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Meeting Snapshot

DATE: 
2 November 2023

PANEL: Key experts 
in GI cancers
> 3 from the US 
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Meeting Agenda (1/2)
Time (MST/CET) Topic Speaker/Moderator
8.00 AM – 8.05 AM
15.00 – 15.05 Welcome and Introductions Tanios S. Bekaii-Saab, MD, FACP

8.05 AM – 8.15 AM
15.05 – 15.15 CRC – Including Targeted Therapy Chiara Cremolini, MD, PhD

8.15 AM – 8.30 AM
15.15 – 15.30 Key Questions and Topics for Discussion Tanios S. Bekaii-Saab, MD, FACP

8.30 AM – 8.40 AM
15.30 – 15.40 MSS and MSI-H CRC Joleen Hubbard, MD

8.40 AM – 8.55 AM
15.40 – 15.55 Key Questions and Topics for Discussion Tanios S. Bekaii-Saab, MD, FACP

8.55 AM – 9.00 AM
15.55 – 16.00 Key Takeaways: CRC Including Targeted Therapy + MSS and MSI-H CRC Joleen Hubbard, MD, and 

Chiara Cremolini, MD, PhD

9.00 AM – 9.10 AM
16.00 – 16.10

Gastric and GEJ Cancers
Early disease Elizabeth Smyth, MD

9.10 AM – 9.25 AM
16.10 – 16.25 Key Questions and Topics for Discussion Tanios S. Bekaii-Saab, MD, FACP

9.25 AM – 9.30 AM
16.25 – 16.30 Break



Meeting Agenda (2/2)
Time (MST/CET) Topic Speaker/Moderator
9.30 AM – 9.40 AM
16.30 – 16.40

Gastric and GEJ Cancers
Metastatic disease Julien Taieb, MD, PhD

9.40 AM – 9.50 AM
16.40 – 16.50

Gastric and GEJ Cancers
Metastatic disease Dirk Arnold, MD, PhD

9.50 AM – 10.15 AM
16.50 – 17.15 Key Questions and Topics for Discussion Tanios S. Bekaii-Saab, MD, FACP

10.15 AM – 10.20 AM
17.15 – 17.20 Key Takeaways: Gastric and GEJ Cancers Elizabeth Smyth, MD; Julien Taieb, 

MD, PhD; Dirk Arnold, MD, PhD

10.20 AM – 10.30 AM
17.20 – 17.30 Pancreatic Cancer Philip A. Philip, MD, PhD

10.30 AM – 10.35 AM
17.30 – 17.35 Biliary Tract Cancer Gerald Prager, MD 

10.35 AM – 10.55 AM
17.35 – 17.55 Key Questions and Topics for Discussion Tanios S. Bekaii-Saab, MD, FACP

10.55 AM – 11.00 AM
17.55 – 18.00 Key Takeaways: Pancreatic Cancer and Biliary Tract Cancer Philip A. Philip, MD, PhD, and 

Gerald Prager, MD

11.00 AM
18.00 Summary and Closing Remarks Tanios S. Bekaii-Saab, MD, FACP



Congress Highlights
CRC – Including Targeted Therapy



The PEGASUS trial: post-surgical liquid biopsy-guided treatment of stage III and high-risk stage 
II colon cancer patients
Lonardi S, et al. LBA28

BACKGROUND
> Retrospective studies demonstrated an impressive prognostic impact of circulating tumor DNA 

(ctDNA, LB) positivity on colon cancer relapse after radical resection as proxy of minimal 
residual disease (MRD). Initial evidence is accumulating that in some patients (pts), adjuvant 
treatment does not clear ctDNA and this associates with relapse. PEGASUS was designed to 
prove the feasibility of using LB to guide the postsurgical and postadjuvant clinical 
management of stage II-T4N0/III CC. Primary endpoint was the number of postsurgery false-
negative cases, defined as pts with 2 consecutive negative LB experiencing disease relapse 
(accepted <14 relapses)

OUTCOME
> 35 pts were included. Postsurgery ctDNA was detected in 26% pts, of whom 34% experienced 

relapses, while 10% of LB-negative pts experienced relapsed, defined as false negatives
> ctDNA positivity was associated with a clear increase in the risk of relapse. After 3 mo of 

CAPOX, 31% of LB-positive pts were converted to LB negative, but 36% experienced relapse. 
Of the LB-positive pts receiving FOLFIRI after CAPOX, 46% were converted to LB negative, 
remaining relapse free at the time of analysis, thus suggesting an effect of FOLFIRI in the 
MRD setting

EXPERT CONCLUSIONS
> “A lot of pts did not have a minimum follow-up of 24 months, so we are not able to definitely 

evaluate if the primary endpoint of PEGASUS trial was met or not. However, the sensitivity of 
the test is quite good, 10%, and this is good for a blood-based-only assay that is not tissue 
informed”

> “The test is able to offer prognostic information better than the information provided by the 
clinical prognostic factors that we use in our daily management of these pts”

> “Most adjuvant FOLFORI MRD clearance was quite good, 46%”

10 Recurrences in ctDNA-Negative Patients

Time to Relapse According to ctDNA



Sotorasib plus panitumumab versus standard-of-care for chemorefractory KRAS G12C-mutated 
metastatic colorectal cancer (mCRC): CodeBreak 300 phase 3 study
Pietrantonio F, et al. LBA10

BACKGROUND
> The first phase III primary results for sotorasib (soto), a KRAS G12C inhibitor, + 

panitumumab (pani), an anti-EGFR antibody, vs standard of care (SOC) in pts with 
chemo-refractory KRAS G12C-mutated mCRC, were reported

OUTCOME
> The study met its primary endpoint. Both soto + pani arms demonstrated statistically 

significant superior PFS compared with SOC. OS was immature at data cutoff. 
> Grade ≥3 TRAEs that occurred in ≥5% pts were dermatitis acneiform (11.3%), 

hypomagnesemia (5.7%), and rash (5.7%) for soto960 + pani; hypomagnesemia 
(7.5%), diarrhea (5.7%) for soto240 + pani; and neutropenia (23.5%), anemia (5.9%), 
and hypertension (5.9%) for SOC. There were no fatal TRAEs

EXPERT CONCLUSIONS
> “The most interesting results were achieved in the sotorasib 960-mg arm in 

combination with the anti-EGFR”
> “Clear signals of activity were found in terms of RECIST response rate and reduction 

in the volume of measured lesions”
> “Treatment is quite well tolerated, and GI adverse events and skin-related AEs are 

those that occurred with a low frequency at grade 3-4, but are those most relevant 
for this combination”

Sotorasib 960 mg + 
Panitumumab

(n = 53)

Sotorasib 240 mg 
+ Panitumumab

(n = 53)

Investigator’s 
Choice
(n = 54)

Median PFS, months 5.6 3.9 2.2

HR (95% CI) 0.49 (0.30, 0.80) 0.58 (0.36, 0.93) –

P value (2-sided) .006 .030 –

Sotorasib 960 mg + 
Panitumumab

(n = 53)

Sotorasib 240 mg + 
Panitumumab

(n = 53)

Investigator’s Choice
(n = 51)

All Grade ≥3 All Grade ≥3 All Grade ≥3

TRAEs, n (%) 50 (94) 19 (35) 51 (96) 16 (30) 42 (82) 22 (43)

Hypomagnesemia 15 (28) 3 (6) 16 (30) 4 (8) 1 (2) 0

Rash 15 (28) 3 (6) 13 (24) 1 (2) 1 (2) 0

Dermatitis acneiform 12 (23) 6 (11) 20 (38) 2 (4) 1 (2) 0

Diarrhea 11 (21) 2 (4) 10 (19) 3 (6) 10 (20) 0

Dry skin 10 (19) 0 12 (23) 0 0 0

Nausea 6 (11) 1 (2) 9 (17) 2 (4) 15 (29) 1 (2)

Anemia 1 (2) 1 (2) 4 (8) 1 (2) 10 (20) 3 (6)

Neutropenia 0 0 0 0 16 (31) 12 (24)



Panitumumab (P) + FOLFIRINOX or mFOLFOX6 in unresectable metastatic colorectal cancer 
(mCRC) patients (pts) with RAS/BRAF wild-type (WT) tumor status from circulating DNA (cirDNA). 
First results of the randomized phase II PANIRINOX-UCGI28 study
Mazard T, et al. LBA30

BACKGROUND
> For shrinkage of RAS/BRAF WT tumors, anti-EGFR antibodies + triplet chemo have 

shown promising results in phase I-II trials. Ultrasensitive cirDNA analysis, as those 
with IntPlex® technology, might result in better selection of super-responders to anti-
EGFR–based therapies. The aim of PANIRINOX was to study the complete response 
(CR) rate obtained with panitumumab + FOLFIRINOX = Arm A or standard mFOLFOX6 
= Arm B, in pts with cirDNA-based RAS/BRAF V600E WT, unresectable mCRC tumors

OUTCOME
> Primary endpoint was the CR rate according to RECIST 1.1 (central review) and CEA 

normalization (60 pts in Arm A needed with at least 4 successes; Arm B as internal 
control). Secondary endpoints included PFS and OS. With 5 pts achieving CR in arm A 
and 95% CI including predetermined hypothesis in arm B, the study met its primary 
objective in strata 2 (non–liver-limited disease)

EXPERT CONCLUSIONS
> “The primary endpoint was met, but although the trial was not designed for a comparison between arms, no significant differences were 

observed between the arms in terms of ORR and PFS. An interesting signal in favor of the triplet + panitumumab was observed”



First-line systemic treatment in patients with initially unresectable colorectal cancer liver 
metastases (CRLM): overall survival of the phase III CAIRO5 study of the Dutch Colorectal 
Cancer Group
Punt CJ, et al. LBA27

BACKGROUND
> CAIRO5 aimed to find the optimal systemic induction regimen to convert initially 

unresectable colorectal cancer liver mets to local treatment (ablation, 2-stage surgery, 
and portal vein embolization). Previously, it was shown that for pts with right-sided and/or 
RAS/BRAF V600E-mutated tumors, PFS was significantly longer and complete local 
treatment (R0/R1 resection and/or ablation) higher with FOLFOXIRI (arm B) vs 
FOLFOX/FOLFIRI (arm A), both + bevacizumab. For pts with left-sided and RAS/BRAF 
V600E wild-type tumors, these parameters were not different between adding 
bevacizumab (arm C) or panitumumab (arm D) to FOLFOX/FOLFIRI

OUTCOME
> Between Nov 2014 and Jan 2022, 530 pts were randomized in 47 centers. Median follow-

up was 57 mo. Median OS in arm A vs B was 23.6 vs 24.1 mo (HR, 0.92; P = .52). 
Median OS in arm C vs D was 40.4 vs 38.3 mo (HR, 1.02; P = .89). Recurrence within 6 
mo after complete local treatment occurred in 49% vs 39% pts in arm A vs B (P = .28), 
and 42% vs 39% pts in arm C vs D (P = .73)

EXPERT CONCLUSIONS
> “In both groups there were no clear winners, but the trial was not powered for OS”

Median OS
24.1 months
23.6 months

Median OS
40.4 months
38.3 months

Right-sided and/or RAS/BRAF mut

Left-sided and/or RAS/BRAF wt



Key Insights
CRC – Including Targeted Therapy



CRC – Including Targeted Therapy (1/3)
ctDNA in CRC

> Following the presentation from the PEGASUS trial (LBA28), experts from the US and EU agreed that ctDNA is very interesting to examine 
MRD but is still a developing field in the adjuvant setting, and additional data from clinical trials are needed before incorporating this method 
into clinical practice. Additionally, the technology must be refined for detection of residual ctDNA: “We have more to do before we use ctDNA 
as an endpoint in clinical trials and in terms of making decisions on patients”

> The CIRCULATE international group comprises at least 25 ongoing trials in the adjuvant setting, which will generate a lot of data, although it 
will take some time for adjuvant trials to meet mature endpoints

> In some instances in the US, ctDNA has also been used in the metastatic setting to monitor responses to immunotherapy given over 
prolonged periods of time, but is still in the early stages of use: “We go up to 2 years with immunotherapy, and the question is can we cut it 
down to 1 year if the ctDNA is consistently negative?”

> In Europe, access to ctDNA testing is mostly confined to large academic centers. In France, it has been used in daily practice in instances 
where access to tissue is a challenge, or to test for RAS mutations when rechallenge with anti-EGFR antibodies is a consideration



CRC – Including Targeted Therapy (2/3)
First-line treatment of mCRC

CAIRO5 (LBA27) 
> “I think there is a problem with CAIRO. I don't know if it is the [study] population, the way patients were managed in the Netherlands, maybe 

we have to discuss more and analyze more in-depth the results of this trial”
> The data from CAIRO5 are not deemed representative of what many other trials have shown across the world regarding treatment of left-

sided RAS/BRAF V600E wild-type tumors, and that have established the overall survival superiority of doublet chemo + anti-EGFR 
monoclonal antibody in this disease: “These results cannot erase all the results we have had for multiple trials across the world. Now we have 
trials showing the superiority of EGFR inhibitors in RAS/BRAF wild-type patients and mostly in left-sided patients in Japan, US, and EU.” It 
was noted that only if detailed molecular profiling of the tumor showed intrinsic resistance to anti-EGFR treatment would anti-EGFR 
antibodies be avoided in the first line in this group of patients

> Regarding right-sided RAS/BRAF V600E-mutated tumors, the view among the European experts was split. A couple of experts noted that, 
despite the OS data, FOLFIRINOX remains the preferred option for right-sided RAS/BRAF V600E-mutated tumors. Another expert 
questioned its use for all the patients in this group. However, it was emphasized that the trial was not powered to discern a difference in OS, 
whereas there was a clear difference in response rate, resection rate, and PFS, which was the primary endpoint of the study, thereby 
indicating it is a positive trial

> The trial is considered interesting for having included patients with liver mets: “Maybe we have to go more in-depth. This is a very trendy 
topic, also because we know that in MSS and MSI-H, immunotherapy may work differently with liver mets and non-liver mets patients”

UCGI 28 PANIRINOX trial (LBA30) 
> It was noted that the triplet regimen (FOLFIRINOX) in the UCGI 28 PANIRINOX trial (LBA30) should not be recommended as first line for 

patients with RAS/BRAF V600E wild-type tumors, as intensifying treatment does not lead to a better clinical response, and GI toxicities worsen
> “This is a confirmation that we are not able to increase the response rate by intensifying the chemotherapy, especially when we let the anti-

EGFR work in the best way in patients with left-sided RAS/BRAF wild-type tumors”



CRC – Including Targeted Therapy (3/3)
KRAS G12C-mutated mCRC

CodeBreaK 300 (LBA10) 
> The data are considered practice changing for this small group of patients: “I would like to think the results are practice changing; I mean, the 

bar is pretty low in third- line when you are comparing regorafenib and Lonsurf [trifluridine/tipiracil]”
> However, the regimen may face reimbursement challenges in some countries in Europe (eg, UK or France), unless there are mature overall 

survival data: “I am not sure it would get funding approval, given the small numbers in the UK.” “In France, if OS is not impacted by sotorasib, 
I think the reimbursement will be complex.” “I am not sure whether this will be enough for the routine use of this treatment option in the daily 
practice in the European Union”



Congress Highlights
MSS and MSI-H CRC



Neoadjuvant nivolumab plus relatlimab (anti-LAG3) in locally advanced MMR-deficient colon 
cancers: the NICHE-3 study
Verschoor YL, et al. LBA31

BACKGROUND
> Neoadjuvant immunotherapy has shown promising responses in various tumor types. In the 

NICHE-2 study, neoadjuvant nivolumab-ipilimumab in MMR-deficient (dMMR) colon cancers 
resulted in 95% major pathologic responses (MPR), including 67% pathologic complete 
responses (pCR) within 6 wk of treatment. In melanoma pts, nivolumab-relatlimab has 
shown a favorable toxicity profile and promising efficacy in the neoadjuvant setting. This 
regimen was investigated in pts with nonmetastatic dMMR colon cancer 

OUTCOME
> The primary endpoint was pathologic response rate. The prespecified analysis of pathologic 

response from stage 1 was presented. A total of 19 pts were treated and underwent surgery 
without delays. With a median of 7.4 wk between the first dose and surgical resection, the 
treatment resulted in a 79% pCR rate, 89% MPR rate, and 100% overall pathologic 
response rate among 19 pts

> Grade 1-2 immune-related adverse events (irAEs) were observed in 14/19 pts (74%). 
Endocrinopathy for which supplementation was required was observed in 4 (21%) pts

> There were no grade 4-5 irAEs

CONCLUSIONS
> NICHE-3 is the first study showing safety and efficacy of neoadjuvant nivolumab-relatlimab 

in pts with dMMR colon cancer, with a pathologic response in all pts, including 79% pCR. 
Accrual is currently ongoing in stage 2, in which an additional 40 pts will be treated

Patient Characteristics (n = 19)

T stage

T2 5%

T3 58%

T4 37%

N stage
N neg 26%

N pos 74%

Pathologic Response: 100%

Pathologic Response Rates (n = 19)

Partial
≤50% viable tumor 2 (11%)

Major
≤10% viable tumor 17 (89%)

Complete 15 (79%)



Pembrolizumab versus chemotherapy in microsatellite instability-high (MSI-H)/mismatch repair-
deficient (dMMR) metastatic colorectal cancer (mCRC): 5-year follow-up of the randomized phase 
3 KEYNOTE-177 study
Shiu KK, et al. LBA32

OS Results After 73.3 MonthsBACKGROUND
> In the phase III KEYNOTE-177 (NCT02563002) study, pembro vs chemo improved PFS 

and showed a trend toward improved OS in MSI-H/dMMR mCRC, supporting pembro as 
first-line therapy. Efficacy and safety at 5 yr of follow-up were reported

OUTCOME
> Median OS was 77.5 mo with pembro vs 36.7 mo with chemo. The 5-yr OS rate was 

54.8% in the pembro arm and 44.2% in the chemo arm. The 5-yr PFS rates were 34.0% 
and 7.6%, respectively. Median DOR was 75.4 mo with pembro vs 10.6 mo with chemo; 
85.7% and 33.6% of pts had DOR ≥24 mo, respectively 

> TRAEs occurred in 79.7% of pts who received pembro and 98.6% who received chemo; 
grade 3-5 TRAEs occurred in 21.6% and 67.1% of pts, respectively

EXPERT CONCLUSIONS
> “The OS is quite remarkable, given the high crossover rate”
> “What I thought was very interesting is that authors acknowledged the problem up front 

with identifying those patients with dMMR who are not going to respond to 
immunotherapy. However, if they do respond, there is a very prolonged duration of 
response. It is quite remarkable”

> “It is always good to point out the infusion-related reactions grade 3-5 were 10% in the 
immunotherapy vs 2% in the standard-of-care arm”



A phase II clinical trial of sintilimab plus chidamide combined with or without bevacizumab in 
patients with MSS/pMMR metastatic colorectal cancer
Wang F, et al. 556MO

BACKGROUND
> Immune checkpoint inhibitors (ICI) have shown significant clinical benefit for pts with MSI-

H/dMMR mCRC. However, the majority of pts with MSS/pMMR mCRC show no response 
to immunotherapy, and better combinations are currently lacking. On the basis of
preclinical research, a study was designed to explore whether the ICI sintilimab combined 
with an HDAC inhibitor, chidamide, with or without bevacizumab, would show efficacy in 
pts with MSS/pMMR mCRC

OUTCOME
> The primary endpoint was PFS rate achieved at 18 wk (18wPFS)
> Between Mar 2021 and Apr 2022, 23 and 25 pts were randomly allocated to the doublets 

group and triplets group; 18wPFS rate was 42.6% for all pts. Median PFS was 1.5 mo 
with doublets and 7.3 mo with triplet. ORR was 13.0% and 44.0%, and disease control 
rate was 39.1% and 72.0% in the doublets and triplets group 

> Most common treatment-emergent adverse events (TEAEs) were proteinuria (60.9%), 
thrombocytopenia (43.5%), and anemia (39.1%) with doublets and thrombocytopenia 
(72.0%), proteinuria (72.0%), and neutropenia (60.0%) with triplets. Grade ≥3 TEAEs 
occurred in 7 (30.4%) pts in the doublet arm and 13 (42.0%) pts in the triplet arm

EXPERT CONCLUSIONS
> “There was a very large difference between the doublet and triplet arm. These are 

patients who have progressed on 2 prior lines of therapy, so I think a very good PFS rate 
for those patients”



A Phase II, multicenter, open-label study of PolyPEPI1018 in combination with atezolizumab in 
participants with relapsed or refractory microsatellite-stable metastatic colorectal cancer (MSS 
mCRC) (Oberto-301): initial results
Hubbard J, et al. 640P

BACKGROUND
> Additional interventions are needed to convert immunologically “cold” MSS CRC tumors 

to “hot” tumors resembling MSI-H tumors. PolyPEPI1018 is an off-the-shelf, multipeptide 
vaccine containing 12 immunogenic epitopes derived from 7 cancer testis antigens that 
demonstrated early evidence of clinical activity in first-line MSS mCRC

OUTCOME
> The primary endpoint was safety; 18 pts (77% female) were enrolled for stage 1 of the 

study
> “mPFS was 2.7 months, and we are waiting OS benefit. We only had 1 patient with fairly 

good response rate; otherwise, pretty minimal response rates, radiographically”  
> “What is interesting is that we are eliciting immune responses in terms of circulating CD4 

and CD8 T cells, but also at the tissues level we did see an increased CD8 T-cell density 
by IHC and Immunoscore, as well as PD-L1 expression on IHC”

EXPERT CONCLUSIONS
> “OS is ongoing, but I think it is somewhat interesting that there is a hint that this vaccine 

is potentially eliciting an immune response”



Key Insights
MSS and MSI-H CRC



MSS and MSI-H Colorectal Cancer (1/2)
MSS CRC – exploring new avenues

> “Research in this field will continue to be incremental, rather than transformational.” “We cannot neglect that we make small-steps progress”

Exploring new avenues
> It was noted that more immunogenicity is observed in an early-stage tumor than a late-stage tumor, and this is where the focus should be: 

“. . . There is clear evidence from a lot of phase II trials in GI cancer that the later stage the tumor is, the less well they respond”
> There is a consistent difference in responses between patients with liver mets and those without liver mets. It was noted that this may be 

connected to the tumor microenvironment and should be investigated further 
> Data from trials presented showed some signals but are not yet translatable to clinical benefit. Vaccines, as illustrated by results of the 

OBERTO 301 trial (640P), may be an interesting new field to explore in this group of patients: “Immunopeptidomics are a cheap, off-the-shelf 
way to target cancers. They are probably best placed in the adjuvant setting, where you have a long follow-up period and likely they will lead 
to an extended relapse”

> It is unlikely that HDAC inhibitors will make it to phase III trials, as they inhibit many processes, and it is hard to understand how they work 
biologically in combination with other agents in vivo 

> Immunoscore IC is a useful digital pathology tool that overcomes the challenges of IHC interpretation. It will be important to determine if it can 
be used as a biomarker to select patients with MSS mCRC tumors who may derive benefit from the addition of immunotherapy to up-front 
chemo. The subgroup analysis from the AtezoTRIBE trial presented at ASCO 2023 (abstract 3500) identified a role for Immunoscore IC as a 
predictor of benefit from the addition of atezolizumab, also in terms of OS. This trial will be followed by the AtezoTRIBE2, which opens in Italy 
in December 2023

> Numerous small trials of immunotherapy + TKIs have been negative: “We have been pretty much like firing from the hip with unselected 
patient populations.” It is important to understand the biology of these interactions (rebiopsy, immunophenotype of these tumors) to make 
better rational approaches to clinical trial design with immune checkpoint inhibitors

> “I personally think the only way you can do it [exploring new avenues] is by immunotyping patients, classify patients, and that is going to be 
where the money is. . . . Otherwise, we will continue doing those additions here and there”



MSS and MSI-H Colorectal Cancer (2/2)
MSI-H CRC

NICHE-3 (LBA31)
> Data from NICHE-3 are viewed positively; however, it is yet to be determined if an anti-LAG3 is better than an anti–CTLA-4 antibody, and 

currently the data will not change clinical practice: “I do not know what to conclude from 19 patients. It will not change my practice even if in 
my center we are doing neoadjuvant immunotherapy to all MSI-H patients”

> In addition, it was questioned whether dual immunotherapy vs monotherapy is needed, as it may lead to more adverse effects

KEYNOTE-177 (LBA32) 
> Long-term data from KEYNOTE-177 confirm the use of immunotherapy in this patient population, and perhaps are an indicator that it should 

be started as early as possible, rather than waiting until second line and beyond: “I think we have many arguments that say that first line is 
important for immunotherapy in MSI-H. The long-term OS indirectly says having it initially rather than in second or third line is better”

> The question remains open regarding how to treat patients who do not respond well or experience progression on immunotherapy



Congress Highlights

Gastric and GEJ Cancers
Early disease



Pembrolizumab plus chemotherapy vs chemotherapy as 
neoadjuvant and adjuvant therapy in locally-advanced gastric 
and gastroesophageal junction cancer: The Phase 3 
KEYNOTE-585 study
Shitara K, et al. LBA74 

BACKGROUND
> The phase III KEYNOTE-585 study (NCT03221426) evaluated 

neoadjuvant/adjuvant pembro or placebo + chemo followed by adjuvant pembro 
vs pbo in locally advanced, resectable gastric or GEJ cancer. A separate cohort 
evaluated pembro + FLOT. Results of the prespecified third interim analysis 
(IA3) were reported

EXPERT CONCLUSIONS
> “The patients who went in these studies, probably a lot of them had metastatic disease, if we're honest . . . for MATTERHORN, a lot of T4. Really crazy, when there was so 

many T4, no laparoscopies mandated in either study. . . . So there were likely metastatic disease patients whom you're never going to cure”
> “The staging presentation from KEYNOTE-585 is very suboptimal, it is the same in the paper.” “The real lesson is with these studies, you walk a fine line and that is 

including patients who are too early and you are not going to help, and patients who are too late and you are not going to cure”
> “[In both trials] they're both substantially improved pathological, complete response, mostly driven by patients with a PD-L1 expression on their primary tumor. You're 

bringing more patients to surgery. Just because it didn't translate into the outcome that we wanted in the end, doesn't mean that we should negate the fact that it has value”
> [KEYNOTE-585] “On paper, a negative study . . . but [EFS] is meaningful. It’s going to be more meaningful for PD-L1, probably driven by PD-L1–high patients”
> [KEYNOTE-585] “There is a little bit of a super boost given to the control arm by having 9 months of extra treatment after surgery. And the standard of care was slightly 

inferior. Had it been statistically significant, I think it probably would've changed the standard of care, even in the absence of overall survival benefit”
> “. . . I think the big question is what's going to happen for MATTERHORN next year? I think it's a better trial”

Median EFS 
45.8 mo vs 25.7mo 

HR 0.81 (95% CI, 0.68–0.97)

Pathological complete response (pCR) to durvalumab 
plus FLOT in resectable gastric and gastroesophageal 
junction cancer (GC/GEJC): interim results of the 
global, phase 3 MATTERHORN study
Janjigian YY, et al. LBA73

BACKGROUND
> The global, phase III, randomized, double-blind, placebo-controlled 

MATTERHORN study (NCT04592913) assesses perioperative durva with FLOT 
in pts with resectable gastric/ GEJ cancer. Results of a preplanned interim 
analysis were reported

KEYNOTE-585 MATTERHORN

FP or FLOT 
Chemo

Chemo-
Pembro FLOT FLOT-Durva

pCR 2.4% 13.0% 7% 19%

Δ10.6% 
(7.4–14.0)

∆12%
OR: 3.08  (2.03–4.67); 

P <.00001



Overall Survival of Perioperative or Postoperative Adjuvant Oxaliplatin with S-1 versus Adjuvant 
Oxaliplatin with Capecitabine in Locally Advanced Gastric or Gastro-Oesophageal Junction 
Adenocarcinoma Undergoing D2 Gastrectomy: An Updated Analysis of RESOLVE Trial
Zhang X, et al. LBA78

BACKGROUND
> The RESOLVE study demonstrated a disease-free survival (DFS) benefit from 

perioperative S-1 + oxaliplatin compared with adjuvant CapOx in pts with gastric or 
GEJ adenocarcinoma who underwent D2 gastrectomy. The 5-yr OS results were 
reported

OUTCOME
> Pts were 1:1:1 randomly assigned to adjuvant CapOx, adjuvant SOX, or perioperative SOX and underwent standard gastrectomy with D2 

lymphadenectomy
> Perioperative SOX improved 5-yr OS% compared with adjuvant CapOx (P = .049). Adjuvant SOX was not inferior to postoperative CapOx (P = .033)
> Perioperative SOX improved 5-yr DFS% compared with adjuvant CapOx (P = .034). Adjuvant SOX was not inferior to adjuvant CapOx (P = .164) 
> No additional AEs were observed

EXPERT CONCLUSIONS
> “This is a practice-changing trial. This is the first study that looked properly in an Asian population at perioperative chemo vs adjuvant chemo”
> “This showed, at length, an improvement in OS. So, for patients with advanced disease, perioperative chemo would be a standard of care” 

A: Adj-
CapOX

B: Adj-
SOX

C: Peri-
SOX

B vs A (non-
inferiority) C vs A

52.1% 61.0% 60.0%

HR 0.77, 
95%CI 

[0.61–0.98];
P = .033

HR 0.79, 
95%CI 

[0.62–1.00]; 
P = .049



Neoadjuvant chemoradiotherapy followed by surgery versus active surveillance for oesophageal 
cancer (SANO-trial): a phase-III stepped-wedge cluster randomised trial
Van der Wilk BJ, et al. LBA75

BACKGROUND
> One-third of pts with esophageal cancer have a pCR after neoadjuvant chemoradiotherapy 

+ esophagectomy. Active surveillance may be an alternative for pts with clinical complete 
response

OUTCOME
> 198 pts underwent active surveillance; 111 pts underwent standard surgery. Median follow-

up was 34 mo in active surveillance and 50 mo in standard surgery. OS in active 
surveillance was noninferior to standard surgery (P = .007)

> Median DFS for active surveillance was 35 vs 49 mo for standard surgery (P = .15). At 30 
mo after nCRT, 43% of pts with active surveillance vs 34% with standard surgery developed 
distant mets

> HRQOL was statistically significantly better at 6 (P = .002) and 9 mo (P = .007) for active 
surveillance

EXPERT CONCLUSIONS
> “It is certainly not done to the optimal design, but it's an important study because it was asking whether patients could forgo surgery if they 

had a good response to chemoradiotherapy. This is important because esophageal gastrectomy is a life-changing surgery. Unfortunately, 
they included a bunch of adenocarcinoma patients in the study, who don't respond so well to chemoradiotherapy. They did not present the 
results in a stratified way. I do hope we see that in a manuscript”

> “This is not a practice-changing trial”



Key Insights
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Gastric and GEJ Cancers 
Perioperative treatment in early disease 

MATTERHORN and KEYNOTE-585 trials 
Immunotherapy regimens
> It was noted that a number of patients from both MATTERHORN (LBA73) and KEYNOTE-585 (LBA74) likely had metastatic disease
> When using EFS as an endpoint, it is very important within clinical trials to define what criteria are needed to measure recurrence of disease
> Results were deemed disappointing by one expert, who noted these regimens may control the disease, but do not impact overall survival: 

“The first results were quite encouraging, and now we have accumulative data from different trials showing that if there is an effect, it may be 
limited to a subgroup of patients, and it's not massive” 

– Having said that, it was noted that a 20% increase in EFS (KEYNOTE-585) is meaningful, as the disease is very difficult on patients if 
they experience relapse, and keeping them free of disease progression for as long as possible is important: “If I can stop the cancer 
coming back for another year or 2, good, it’s a win”

> Adding immunotherapy may be an interesting option for patients with PD-L1 (CPS ≥10) or MSI-H disease; therefore, it is necessary to identify 
patients who will benefit. On that note, an expert questioned if immunotherapy trials in the perioperative setting would now be designed for 
patients with CPS ≥5 or CPS ≥10: “Maybe this would be a good idea, but is it really feasible? Will we have partners to do that in the academic 
world? I don't know” 

> Checkpoint inhibitor use in the early setting would not deter its use in the metastatic setting. Nevertheless, it was noted that other agents 
besides anti–PD-1s should be explored, such as bispecifics, or in combination with targeted therapy or ADCs: “We shouldn't just be focusing 
on chemo-refractory patients. We should actually have a separate stream of drug development in the perioperative setting”

> It was noted that pCR for single-arm trials for investigational agents should be calculated in a way that can have an impact on survival

Chemotherapy
> An expert from the US noted they will use FLOT in the neoadjuvant setting in very fit patients, and believe an interesting trial would be to de-

escalate intensive chemo to ascertain whether outcomes are changed compared with FOLFOX
> Adjuvant treatment should not be given to patients following surgery, as it is very difficult for patients to tolerate 



Congress Highlights

Gastric and GEJ Cancers
Metastatic disease



Updated efficacy and safety results from phase 3 SPOTLIGHT study evaluating zolbetuximab + mFOLFOX6 
as first-line (1L) treatment for patients with claudin-18 isoform 2-positive (CLDN18.2+), HER2−, locally 
advanced (LA) unresectable or metastatic gastric or gastroesophageal junction (mG/GEJ) adenocarcinoma
Ajani JA, et al. LBA82

BACKGROUND
> The phase III SPOTLIGHT study showed statistically significant improvement with first-line 

zolbetuximab + a modified folinic acid, 5-FU, and oxaliplatin regimen (mFOLFOX6) vs + 
mFOLFOX6 in PFS and OS pts with CLDN18.2-positive, HER2-negative, LA unresectable 
or metastatic gastric/GEJ adenocarcinoma. An updated efficacy and safety analysis with 9.7 
mo additional follow-up from the primary analysis were reported

OUTCOME
> At data cutoff (Jun 29, 2023), 565 pts were assigned to zolbetuximab + mFOLFOX6 (n = 

283) or PBO + mFOLFOX6 (n = 282). Median PFS was 11.0 vs 8.9 mo (P = .0022). Median 
OS was 18.2 vs 15.6 mo (P = .0067), with follow-up ongoing until final analysis; 24-mo OS 
rate was 37.7% vs 29.1% 

> Most common TEAEs with zolbetuximab + mFOLFOX6 were nausea (zolbetuximab arm: 
82.4% vs PBO arm: 61.5%), vomiting (67.4% vs 36.3%), and decreased appetite (48.7% vs 
34.9%); incidences of serious TEAEs were similar between arms (47.0% vs 46.4%)

EXPERT CONCLUSIONS
> “Tolerability of this molecule is not perfect, especially for GI toxicity, nausea, vomiting, and 

anorexia. It is new for us to have a drug that is increasing in these symptoms, that can exist 
in the patient due to the disease also. . . . We have faced some hospitalizations due to the 
side effects in some patients”



Updated efficacy and safety results from phase 3 GLOW study evaluating zolbetuximab + CAPOX as first-
line (1L) treatment for patients with claudin-18 isoform 2-positive (CLDN18.2+), HER2−, locally advanced 
(LA) unresectable or metastatic gastric or gastroesophageal junction (mG/GEJ) adenocarcinoma
Lordick F, et al. LBA81

BACKGROUND
> The phase III GLOW study showed statistically significant improvement with first-line 

zolbetuximab + capecitabine + oxaliplatin (CAPOX) vs placebo + CAPOX in PFS and OS in 
pts with CLDN18.2-positive, HER2-negative, LA unresectable or metastatic gastric/GEJ 
adenocarcinoma. An updated efficacy and safety analysis with 8.7 mo additional follow-up 
from the primary analysis were reported

OUTCOME
> At data cutoff (Jun 29, 2023), 507 pts were assigned to zolbetuximab + CAPOX (n = 254) or 

PBO + CAPOX (n = 253). Median PFS in zolbetuximab vs PBO arms was 8.28 vs 6.8 mo 
(P = .0004). Median OS in zolbetuximab vs PBO arms was 14.3 vs 12.2 mo (P = .0079); 24-
mo OS rate was 28.3% vs 18.8%, with follow-up ongoing through final analyses 

> Most common TEAEs with zolbetuximab + CAPOX were nausea (zolbetuximab arm: 68.9% 
vs PBO arm: 50.2%), vomiting (66.1% vs 31.3%), and decreased appetite (41.3% vs 
34.5%); incidences of serious TEAEs were similar between arms (48.0% vs 50.6%)

EXPERT CONCLUSIONS
> “We can see that SPOTLIGHT gives 2- to 3-month better results than GLOW. I cannot really 

explain why, because technically more prior gastrectomies and more Asian patients should 
favor GLOW, rather than SPOTLIGHT trial”

> “It's a new potential standard third line for patients that are HER2-negative . . . and CPS <5”



Tislelizumab (TIS) Plus Chemotherapy (Chemo) vs Placebo (PBO) Plus Chemo as First-Line (1L) 
Treatment of Advanced Gastric or Gastroesophageal Junction Adenocarcinoma (GC/GEJC): Final 
Analysis Results of the RATIONALE-305 Study
Xu RH, et al. LBA80

BACKGROUND
> TIS (anti–PD-1 antibody) + chemo demonstrated significant OS benefit vs PBO + chemo as 

first-line treatment in pts with advanced gastric/GEJ cancer at a prespecified interim 
analysis of the PD-L1–positive (tumor area positivity score ≥5%) population in the global, 
phase III RATIONALE-305 study (NCT03777657). Primary analysis results in the ITT 
population at the prespecified final analysis were reported

OUTCOME
> At data cutoff, 997 pts were randomized (501 pts to TIS + chemo; 496 pts to PBO + 

chemo). OS in the TIS arm was significantly improved compared with the PBO arm in the 
ITT population (P = .0011) 

> Grade ≥3 TRAEs occurred in 53.8% pts in the TIS arm and 49.8% pts in the PBO arm; 
TRAEs led to treatment discontinuation in 16.1% vs 8.1% of pts, respectively, and death in 
1.2% vs 0.4%, respectively 

EXPERT CONCLUSIONS
> “. . . They did the CPS first and now they do the whole population, which is a bit strange, 

maybe, to try to extend the marketing authorization in some countries”

Endpoint TIS + Chemo 
(n = 501)

PBO + Chemo 
(n = 496)

OS

Median, mo (95% CI) 15.0 (13.6, 16.5) 12.9 (12.1, 14.1)

HR (95% CI) 0.80 (0.70, 0.92)

P value .0011

PFS

Median, mo (95% CI) 6.9 (5.7, 7.2) 6.2 (5.6, 6.9)

HR (95% CI) 0.78 (0.67, 0.90)

ORR, % (95% CI) 47.3 (42.9, 51.8) 40.5 (36.2, 45.0)

mDOR, mo (95% CI) 8.6 (7.9, 11.1) 7.2 (6.0, 8.5)



GEMSTONE-303: prespecified progression-free survival (PFS) and overall survival (OS) final 
analyses of a phase 3 study of sugemalimab plus chemotherapy vs placebo plus chemotherapy 
in treatment-naïve advanced gastric or gastroesophageal junction (G/GEJ) adenocarcinoma
Zhang X, et al. LBA79

BACKGROUND
> GEMSTONE-303 is a randomized, double-blinded, multicenter phase III trial evaluating 

sugemalimab (suge), a full-length, fully human anti–PD-L1 mAb + CAPOX vs placebo 
+ CAPOX as the first-line treatment for pts with advanced gastric/GEJ 
adenocarcinoma. It is the first reported phase III trial of an anti–PD-L1 mAb in this 
disease that met the dual primary endpoints of PFS and OS. The final analysis results 
of dual primary endpoints were reported

OUTCOME
> 479 pts were randomized to suge + CAPOX (n = 241) and placebo + CAPOX (n = 238) 

arms. The PFS and OS final analysis showed a significant improvement of the dual 
primary endpoints with suge + CAPOX vs placebo + CAPOX. ORR was 68.6% with 
suge + CAPOX and 52.7% with placebo + CAPOX. OS benefits were observed across 
all subgroups. The incidences of G3-5 suge/placebo-related AEs were 31.1% in suge + 
CAPOX arm and 28.7% in placebo + CAPOX arm. No new safety signals were 
observed

EXPERT CONCLUSIONS
> “. . . The selection, this one on PD-L1 staining, 5% or 10%, increases the difference 

observed for PFS and OS between the 2 arms”



5-fluorouracil and oxaliplatin with or without docetaxel in the first-line treatment of HER2 negative 
locally advanced (LA) unresectable or metastatic gastric or gastro-esophageal junction (GEJ) 
adenocarcinoma (GASTFOX-PRODIGE 51): a randomized phase 3 trial sponsored by the FFCD
Zaanan A, et al. LBA77

BACKGROUND
> The perioperative FLOT triplet chemotherapy regimen is the standard of care for localized 

gastric and GEJ adenocarcinomas. The superiority of a modified FLOT (mFLOT = TFOX 
regimen) vs FOLFOX in pts with advanced disease was explored

OUTCOME
> 507 pts were randomized 1:1 to FOLFOX (n = 253) or mFLOT/TFOX (n = 254). As 

compared with FOLFOX, PFS was significantly improved in pts treated with mFLOT/TFOX 
(P =.007). OS was also significantly improved by using mFLOT/TFOX (P = .008). ORR also 
favored mFLOT/TFOX (P =.04) 

> Most common grade ≥3 TRAEs were neuropathy (31.7 vs 19.7%), diarrhea (14.5 vs 6.4%), 
and neutropenia (26.1 vs 18.1%), respectively, for mFLOT/TFOX and FOLFOX. Median 
time to deterioration in QOL (>5-point loss in EORTC QLQC30) was longer in pts treated 
with mFLOT/TFOX (17.0 vs 13.7 mo; HR 0.75 [0.59-0.94]; P = .015)

EXPERT CONCLUSIONS
> “Some inconsistencies [in the data readout], a strong signal that triplet does better than 

doublet treatment here. And the same applies also, in its benefit in overall response rate”
> “ESMO guidelines still state the doublet regimen is current standard of care. And I think, as 

a result of this trial, with all of its faults, we may revisit this statement”

HR for PFS?

ITT analysis? (here only 453 of 506) 



The primary results of an intergroup phase III randomized controlled trial comparing ramucirumab 
plus irinotecan with irinotecan in the third or later line treatment beyond progression after 
ramucirumab for advanced gastric cancer (RINDBeRG Trial)
Kadowaki S, et al. LBA76

BACKGROUND
> Ramucirumab is an mAb that targets VEGFR2 and has been shown to improve 

survival of pts with advanced gastric cancer. It has been reported that sustained VEGF 
blockade beyond progression had a survival benefit in various cancers

OUTCOME
> From Feb 2019 to Aug 2022, 402 pts were recruited. Median OS in the combination of 

irinotecan + ramucirumab and irinotecan alone were 9.4 mo and 8.5 mo (P = .369). 
Median PFS was 3.8 mo and 2.8 mo (P = .001) and ORR was 22.1% and 15.0%, 
respectively 

> The safety profile was consistent with the known profiles of both irinotecan and 
ramucirumab, and there were no new safety findings

EXPERT CONCLUSIONS
> “The majority of patients had at least 3 months ramucirumab before. However, also, a 

number of patients, nearly 30%, had early progression with ramucirumab-containing 
previous regimen. So, therefore, I would say for these patients, per se, it is unlikely that 
there will be a benefit in this scenario”

> “The outcome of this trial was quite . . . disappointing. Primary endpoint and overall 
survival was not improved”

> “Clearly, the question would have been the backbone”
> “[Regarding continuation of treatment with anti-VEGF] “. . . I doubt whether this anti-

VEGF combinations in further line has a really big future”



Pembrolizumab plus Trastuzumab and Chemotherapy for HER2+ Metastatic Gastric or 
Gastroesophageal Junction (mG/GEJ) Adenocarcinoma: Survival results from the Phase 3, 
Randomized, Double-blind, Placebo-controlled. KEYNOTE-811 Study
Janjigian Y, et al. 1511O

BACKGROUND
> In a previous analysis of the phase III KEYNOTE-811 study, pembro-trastuzumab and 

chemo vs placebo-trastuzumab and chemo provided an ORR of 74% vs 52% in the first 264 
pts. These data led to FDA approval of first-line pembro-trastuzumab and chemo for HER2-
positive metastatic gastric/GEJ adenocarcinoma. The results of a prespecified interim 
analysis of PFS were reported

OUTCOME
> 698 pts were randomized (350 to pembro + SOC; 348 to pbo + SOC). In all pts, pembro + 

SOC vs pbo + SOC significantly improved PFS (HR 0.73; P = .0002). In pts with PD-L1 CPS 
≥1, median PFS was 10.8 vs 7.2 mo (HR 0.7). ORR was 72.6% vs 59.8% with pembro + 
SOC vs pbo + SOC (73.2% vs 58.4% [PD-L1 CPS ≥1]); median (range) DOR was 11.2 mo 
(1.1+ to 40.1+) vs 9.0 mo (1.4+ to 38.3+). Approximately 31% vs 19% of responders had a 
response duration ≥24 mo 

> Grade ≥3 drug-related AE rates were 58% vs 51%. Grade 5 drug-related AEs occurred in 4 
(1.1%) vs 3 (0.9%) pts, respectively

EXPERT CONCLUSIONS
> “I think the CPS ≥1 is clearly a precondition where we would say, with or without 

trastuzumab, it seems to make sense to add a checkpoint inhibitor”
> “. . . We can see that we have a good improvement in the overall prognosis of patients with 

HER2 gastric cancers”
> “I like really the kind of discussion we are having on a better biological understanding of 

which immune mechanism leads to the enhanced anti-HER2 efficacies. So, whether really 
the addition of pembrolizumab increases the sensitivity of HER2”
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Gastric and GEJ Cancers (1/3)
Metastatic gastric and GEJ cancers

Claudin 18.2-positive tumors
> The benefit shown in the SPOTLIGHT (LBA82) and GLOW (LBA 81) studies is considered clinically relevant and the experts believe these 

regimens will be practice changing, once approved, for patients with metastatic gastric/GEJ claudin 18.2-positive tumors: “I had 3 patients on 
study for more than 2 years. . . . We had very good experiences” 

– A question was posed on how zolbetuximab interacts with immunotherapy. This raises the additional question of sequencing if a patient 
has CPS ≥5 and immunotherapy is an option in the front line. Having said that, the majority of patients in the GLOW trial had PD-L1 CPS 
<5, where immunotherapy treatment may not be a preferred option

– The experts are interested to see data from the currently recruiting trial of zolbetuximab + nivolumab + chemo, and new trials will need to 
address how to treat patients who have claudin 18.2-positive and PD-L1 CPS-positive tumors

– The question of testing was brought up, and an expert mentioned that Astellas indicated there would be a companion diagnostic test. 
Local testing is preferred in Europe, as central testing can take too long (2 weeks in the UK). In Germany, there are 2 or 3 standardized 
tests that are used in all testing sites. In the US, testing may happen in-house, or the samples may be sent out. It was also noted 
“[Astellas] will have a lab that we can send [samples] to until institutions can develop their own in-house. But I don't know what the 
turnaround time is going to be” 

– It will be very important to educate physicians on how to manage nausea and vomiting with zolbetuximab treatment, as this AE may also 
limit patient compliance to this regimen: “Astellas really need to get a grip on the narrative around nausea and help oncologists and 
patients manage that. Because from what I'm hearing . . . this is going to be [a] quite difficult challenge to overcome in terms of 
acceptability for patients”



Gastric and GEJ Cancers (2/3)
Metastatic gastric and GEJ cancers

HER2-positive and PD-L1–positive tumors
> Updated results from KEYNOTE-811 (1511O) were not deemed as interesting as expected, and adding pembrolizumab to trastuzumab was

questioned as a strategy to treat HER2-positive tumors, which are PD-L1 CPS negative 
– Although one expert indicated the results were “good enough” to use the regimen in the unselected patient population, overall, the 

consensus was that the results emphasize the importance of selecting patients with HER2-positive disease and PD-L1 CPS-positive 
tumors who may benefit from the combination, and that patients with PD-L1 CPS-negative score should be treated differently

– There was consensus that patients with CPS ≥5 will benefit, but those with CPS between 1–4 likely will not: “[CPS] 1–5 is clearly not 
convincing at all.” It is important to explore what to do for these other patients: “. . . We have to limit our immunotherapy to CPS ≥5 to 
open up the opportunity for other more informative trials”

> Pembrolizumab + trastuzumab regimen as per the KEYNOTE-811 study was approved in EU (Aug 2023) based on CPS ≥1 and the FDA just 
revised its label to restrict its use to CPS ≥1*, but all experts agreed it works best in patients with CPS ≥5, and more so in patients with CPS 
≥10: “. . . globally, investigators, thought leaders have to come to a decision [on CPS threshold] because drug development is going to be 
influenced by this in the front line”

– Additionally, the view is to treat both HER2-positive or HER2-negative† tumors with standard treatment + immunotherapy if CPS ≥5 
• For HER2 positive, CPS <5 tumors, a standard treatment option would be FOLFOX + trastuzumab  
• For HER2 positive, CPS ≥5 tumors, the triplet (chemo + trastuzumab + immunotherapy) would be an option

– On the basis of all the new data regarding HER2-positive CPS ≥5 and CPS <5 tumors, the ESMO guidelines are currently being revised

*During the writing of this report, the FDA revised the existing indication of pembrolizumab (Keytruda, Merck) with trastuzumab, fluoropyrimidine, 
and platinum-containing chemotherapy for the first-line treatment of patients with locally advanced unresectable or metastatic HER2-positive 
gastric or gastroesophageal junction (GEJ) adenocarcinoma. This updated indication, which remains approved under accelerated approval 
regulations, restricts its use to patients whose tumors express PD-L1 (CPS ≥1) as determined by an FDA-approved test.
†During the writing of this report, the FDA approved pembrolizumab (Keytruda, Merck) with fluoropyrimidine- and platinum-containing 
chemotherapy for the first-line treatment of adults with locally advanced unresectable or metastatic HER2-negative gastric or gastroesophageal 
junction (GEJ) adenocarcinoma, based on the results of KEYNOTE-585.



Gastric and GEJ Cancers (3/3)
Metastatic gastric and GEJ cancers

HER2-positive and PD-L1–positive tumors (cont.)
> There are differences between Europe and the US on how the KEYNOTE-811 regimen may be administered to patients. Full access to the 

regimen in the US means physicians will give it to all comers, as there might be a small proportion of patients who benefit regardless of PD-
L1 CPS status. In Europe, however, it would not be sustainable to the healthcare systems to prescribe it to all patients, and hence its use 
would be limited to patients with HER2-positive, CPS ≥5 tumors: “We . . . bankrupt the healthcare system if we give it to every patient who is 
CPS 1”

> The RATIONALE-305 (LBA80) and GEMSTONE-303 (LBA79) trials demonstrated a consistent survival benefit with PD-1 inhibitors in patients 
with high PD-L1 expression. Having additional PD-1/PD-L1 inhibitor options (tislelizumab, sugemalimab) may impact pricing of 
pembrolizumab and nivolumab, and lower the expenses of the social security healthcare systems in Europe 

> Experts agreed it will be interesting to explore further avenues besides relying on immune checkpoint inhibitors, such as ADCs: “But if there's 
a lesson, the lesson needs to be, we can't just pop PD-1 inhibitors on to every antibody or ADC that comes down the street. We need to 
understand . . . biomarkers, whether its an immune-sensitizing biomarker and combination, or not”

HER2-negative tumors
> Data from the GASTFOX-PRODIGE 51 trial showed that triple chemotherapy (LBA77) may be a backbone that merits further exploration
> Continuation of ramucirumab beyond progression after ramucirumab, as seen in the RINDBeRG trial (LBA76), is not considered clinically 

relevant 



Congress Highlights
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Neoadjuvant chemotherapy with FOLFIRINOX versus neoadjuvant gemcitabine-based 
chemoradiotherapy for borderline resectable and resectable pancreatic cancer (PREOPANC-2): 
a multicenter randomized controlled trial
Koerkamp BG, et al. LBA83

BACKGROUND
> The PREOPANC trial demonstrated an OS benefit of neoadjuvant gemcitabine-based 

chemoradiotherapy (CRT arm) compared with up-front surgery in pts with borderline-
resectable and resectable pancreatic cancer (PDAC). PREOPANC-2 investigated whether 
total neoadjuvant FOLFIRINOX (FFX arm) improved OS (primary endpoint)

OUTCOME
> Between Jun 2018 and Jan 2021, 375 pts were randomized to the FFX arm (n = 188) or the 

CRT arm (n = 187). After a median follow-up of 41.7 mo, median OS was 21.9 mo in the 
FFX arm and 21.3 mo in the CRT arm (P = .28). Resection rates were 77% in the FFX arm 
and 75% in the CRT arm (P = .69)

> SAE rates were 49% in the FFX arm and 43% in the CRT arm (P = .26)

EXPERT CONCLUSIONS
> “. . . There was low exposure to therapy in the FOLFIRINOX arm . . . incomplete 

neoadjuvant treatment, and they did not get any adjuvant therapy” 
> “Biologically, the patients who fell on the FOLFIRINOX arm . . . they were kind of worse 

patients [ypN2 20% vs 7% for gem-based chemoradiotherapy]”
> “And we have a number of missing data, subgroup analyses from this study, and this is 

important for the sake of discussion, whether this really changes the standard of care”



Nab-paclitaxel plus gemcitabine versus modified FOLFIRINOX or S-IROX in metastatic or 
recurrent pancreatic cancer (JCOG1611, GENERATE): A multicentre, randomized, open-label, 
three-arm, phase 2/3 trial
Ohba A, et al. 1616O
BACKGROUND
> Both nab-paclitaxel + gemcitabine and modified FOLFIRINOX are equivalently recommended as 

first-line treatment for metastatic pancreatic cancer in pts with good performance status. S-IROX 
(S-1, irinotecan, and oxaliplatin) showed activity in a phase Ib study in this population. The 
efficacy and safety of these 3 regimens were directly compared in this study. The primary 
endpoint of the phase III portion was overall survival

OUTCOME
> 426 pts were analyzed at the planned interim analysis in Mar 2023. Median OS was 17.1 mo in 

the nab-paclitaxel + gemcitabine arm, 14.0 mo in the modified FOLFIRINOX arm, and 13.6 mo in 
the S-IROX arm. The predictive probability for achieving superiority at the final analysis was 
0.73% for the modified FOLFIRINOX arm and 0.48% for the S-IROX arm. Therefore, the study 
was terminated for futility

> The most common grade 3–4 nonhematologic toxicity of anorexia was more frequent in the 
modified FOLFIRINOX (23.3%) and S-IROX (27.5%) arm than the nab-paclitaxel + gemcitabine 
arm (5.0%)

EXPERT CONCLUSIONS
> “It was a positive trial in favor of the doublet.” “How come are we jumping up over 1 year with 

GENERATE? Should this [doublet] be a standard of care for us?” 
> “If we look at the percentage of patients who have PS 0, GENERATE, for some reason, had 

many more patients with PS 0. If you look at the percentage of patients who are females, again, 
GENERATE has more. If you look at the median number of metastatic sites, GENERATE has a 
bit less. So, is this really what explains the outstanding performance?”

> “If you look at the AEs, as you would expect, there were especially GI in the FOLFIRINOX and 
also the S-IROX. . . . Maybe more patients were discontinued because of the triplet. . . . So this 
might be another reason”



Pelareorep (pela) + atezolizumab (atezo) and chemotherapy in first-line (1L) advanced or 
metastatic pancreatic ductal adenocarcinoma (PDAC) patients – Results from the GOBLET study
Arnold D, et al. 1623P

BACKGROUND
> Pela is an intravenously delivered, unmodified oncolytic reovirus that selectively replicates 

in cancer cells and induces innate and adaptive immune responses. The GOBLET study 
assessed the safety and efficacy of pela in combination with atezo ± chemo in multiple 
gastrointestinal cancers. Primary objectives were safety and efficacy (ORR). Clinical and 
translational results for the PDAC cohort were reported

OUTCOME
> No safety signals were observed in treated pts. Eight of 13 evaluable pts had a partial 

response and 3 had stable disease for an ORR of 62% (confirmed ORR 53%) and a DCR 
of 85%. At the data cutoff (Jan 19, 2023), 6-month PFS rate was 72.9% (95% CI: 36.8, 
90.5), and 6-mo OS rate was 82.1% (95% CI: 44.4, 95.3). Final PFS/OS are pending

> TCR-seq revealed an expansion of new and pre-existing T-cell clones

EXPERT CONCLUSIONS
> “I would say the PFS and OS at this point is not that interesting, but to me, that's not the 

point, because I'm sure there's a subgroup that benefits from the treatment the most”
> “The most interesting thing here is that there is a treatment that resulted in expansion of the 

preexisting and new clones of the T cells against the tumor. And, again, few patients, but 
there is an initial suggestion that there is a correlation with tumor response if you get a good 
immune reaction”

> “Treatment was well tolerated and this combination is moving now to larger trials”

Efficacy
ORR 62%

Confirmed ORR 54%

DCR 85%

Median PFS 7.2 mo

Median OS 10.6 mo

12-month survival rate 46%
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Pancreatic Cancer
Neoadjuvant treatment for borderline-
resectable and resectable pancreatic cancer Metastatic pancreatic cancer

PREOPANC-2 trial (LAB83)
> The experts expected that FOLFIRINOX would be 

superior to gemcitabine-based chemoradiotherapy 
in the PREOPANC-2 trial. With that said, US 
experts indicated they would not change their 
practice on the basis of these results for borderline-
resectable patients (neoadjuvant FOLFIRINOX + 
radiation therapy for most patients) or for resectable 
patients (surgery)

– Interestingly, another expert from Europe 
reflected on how the trial provided the 
perspective of relying on chemotherapy in the 
neoadjuvant setting for patients with clearly 
resectable pancreatic cancer, who, as per 
guidelines, would only undergo surgery

> Nevertheless, experts were critical of the design of 
the trial, noting that it could have influenced the 
outcomes. For example, the trial included their own 
definition of borderline resectability, and there was a 
lack of adjuvant therapy in the FOLFIRINOX arm: “I 
think that the data are totally skewed by not 
showing the adjuvant FOLFIRNOX use. . . . I don't 
think it was probably a fair comparison”

GENERATE trial (1616O)
> Data from the GENERATE trial came as a surprise to the experts; one US expert 

expected FOLFIRINOX to be superior to nab-paclitaxel + gemcitabine. However, in 
the UK, access to nab-paclitaxel + gemcitabine is only possible for first-line 
treatment. Therefore, these data support current clinical practice: “FOLFIRINOX, on 
paper, fast response rates [but] a lot of patients don't tolerate it. . . . Once I saw this 
data, I said, well this gives me a reason to use this in patients who are a little bit less 
fit.” Although the study was conducted in Asia and there may be differences in other 
parts of the world, it was the first head-to-head comparison of these 2 regimens

– Experts did agree both regimens are equally valid for the first-line treatment of 
metastatic pancreatic cancer

GOBLET trial (1623P)
> The experts found the GOBLET trial interesting, but more data are needed: “I think 

that showing activity . . . in the immunological space is easier than showing massive 
gains in terms of survival and reality. But I'm glad to see different approaches 
emerging”

> Importantly, it is a novel approach to treat metastatic pancreatic cancer, and further 
studies should be designed to ensure patients who may benefit are included, and that 
very clear endpoints are defined: “I think the clinical trials should be able to study that 
in a way that is more precise, rather than the all-comer stuff we always do”

Overarching comment
> It was noted it would be interesting to see how/if claudin antibodies or ADCs develop 

in metastatic pancreatic cancer



Congress Highlights
Biliary tract cancer



Tinengotinib in patients with advanced, fibroblast growth factor receptor (FGFR) inhibitor 
refractory/relapsed cholangiocarcinoma
Pelster S, et al. 95MO

BACKGROUND
> FGFR inhibitors (FGFRi) have a proven role for the management of FGFR-altered 

cholangiocarcinoma (CCA) after chemo. However, disease progression occurs in 6-8 
mo. Secondary polyclonal mutations in the FGFR2 kinase domain represent a 
prominent acquired resistance mechanism. Tinengotinib was identified as a novel 
FGFRi with high potency to a variety of FGFR2 kinase domain mutations and has 
shown promising clinical results in pts with CCA whose disease has progressed on 
prior FGFRi. Pooled data from 3 trials were presented

OUTCOME
> A total of 89 pts with advanced CCA were enrolled
> The most common TRAEs (≥20%) were hypertension (53%, G3 23%), stomatitis (35%, 

G3 5%), diarrhea (30%, G3 3%), and palmar-plantar erythrodysesthesia (25%, G5 2.7%)
> 29% ORR, 90% DCR, 42% CBR, 5.98 mo of mPFS in pts with FGFR2-altered CCA; 

31% ORR, 92% DCR, 44% CBR, 6.01 mo of mPFS in pts with FGFRi r/r CCA; 44% 
ORR, 94% DCR, 63% CBR, 6.90 mo of mPFS in pts with CCA harboring FGFR2

CONCLUSIONS
> These pooled results suggest that tinengotinib has a manageable toxicity profile in pts 

with CCA. Notable clinical benefit was noted with tinengotinib in pts with FGFR-altered 
CCA with acquired resistance to prior FGFRi 

> A global phase III clinical trial is planned to further evaluate the efficacy and safety of 
tinengotinib for CCA with FGFRi resistance



PemiBil: efficacy and safety of PEMIGATINIB in advanced cholangiocarcinoma with FGFR2 
fusions/rearrangements in real-world, results of multicentric French cohort from ACABI 
consortium
Delaunay B, et al. 121P

BACKGROUND
> FGFR2 fusions or rearrangements occur in up to 14% of pts with intrahepatic 

cholangiocarcinoma (iCCA). Pemigatinib, an oral FGFR1-3 inhibitor, demonstrated 
significant efficacy in the phase II FIGHT-202 study, with a response rate of 37% in 
heavily pretreated pts. Pemigatinib was FDA and EMA approved and has been 
available in France since Jul 2020. This study evaluated the efficacy and safety of 
pemigatinib and the disease profile of iCCA with FGFR2 fusions/rearrangements in an 
unselected population

OUTCOME
> From Jul 2020 to Sep 2022, 50 pts were included. ORR was 45.3% (3 complete 

responses and 21 partial responses; n = 24). Median PFS was 9 mo; median OS was 
18 mo

> Most common toxicities were hyperphosphatemia (58%), nail toxicity (58%), and 
fatigue (58%)

EXPERT CONCLUSIONS
> “It was very confirmatory to see the PFS and OS, which did not differ substantially from 

the FIGHT-202 clinical phase II study, which led to the approval of this drug”



Efficacy and safety of durvalumab plus gemcitabine and cisplatin in Chinese participants with 
advanced biliary tract cancer: extension cohort of the Phase 3, randomised, double-blind, 
placebo-controlled, global TOPAZ-1 study
Qin S, et al. 98P

BACKGROUND
> At the TOPAZ-1 (NCT03875235) primary analysis, first-line treatment with durva (D) + 

gemcitabine and cisplatin (GC) significantly improved OS and PFS vs placebo (P) + 
gemcitabine and cisplatin (GC); the regimen has been approved by multiple health 
authorities globally for advanced biliary tract cancer. Prespecified exploratory analyses 
in an extended cohort of TOPAZ-1 enrolled in China were presented

OUTCOME
> In the China cohort, 130 pts were randomized (65 to D + GC, 65 to P + GC)
> OS and PFS benefit with D + GC v P + GC in the China cohort (HR, 0.78 and 0.79) 

were consistent with the global 1 and pooled cohorts
> OS rates at 12 and 18 mo and ORR in the China cohort were numerically higher for D 

+ GC v P + GC
> D + GC was tolerable across cohorts

CONCLUSIONS
> Consistent with the global cohort, D + GC demonstrated a clinically meaningful OS and 

PFS benefit compared with PBO + GC in pts enrolled in China
> D + GC was tolerable and represents a potential new first-line standard-of-care 

regimen in China
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Biliary Tract Cancer
Metastatic cholangiocarcinoma with FGFR2
fusion/rearrangement or mutation

Immune checkpoint inhibition in metastatic 
cholangiocarcinoma 

> The data from the combined phase I, Ib/II, and II trials (95MO) of 
tinengotinib in patients with metastatic cholangiocarcinoma and FGFR2
mutation or fusion/rearrangement were deemed very encouraging, 
including its mechanism of action, as it demonstrated the ability to 
overcome resistance mutations acquired with first-generation FGFR 
inhibitors. If the data continue to show promise, they will be practice 
changing for this small group of patients: “. . . to me, that’s . . . a very 
interesting, practice-changing kind of thing. Because . . .  it's a new 
clinical, applicable, biological kind of knowledge”

> The question that arises with the use of these agents in the metastatic 
setting is whether they should be used in earlier lines of treatment, or in 
localized disease

> Importantly, the ESMO and NCCN guidelines should recommend all 
patients be tested for FGFR2, IDH1, and HER2, and this should take 
priority for those who present with metastatic disease: “. . . there's a lot 
of patients, I think, who are not accessing these treatments. I’ve 
certainly observed that in the UK. . . . We should be having discussions 
about access to testing and getting uptake of the tests”

– ctDNA could be an option to detect some of the genetic alterations, 
as obtaining tissue from these patients can be difficult, with the 
caveat that fusions may not be detected by ctDNA technology

> Data from the Chinese patients in the TOPAZ-1 trial (98P) 
are confirmatory of what was observed in the overall 
population: “I’m pleased to be able to offer biliary tract 
patients checkpoint inhibitors, even though the benefit is 
not so massive. Clearly, we'd love to have a biomarker, but 
some of these patients do reasonably well”

– Experts view the subgroup analysis with caution, as it 
may be prone to bias due to disease biology or 
differences in how patients are treated in the different 
regions
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