patients with a contraindication to IO

Currently, biopsy is not required for the diagnosis or selection of treatment for HCC, but there 
is an increasing desire to obtain biomarkers for later-line management and clinical trial 
enrollment or to rule out mixed tumor histologies
> ctDNA may provide a less invasive method of assessing biomarkers

Median OS for patients with advanced HCC treated with systemic therapies is now >2 years

MULTIDISCIPLINARY TEAMS
Multidisciplinary care is considered essential for managing patients with HCC
> Team members may include hepatologists, radiation oncologists, interventional radiologists, and 

surgeons, particularly for earlier-stage disease; medical oncologists are becoming involved at 
earlier stages also

> Community oncologists may not have access to a multidisciplinary tumor board, but should have a 
contact to help manage complex cases

Dr Bekaii-Saab:
We're moving the needle, 
slowly but surely. The one 
thing that, of course, stays 
behind is [that] biomarkers are 
desperately needed. 

“ “



Experts Discussed the Role of Immunotherapies in HCC

RATIONALE-301
Results from RATIONALE-301 are consistent with trials of other IO therapies in HCC
> Experts view the data with tislelizumab positively, but it is unclear where this agent would fit in 

HCC when there are already several other established PD-1/PD-L1 inhibitors
− Experts perceive differences between the available ICIs, but differences are likely to be 

subtle, and head-to-head trials would be required to tease out these nuances
• One expert noted they have seen responses to PD-1 mAbs in patients who have 

progressed on a PD-L1 mAb
> There may be a role for single-agent ICIs or IO-IO combinations in patients with contraindications 

to VEGF inhibition, such as uncontrolled hypertension or bleeding risk factors

IMbrave-050
A press release indicated that IMbrave050, which compared adjuvant therapy with atezolizumab 
+ bevacizumab vs active surveillance, met its primary endpoint of RFS
> Experts are very interested to see the full data from this study when presented, especially since 

previous adjuvant studies have been negative

Dr Shah:
We used to think [ICIs] were 
the same, but I think that 
they're unlikely to be the same. 
It would take a lot of very 
nuanced studies to understand 
the nuances about where 
some are better than others. 

“
“



Experts Discussed Localized Therapies for HCC

RADIATION
Although the CCTG HE.1 study investigating single-dose palliative radiation for symptomatic 
end-stage HCC was positive, experts do not find the data compelling enough to change 
practice, noting the short follow-up and the potential for a placebo effect with the pain scores 
> Experts perceive that there is a role for radiation in the management of HCC, particularly in earlier 

stages and in the palliative setting for metastatic disease

TACE
Experts questioned the applicability of results of adjuvant sorafenib + TACE in a Western 
population, noting that the trial was conducted primarily in China, and TACE is not used widely 
in the US
> They also noted that a previous trial of sorafenib alone in the adjuvant setting failed, suggesting 

any benefit may be driven by TACE

Dr Bekaii-Saab:
I think the role of radiation . . . 
is that this is a potential 
radiosensitive disease, but 
does radiation really add much 
value? I think that at this point 
in time, there is not much value 
added. 

“
“



Congress Highlights
Gastric and Gastroesophageal Junction (GEJ) 
Cancers – Chemotherapy and Targeted Therapy



Neo-AEGIS (Neoadjuvant Trial in Adenocarcinoma of the Esophagus and 
Esophago-Gastric Junction International Study): Final primary analysis
Lowery et al. 2023, ASCO GI 295

STUDY POPULATION AND METHODS
> 377 pts with cT2-3N0-3M0 adenocarcinoma of the esophagus and 

esophagogastric junction (AEG)
> Pts were randomized to chemoradiation with the CROSS regimen

vs perioperative chemotherapy (MAGIC or FLOT)
− 85% of pts in the chemotherapy arm received the MAGIC 

regimen

OUTCOMES
> 3-year estimated OS was 57% with CROSS and 55% with 

perioperative chemotherapy (HR=1.03; 95% CI: 0.77–1.38)
> There were more R0 resections with CROSS (95% vs 82%; P <.05)
> CROSS also resulted in more pathologic downstaging and 

pathologic complete responses
> There were no significant differences between the arms with 

regard to operative complications, in-hospital mortality, or severity 
of the complications

EXPERT CONCLUSIONS
> It is challenging to try to interpret these results in the context of the rapidly evolving field, where MAGIC is really not the standard-of-care 

perioperative chemotherapy any longer

OVERALL SURVIVAL



Five-year follow-up a phase III trial comparing 4 and 8 courses of S-1 
adjuvant chemotherapy for stage II gastric cancer: JCOG1104 (OPAS-1)
Nunobe et al. 2023, ASCO GI 381

STUDY POPULATION AND METHODS
> 590 pts with pathologic stage 2 gastric cancer (excluding T1N2–3 

and T3N0) who underwent R0 resection with D1+/D2 lymph node 
dissection

> Pts were randomized to 6 months or 1 year of adjuvant S-1

OUTCOMES
> Enrollment was stopped early and the study was closed at the first 

interim analysis because of futility
> 5-year RFS was 87.7% with 1 year of S-1 and 85.6% with 6 

months of S-1 (HR=1.265; 95% CI: 0.846–1.892)
> 5-year OS was 89.7% and 88.6%, respectively (HR=1.121; 95% 

CI: 0.719–1.749)

EXPERT CONCLUSIONS
> Although the HRs were within the noninferiority limits in this analysis, the authors still concluded that 1 year of adjuvant S-1 should remain 

standard for stage 2 gastric cancer
> Application of these data to treatment of patients in the United States is limited because S-1 is not used here, and the preferred adjuvant 

treatments are CAPOX/FOLFOX 

RFS AND OS



SPOTLIGHT: Zolbetuximab + mFOLFOX6 as 1L treatment for 
CLDN18.2+/HER2− unresectable or mG/GEJ adenocarcinoma
Shitara et al. 2023, ASCO GI LBA292

STUDY POPULATION AND METHODS
> 565 pts with previously untreated CLDN18.2-positive (moderate-

to-strong membrane staining in ≥75% tumor cells by IHC)/HER2-
negative unresectable or metastatic gastric/GEJ adenocarcinoma

− 2735 pts were screened initially
> Pts were randomized to mFOLFOX6 ± the anti-CLDN18.2 mAb 

zolbetuximab

OUTCOMES
> mOS was significantly improved with zolbetuximab (18.23 vs 

15.54 months; HR=0.750; P=.0053)
> mPFS was also improved with zolbetuximab (10.61 vs 8.67 

months; HR=0.751; P=.0066)
− Most predefined subgroups benefited, with trends for more 

benefit in Asian populations and primary stomach cancers
> Nausea, vomiting, and decreased appetite were the most common 

side effects in the experimental arm

EXPERT CONCLUSIONS
> Keeping in mind the limitations of cross-trial comparison, the OS and PFS reported in the SPOTLIGHT trial are higher than that previously 

reported in CheckMate 649 and even KEYNOTE-590; however, the control arm in this study also had a higher survival rate compared with 
historic controls 

OVERALL SURVIVAL



INTEGRATE IIa: A phase III study of regorafenib vs placebo in refractory 
advanced gastro-oesophageal cancer
Pavlakis et al. 2023, ASCO GI LBA294

STUDY POPULATION AND METHODS
> 251 pts with locally advanced or metastatic gastroesophageal 

cancers with ≥2 prior lines of therapy with a platinum agent + 
fluoropyrimidine

> Pts were randomized to BSC ± regorafenib

OUTCOMES
> mOS: 4.5 with regorafenib vs 4.0 months with BSC alone; 

HR=0.70; P=.011 
> mPFS: 1.8 vs 1.6 months; HR=0.53; P <.0001

− Benefit was observed in all prespecified subgroups, including 
pts previously treated with a VEGF-targeted inhibitor (40%)

> Regorafenib also delayed deterioration of QOL
> The toxicity profile was similar to that seen previously  

EXPERT CONCLUSIONS
> Regorafenib is a new potential therapy option for refractory gastric/GE cancers, with modest clinical benefit for fit patients; novel combinations 

to improve its efficacy are worth exploring and are underway

OVERALL SURVIVAL



Key Insights
Gastric and Gastroesophageal Junction (GEJ) 
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Experts Debated Perioperative Therapies for 
Gastric/GEJ/Esophageal Cancers
Neo-AEGIS
The Neo-AEGIS trial demonstrated OS equivalency between CROSS (preoperative 
chemoradiation) and perioperative chemotherapy for esophageal and GEJ cancers 
> However, experts noted that 85% of patients in the perioperative arm received the MAGIC regimen 

rather than FLOT, which is now considered to be superior; additionally, only 40% of patients 
received adjuvant chemotherapy

> The ESOPEC trial is a head-to-head comparison of contemporary regimens: CROSS vs 
perioperative FLOT

> The TOPGEAR trial is investigating addition of chemoradiation to perioperative chemotherapy

JCOG 1104 
Experts noted that the JCOG 1104  study is not applicable in the US because S-1 is not 
available; capecitabine is perceived to be essentially equivalent
> The preferred adjuvant treatment in the US after upfront surgery 

− CAPOX/FOLFOX per CLASSIC trial if D2 dissection
− Chemoradiation with < D2 dissection

> Experts perceive 6 months of adjuvant chemotherapy with a doublet to be sufficient; if the patient is 
not cured within that period, more chemotherapy only delays, but does not prevent, recurrence

Dr Ilson:
I think if you're worried about 
margins and local recurrence, 
[Neo-AEGIS argues equipoise, 
but the pathologic endpoints 
favor chemoradiation. 

“ “



Experts Discussed Targeting CLDN18.2 in 
Advanced/Metastatic Gastric/GEJ Cancers
SPOTLIGHT TRIAL
Experts were very enthusiastic about the SPOTLIGHT data, and expect zolbetuximab + 
chemotherapy to become a new first-line option once approved
> Experts see a niche for zolbetuximab + first-line chemotherapy specifically in patients with 

CLDN18.2-positive and PD-L1–negative gastric/GEJ cancers
− A press release indicated that the GLOW study evaluating zolbetuximab + CAPOX was also 

positive
− For patients with both PD-L1–positive and CLDN18.2-positive cancers, most experts would 

still opt for immunotherapy first-line, and await data from combination studies
> Experts emphasized that this combination has not been tested as a later-line therapy, and 

zolbetuximab monotherapy was inactive in previously treated patients
− Optimal sequencing or combinations with HER2-directed therapies and/or immunotherapy 

are worth further study 

Testing for CLDN18.2 will need to be added to the list of essential biomarkers, along with HER2, 
PD-L1, and MSI
> Pathologists will need training on how to assess and read CLDN18.2 tests
> Experts indicated that they prioritize IHC testing of biopsies and send samples for NGS if there is 

enough tissue, or send a blood sample 

The GI-associated toxicities are expected because CLDN18.2 is expressed primarily in the stomach
> Severe nausea was observed primarily in early cycles and then diminished
> Optimizing the early management of nausea is essential

Dr Ilson:
This is a drug that really 
shouldn't be pursued later-line.  
We really have no data, except 
the monotherapy looked very 
inactive. It really seems to be 
needed to be given with 
chemotherapy. I think it's going 
to become a new first-line 
standard. 

“
“



Experts Discussed Treatment Options for Refractory 
Gastric/GEJ Cancers
REGORAFENIB
Considering the limited treatment options for refractory gastric/GEJ cancers, experts can see a 
role for regorafenib in later-line therapies for patients who remain fit enough to continue 
treatment
> Benefit is perceived to be modest with this agent in the refractory setting, and most patients with 

gastric/GEJ junctions are too ill for third- or fourth-line therapy
> Experts indicated they would use dose-escalation with regorafenib
> An ongoing trial is evaluating regorafenib in combination with nivolumab Dr Bekaii-Saab:

The answer is yes for some. It 
does provide benefits. Again, 
it's another disease where 
VEGF is relevant for many of 
those patients. So regorafenib 
seems to consistently benefit 
patients vs [BSC], so it's 
another option if you can get 
away with it. 

“
“
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Rationale 305: Phase III study of chemotherapy ± tislelizumab 1L 
treatment of advanced GC/GEJC
Moehler et al. 2023, ASCO GI 286

STUDY POPULATION AND METHODS
> Pts with previously untreated, unresectable locally advanced or 

metastatic GC/GEJC, regardless of PD-L1 expression, were enrolled
− Pts were randomized to first-line chemotherapy ±

tislelizumab
> Current analysis focused on 546 pts in the PD-L1–positive 

subpopulation
− PD-L1 positivity was defined as PD-L1 TAP score ≥5%

OUTCOMES
> The addition of tislelizumab significantly improved mOS: 17.2 vs 

12.6 months; HR=0.74; P=.0056
> Other endpoints improved with tislelizumab

− mPFS: 7.2 vs 5.9 months; HR=0.67 (95% CI: 0.55–0.83)
− ORR: 50.4% vs 43.0%
− mDOR: 9.0 vs 7.1 months

EXPERT CONCLUSIONS
> The observations from this study are very consistent with the other first-line trials of anti–PD-1 drugs
> Outcomes in the PD-L1–low patients are awaited

OVERALL SURVIVAL



Chemotherapy ± nivolumab as 1L treatment for advanced GC/GEJC/EAC: 
3-year follow-up from CheckMate 649
Janjigian et al. 2023, ASCO GI 291

STUDY POPULATION AND METHODS
> 1581 pts with previously untreated, unresectable advanced or 

metastatic GC/GEJC/EAC, regardless of PD-L1 status
> Pts were randomized to first-line chemotherapy ± nivolumab

OUTCOMES
> Prior analysis showed superior OS and PFS with the addition of 

nivolumab, leading to regulatory approvals for this indication
− No benefit was observed in the ipilimumab + nivolumab arm

> The current analysis was conducted at 36 months of follow-up
− mOS was 13.7 vs 11.6 months in the overall population 

(HR=0.79; 95% CI: 0.71–0.88)
− mOS was 14.4 vs 11.1 months in the CPS ≥5 subpopulation 

(HR=0.70; 95% CI: 0.61–0.81)
− The forest plot showed that benefit was restricted to pts with 

a CPS score ≥5

EXPERT CONCLUSIONS
> With 36-months of follow-up, these data look virtually identical to what was presented earlier
> It is important to see that the tail on the OS curve persists, so these are patients obtaining durable long-term benefit from this treatment 

OVERALL SURVIVAL



NIVO + chemo or IPI vs chemo as 1L treatment for advanced ESCC: 29-
month (mo) follow-up from CheckMate 648
Kato et al. 2023, ASCO GI 290

STUDY POPULATION AND METHODS
> 970 pts with previously untreated, unresectable advanced, 

recurrent, or metastatic esophageal squamous cell carcinoma 
(ESCC)

> Pts were randomized to first-line chemotherapy, chemotherapy + 
nivolumab, or nivolumab + ipilimumab

OUTCOMES
> Previously reported data showed superior OS with the nivo + 

chemo and nivo-ipi arms compared with chemo alone
> The current analysis was conducted at 29 months of follow-up

− Nivo + chemo and nivo + ipi continue to show improvement 
in OS vs chemo, including higher 24-mo OS rates, in pts 
with tumor cell PD-L1 ≥1% and in all randomized pts

• Only 10% of pts were PD-L1 <1%

EXPERT CONCLUSIONS
> Benefit from either nivolumab regimen appears to be restricted to those with PD-L1 ≥1% by either TPS or CPS score
> In the IO-IO arm, there is an initial survival detriment for a checkpoint inhibitor therapy alone, which is then counterbalanced by the sustained 

survival improvement seen later

OVERALL SURVIVAL



INFINITY: A phase II trial of tremelimumab and durvalumab as 
neoadjuvant treatment of MSI-high resectable GAC/GEJAC
Pietrantonio et al. 2023, ASCO GI 358

STUDY POPULATION AND METHODS
> 15 pts with MSI/dMMR resectable cT2–4 any N GAC/GEJAC
> Pts were treated with 3 months of tremelimumab + durvalumab as 

neoadjuvant therapy prior to surgery

OUTCOMES
> The pCR rate was 60%, with 80% of pts achieving a major or 

complete pathologic response
> pCR rate was 1/6 (17%) in T4 vs 8/9 (89%) in T2–3 tumors 

(P=.011)
> Grade ≥3 immune-related AEs occurred in 3 pts: colitis, 

pneumonitis, liver toxicity; all resolved with high-dose steroids and 
did not impair surgery

> 2 pts died after surgery, unrelated to disease or AEs
> No disease relapses have been observed in remaining pts

EXPERT CONCLUSIONS
> This and other similar trials, such as NICHE-2 and NEONIPIGA, are stimulating debate about whether non-operative management should be 

considered in these patients with MSI-H resectable tumors who achieve clinical complete responses with IO therapies

RESPONSE RATE



HERIZON: A phase II study of HER-Vaxx (IMU-131) + chemotherapy in 
HER2-overexpressing metastatic or advanced G/GEJ adenocarcinoma
Maglakelidze et al. 2023, ASCO GI 289

STUDY POPULATION AND METHODS
> 36 pts with HER2-positive (IHC 3+ or 2+/ISH positive) metastatic 

or advanced gastric/GEJ adenocarcinoma who were naive to 
HER2 therapy

> Pts were randomized to standard chemotherapy ± HER-Vaxx, a B-
lymphocyte–stimulating HER2 vaccine

OUTCOMES
> There was a trend toward improved OS in pts who received HER-

Vaxx (mOS: 13.9 vs 8.3 months; HR=0.580; P=.066)
> Median DOR was also longer with the vaccine: 30 vs 19 weeks
> There was no difference in safety between the 2 treatment arms

EXPERT CONCLUSIONS
> Provocative data showing safety and tolerability, suggesting this may be an agent to study in combination regimens or as an adjuvant strategy
> One caveat is that the SOC chemotherapy was just chemotherapy, so patients did not receive trastuzumab ± pembrolizumab

RESPONSE DURABILITY
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Experts Discussed First-Line Immunotherapy for Unresectable 
Gastric/GEJ and Esophageal Cancers
GASTRIC/GEJ ADENOCARCINOMAS
The update of CheckMate 649 evaluating nivolumab + first-line FOLFOX for gastric/GEJ 
adenocarcinomas continues to show improvement in OS with 36-month follow-up 
> Subset analysis showed that significant benefit from nivolumab appears to be restricted to tumors 

with CPS score ≥5%
> Importantly, the tail on the OS curve persists, with 20% survival at 3 years

The results of RATIONALE-305 with tislelizumab are consistent with other first-line trials of 
anti–PD-1 mAbs in gastric/GEJ cancers 

SQUAMOUS ESOPHAGEAL CANCER
29-month follow-up of CheckMate 648, which evaluated nivolumab + either chemotherapy or 
ipilimumab vs chemotherapy alone as first-line therapy for advanced squamous esophageal 
cancer, showed robust improvement in OS with both nivolumab arms
> Benefit appeared to be restricted to tumors with PD-L1 expression ≥1%, with a diminution of 

benefit in tumors with <5% expression
> Experts noted that only 10% of tumors in this trial were PD-L1 <1%, compared with 40%–50% in 

trials of adenocarcinomas, suggesting that IO therapy will have efficacy in most squamous 
esophageal cancers

Dr Ilson:
Checkpoint inhibitors work first-
line in gastric cancer, and we 
can add tislelizumab to the list.  
There's a preferential benefit in 
CPS 5% or higher, and the 
[CheckMate] follow-ups show a 
sustained benefit, which 
indicates arguably durable 
disease control with upfront 
use of checkpoint inhibitors. 

“
“



Experts Debated Neoadjuvant Therapy for Localized MSI-H GI 
Cancers
PREOPERATIVE IO-IO THERAPY
The INFINITY results with neoadjuvant durvalumab + tremelimumab for resectable MSI-H 
gastric/GEJ adenocarcinomas are consistent with those from NICHE-2 and NEONIPIGA that 
showed similarly robust pCR rates with IO-IO preoperative therapy in MSI-H colon and 
gastric/GEJ cancers
> There were 2 postsurgical deaths, raising the question of whether non-operative management may 

be feasible in patients who achieve pCRs

Experts were not ready to assert that IO therapy should be the control arm in future studies of 
localized MSI-H GI cancers
> The phase III KEYNOTE-585 study is evaluating chemotherapy ± pembrolizumab as 

neoadjuvant/adjuvant treatment for localized gastric/GEJ adenocarcinoma, and the phase III 
MATTERHORN trial is investigating neoadjuvant-adjuvant durvalumab and FLOT chemotherapy 
followed by adjuvant durvalumab monotherapy in patients with resectable G/GEJ cancers

− Subset analyses for MSI-H cancers in these trials could provide more data on efficacy in this 
subgroup

> Some experts are using chemotherapy + IO for these patients, due to concern that IO alone may 
not be sufficient

> Additional biomarkers are needed to identify those patients who do not respond to neoadjuvant IO 
therapy

Dr Ilson:
The other takeaway is the 
INFINITY trial provides more 
ammunition for looking at 
neoadjuvant checkpoint 
inhibitor therapies in a non-
operative setting, particularly in 
cancers that have high morbid, 
high mortal surgeries. 

“
“



Experts Considered the Potential of a HER2-Targeted Vaccine 
for HER2-Positive G/GEJ Cancers
HERIZON DATA
Experts agreed that the results with the HER-Vaxx vaccine in the HORIZON trial are promising 
for HER2-positive esophagogastric cancers, but that this trial is not definitive
> While there was some criticism of the trial because the comparator arm did not contain a HER2-

targeted mAb, other experts noted that globally, many patients do not have access to trastuzumab 
or pertuzumab, and this could potentially be an affordable therapy if it continues to demonstrate 
efficacy

> Other HER2 vaccine studies have also shown production of polyclonal antibodies with activity 
similar to trastuzumab 

In the US, trastuzumab and pertuzumab are considered standard of care for HER2-positive 
gastric/GEJ cancers

Dr Morse:
I'm inclined to believe there's 
something here even though 
the study has a lot of problems, 
small numbers, almost 
certainly some biases that are 
affecting one arm vs the other 
arm. . . . I think there is 
something here, but this is not 
the study, obviously, to give us 
all the answers.

“
“
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