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Meeting Snapshot

DATE: 
January 26, 2022

PANEL: Key experts in 
GI malignancies
> 4 from US
> 4 from Europe

DISEASE STATE AND 
DATA PRESENTATIONS 
by key experts

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

VIRTUAL 
CLOSED-DOOR 
ROUNDTABLE

INSIGHTS REPORT 
including postmeeting 
analyses and actionable 
recommendations



Panel Consisting of 4 US and 4 European GI Cancer Experts

Chair
John Marshall, MD

Georgetown University

Dirk Arnold, MD, PhD
University of Hamburg

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

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

Julien Taieb, MD, PhD
University of Paris

Daniele Santini, MD, PhD
University of Rome

Gerald Prager, MD, PhD
University of Vienna

Efrat Dotan, MD
Fox Chase Cancer Center



Meeting Agenda
Time (EST) Topic Speaker/Moderator

10.00 – 10.05 Welcome and Introductions John L. Marshall, MD

10.05 – 10.10 Metastatic Colorectal Cancer – Targeted Therapy Efrat Dotan, MD

10.10 – 10.30 Discussion: Metastatic Colorectal Cancer – Targeted Therapy Moderator: John L. Marshall, MD 

10.30 – 10.35 Metastatic Colorectal Cancer – Targeted Therapy: Key Takeaways Efrat Dotan, MD

10.35 – 10.40 Metastatic Colorectal Cancer – Immunotherapy Daniele Santini, MD, PhD

10.40 – 11.00 Discussion: Colorectal Cancer – Immunotherapy Moderator: John L. Marshall, MD 

11.00 – 11.05 Metastatic Colorectal Cancer – Immunotherapy: Key Takeaways Daniele Santini, MD, PhD

11.05 – 11.15 Hepatocellular Carcinoma Tanios S. Bekaii-Saab, MD, FACP

11.15 – 11.35 Discussion: Hepatocellular Carcinoma Moderator: John L. Marshall, MD 

11.35 – 11.40 Hepatocellular Carcinoma – Key Takeaways Tanios S. Bekaii-Saab, MD, FACP

11.40 – 11.45 Break

11.45 – 11.55 Gastric and Gastroesophageal Junction (GEJ) Cancers Julien Taieb, MD, PhD (Neoadjuvant and HER2+); 
David Ilson, MD, PhD (Immunotherapy)

11.55 – 12.15 Discussion: Gastric and Gastroesophageal Junction Cancers Moderator: John L. Marshall, MD

12.15 – 12.20 Gastric and Gastroesophageal Junction Cancers – Key Takeaways Julien Taieb, MD, PhD, and David Ilson, MD, PhD

12.20 – 12.30 Pancreatic Cancer and Biliary Tract Cancer Dirk Arnold, MD, PhD (Pancreatic cancer)         
Gerald Prager, MD, PhD (Biliary tract cancer)

12.30 – 12.50 Discussion: Pancreatic Cancer and Biliary Tract Cancer Moderator: John L. Marshall, MD

12.50 – 12.55 Pancreatic Cancer and Biliary Tract Cancer – Key Takeaways Dirk Arnold, MD, PhD, and Gerald Prager, MD, PhD

12.55 – 1.00 Summary and Closing Remarks John L. Marshall, MD 



Congress Highlights
Metastatic Colorectal Cancer – Targeted Therapy 



Phase I/II trial of encorafenib, cetuximab, and nivolumab in patients with 
microsatellite stable, BRAFV600E metastatic colorectal cancer
Morris et al. 2022, ASCO GI 12

STUDY POPULATION
> Pts with MSS, BRAF V600E-mutated mCRC who received 1–2 

prior lines of systemic therapy (N=26) were treated with 
encorafenib, cetuximab, and nivolumab

– 62% had 1 prior line of therapy

OUTCOME
> Safety

– There was 1 G4 AE (myositis) and 4 G3 AEs (colitis, rash, 
elevated amylase/lipase, and leukocytosis)

– The most frequent AEs (any grade) were headache (65%), 
nausea (35%), and rash (31%)

> Efficacy
– ORR was 50% with a DCR of 96%
– mPFS = 7.4 months, mOS = 15.1 months

EXPERT CONCLUSIONS
> The ORR with encorafenib + cetuximab in the BEACON trial was only 20%, so the ORR of 50% seen with the triplet in this trial appears to be 

a substantial improvement
> This regimen appears promising for patients with these difficult-to-treat, aggressive tumors, but the sample size is small

– The SWOG 2107 trial will compare this triplet vs the BEACON doublet, and is expected to activate in 2022 

RESPONSE DURATION



Trastuzumab deruxtecan in patients with HER2-expressing mCRC: Final 
results of the DESTINY-CRC01 phase 2 trial
Yoshino et al. 2022, ASCO GI 119

STUDY POPULATION
> Pts with HER2-expressing mCRC (RAS/BRAF WT), ≥2 prior 

regimens (previous HER2-targeted therapy allowed)
– Cohort A: HER2+ (IHC 3+ or IHC 2+/ISH+)
– Cohort B and C: HER2-low expression

OUTCOME
> A total of 86 pts were treated with T-DXd (53 in Cohort A, 33 in 

Cohorts B/C)
> No activity was observed in Cohorts B/C (HER2-low expression)
> In Cohort A, the ORR was 45% with a DCR of 83%

– mDOR = 7.0 months
– mPFS = 6.9 months; mOS = 15.5 months

> 54% of patients experienced a G3 or greater AE
– There were 3 fatal cases of adjudicated drug-related 

ILD/pneumonitis
• There were 4 cases of G2 and 1 case of G3 ILD

EXPERT CONCLUSIONS
> The ORR of 45% is impressive in this heavily pretreated population, but the incidence of G ≥3 AEs and the 3 fatal cases of ILD need to be 

considered when using this agent

COHORT A: RESPONSE



Key Insights
Metastatic Colorectal Cancer – Targeted Therapy 



Experts Discussed Investigational Approaches for BRAF
V600E-Mutated mCRC
ENCORAFENIB + CETUXIMAB + NIVOLUMAB
Most experts were cautiously enthusiastic about the results from the phase I/II trial of the 
combination of encorafenib, cetuximab, and nivolumab in patients with MSS BRAF V600E mCRC
> The ORR of 50% is considered substantially higher than the ORR of ~20% observed with encorafenib-

cetuximab in the BEACON trial; mPFS and mOS also appeared to be longer with the triplet
> However, experts also noted this was a highly selected patient population from a single institution, which 

could distort results
– One expert noted the ORR in this trial was very similar to the ORR reported in the lead-in trial prior 

to BEACON
– Further, trials to date adding an ICI to chemotherapy in MSS/pMMR mCRC have failed

• However, it was also noted that the addition of an ICI to the encorafenib-cetuximab doublet 
was based on preclinical work, suggesting that combined BRAF/EGFR inhibition can create 
an MSI-H phenotype

> Experts all agreed the efficacy signal in this trial is encouraging and warrants further investigation in the 
planned SWOG 2107 randomized trial, but stressed these data are not ready for immediate application in 
the clinic

– Correlative molecular analyses are also needed 

Importantly, these results also demonstrate that building on the encorafenib-cetuximab backbone is 
feasible
> Additional ongoing trials are exploring encorafenib-cetuximab + chemotherapy 1L (BREAKWATER; 

NCT04607421); encorafenib, binimetinib, and nivolumab 2L (NCT04044430); and dabrafenib, trametinib, 
and spartalizumab (NCT03668431)

Dr Dotan:
This was built on 
preclinical data 
showing decreased 
expression of these 
MMR genes, and to me 
that is the first time that 
I really see a clinical 
trial built on data 
showing that we can 
harness that potential 
MSI-high behavior.

“
“



Experts Discussed Evolving Treatment Paradigms for HER2-
Expressing mCRC
DESTINY-CRC01 
The data from DESTINY-CRC01 investigating T-DXd in HER2-expressing mCRC are 
considered very promising in the subset of patients with IHC3+ or IHC2+/ISH+ 
tumors
> The ORR of 45% and the DCR of 83% are considered impressive in a heavily 

pretreated population
– Experts would like to see the data on the activity in the subset of patients 

previously treated with HER2-targeted therapy
– On the basis of this efficacy signal, experts expect T-DXd to move into earlier 

lines of treatment
> T-DXd–associated ILD/pneumonitis is considered challenging, but has been 

manageable in gastric cancer, and thus experts expect clinicians treating mCRC can 
also learn how to manage it

> Experts speculated T-DXd may be more active than previously tested HER2-targeted 
agents because of the ADC mechanism of action and the cytotoxic bystander effect

> No activity was observed in HER2-low–expressing tumors, and further investigation in 
this subset is not warranted

> One expert noted the requirement for centralized assessment in the DESTINY trials 
can be challenging in some systems and a barrier to patient enrollment; adopting an 
approach that allows local assessment confirmed by central assessment was 
suggested

> Ongoing studies such as MOUNTAINEER (tucatinib + trastuzumab), SWOG 1613 
(trastuzumab + pertuzumab), and DESTINY-CRC02 will help to inform the role of 
different HER2-targeted approaches for HER2-expressing mCRC

BIOMARKER TESTING
Upfront NGS testing is considered SOC for all 
patients with mCRC, and should include RAS, 
BRAF, MSI, and HER2
> There is concern that upfront testing is not 

being performed consistently in the 
community

> Experts noted that enthusiasm for HER2 
testing in CRC is currently low, and there is a 
need to educate community oncologists on 
the importance of this biomarker, both as an 
indicator of resistance to EGFR-targeted 
therapies and as a potential selective marker 
for HER2-targeted therapies

– The availability of a highly active therapy 
such as T-DXd may motivate more 
clinicians to test for HER2 expression in 
mCRC

– Larger centers are beginning to 
incorporate HER2 testing as part of the 
standard biomarker panel



Congress Highlights
Metastatic Colorectal Cancer – Immunotherapy



Nivolumab + mFOLFOX6/BEV versus mFOLFOX6/BEV for 1L treatment 
of mCRC: Phase 2 results from CheckMate 9X8
Lenz et al. 2022, ASCO GI 8

STUDY POPULATION
> Pts with previously untreated, unresectable mCRC (N=195) were 

randomized to 2:1 to nivolumab + mFOLFOX6/BEV Q2W or 
mFOLFOX6/BEV Q2W 

EFFICACY
> The primary endpoint of mPFS was not met (11.9 months in both 

arms)
> Secondary endpoints favored the addition of nivolumab

– 15-month PFS: 45% vs 21.5%
– 18-month PFS: 28% vs 9% 
– ORR: 60% vs 46%
– Duration of response: 12.9 mo vs 9.3 mo

CONCLUSIONS
> The primary endpoint of PFS was not met; however, nivolumab + 

standard chemotherapy showed higher PFS rates after 12 
months, a higher response rate, and more durable responses 
compared with SOC, along with acceptable safety, in 1L mCRC

SAFETY
> G 3/4 TRAEs: 75% vs 48%
> G 3/4 TRAEs leading to discontinuation: 31% vs 6%



Phase I/II study of regorafenib and pembrolizumab in refractory 
microsatellite stable colorectal cancer (MSSCRC)
Barzi et al. 2022, ASCO GI 15

STUDY POPULATION
> Pts with MSS mCRC refractory to or intolerant of chemotherapy 

(N=73) were treated with regorafenib + pembrolizumab 
– The recommended phase II dose of regorafenib was 80 mg, 

days 1–14/21 

EFFICACY
> No objective responses were observed 
> mPFS was 2.0 months
> mOS was 10.9 months 

CONCLUSIONS
> The trial did not meet the primary endpoint
> This is the largest trial of combining an ICI + regorafenib in MSS 

mCRC reported to date 
> Analysis of biomarkers for identification of patients with longer 

duration of benefit is ongoing

SAFETY
> There were no grade 4 AEs
> Grade 3 toxicities were rash (20%), hand-foot syndrome, and 

hypertension (7%) 
> Dose modification was required in 14%

Dr Taieb:
The [regorafenib-IO] data were super promising 
to begin with, but we now have too many data 
showing the combination of regorafenib with an 
immunotherapy drug is not promising.

“ “



Phase II trial of cabozantinib plus durvalumab in chemotherapy 
refractory advanced pMMR/MSS CRC: CAMILLA CRC cohort results
Saeed et al. 2022, ASCO GI 135

STUDY POPULATION
> Pts with pMMR/MSS CRC that had progressed on 2 or more lines 

of therapy (N=36)
– 41% (12) had RAS wild-type tumors, and 6.9% (2) had 

HER2 amplification
– 52% (15) had received ≥3 lines of therapy 
– All had metastases at ≥3 sites and 79% (23) metastases in 

the liver

EFFICACY
> ORR = 28%; DCR = 86% 

– Median DOR was not reached 
– mPFS = 3.8 months; 6-month PFS = 34.5%
– mOS = 9.1 months. 

> In the RAS wild-type subgroup, ORR (PRc) was 50.0%; DCR 
83.3%; median PFS 6.3 months and median OS was NR 

CONCLUSIONS
> Cabozantinib + durvalumab demonstrated promising efficacy and 

the combination was fairly tolerated without new safety signals in 
patients with heavily treated pMMR/MSS CRC

SAFETY
> The most frequent G1–2 AEs were fatigue (53%), nausea (42%), 

diarrhea (36%), anorexia (31%), hand-foot syndrome (22%), and 
hypertension (16%) 

> G ≥3 immune-related adverse events (IRAEs) occurred in 16.6% 

Dr Ilson:
I think that cabozantinib-durvalumab data 
are very provocative, but again it’s phase II 
data. I think it should be taken forward with 
larger-scale evaluation, and potentially in the 
late-line setting.

“ “



One-year duration of nivolumab plus ipilimumab in patients with 
MSI/dMMR mCRC: Long-term follow-up of GERCOR NIPICOL
Cohen et al. 2022, ASCO GI 13

STUDY POPULATION
> Pts with MSI/dMMR mCRC previously treated with 

fluoropyrimidine, oxaliplatin, and irinotecan ± targeted therapies 
were treated with nivolumab 3 mg/kg + ipilimumab 1 mg/kg Q3W 
for 4 cycles, then nivolumab 3 mg/kg Q2W until progression or a 
maximum of 20 cycles 

> A second course of nivolumab was permitted for patients who 
completed the predefined first year of treatment

OUTCOME
> Median follow-up was 34.5 months
> Of 57 patients included at the beginning, 36 (63%) completed the 

predefined 1-year duration of treatment
> 1-, 2-, and 3-year PFS rates were, respectively, 75.4%, 70.0%, 

and 70.0%
> 1-, 2-, and 3-year OS rates were, respectively, 84.1%, 78.4%, and 

73.1% 
> Progressive disease (PD) was observed in only 3 patients who 

were stable at 1 year
– These 3 patients received a second course of nivolumab: 2 

achieved PR and 1 had PD
CONCLUSIONS
> Nivolumab + ipilimumab for a fixed duration of 1 year continued to show durable activity in patients with chemo-resistant MSI/dMMR mCRC 

after 3 years of follow-up 



Key Insights
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Experts Debated the Prospects for Immunotherapy in 
Microsatellite Stable mCRC
ICI + CHEMOTHERAPY OR REGORAFENIB
Overall, results with IO combinations in MSS/pMMR mCRC have been disappointing
> The addition of nivolumab to mFOLFOX6/Bev in mCRC in CheckMate 9X8 clearly did not improve mPFS

– Results of the AtezoTRIBE and NIVACOR randomized trials (IO + triplet chemotherapy) are awaited to determine if there is any role for 
this approach in MSS mCRC

> The phase I/II study of regorafenib + pembrolizumab failed to meet the primary endpoint with a mPFS of only 2.0 months
– A similar study of regorafenib + nivolumab was also negative, and experts see no reason to further explore IO-regorafenib combinations

Experts suggest that before more studies of IO in MSS mCRC are initiated, previous trials should be analyzed to find factors to better 
select the !10% of patients with MSS mCRC who benefit from IO-based combinations

CABOZANTINIB + DURVALUMAB
The combination of cabozantinib + durvalumab showed potential activity, 
particularly in RAS wild-type tumors (ORR 50%)
> It was noted that responses in this patient population are rare

– Determining the durability of these responses will be important since mPFS 
in all-comers was only 3.8 months

> It is unclear what the contribution of each agent is to the activity, and a 
randomized trial is needed to clarify this point

> Tolerability could also be an issue with this combination; cabozantinib is 
perceived to be challenging for patients

Dr Prager:
With all these studies, it’s fishing in the dark, 
because we have seen so many studies now 
combining immunotherapy with cabozantinib, 
lenvatinib, MEK inhibitors, and now we have 
to start to learn from those responders, what 
are the characteristics of those who respond 
to a TKI + CPI?

“ “



Experts Discussed Data With IO-IO Combinations in 
MSI-H/dMMR CRC
IPILIMUMAB + NIVOLUMAB IN MSI/dMMR CRC
Long-term follow-up of the NIPICOL study, showing PFS rates 
plateauing around 70% with 1 year of ipilimumab + nivolumab, is 
considered very provocative; outcomes look similar to what is 
expected with 2 years of therapy
> A randomized trial is needed to determine the optimal length of 

therapy, and the optimal regimen, for this patient subgroup
> Predictive markers are needed to identify patients with primary 

refractory disease upfront

Experts were also very enthusiastic about data from the small 
phase II neoadjuvant NICHE trial in rectal cancer showing a 100% 
pCR rate in the 21 dMMR tumors with a combination of 
nivolumab + ipilimumab (Chalabi M, et al. Nat Med. 2020;26:566-
576)
> Further investigation is warranted to determine if patients who 

achieve a pCR with IO-based therapy need further treatment or 
whether this can be avoided with careful monitoring

MSI TESTING
MSI testing is now considered obligatory for patients with mCRC
> Many experts are using IHC upfront to test for MSI because it is 

fast and inexpensive, followed by NGS testing for confirmation 
and/or to identify MSI tumors that may be missed by IHC

– One expert suggested results from IO trials in MSI/dMMR 
CRC should be presented on the basis of the method for 
identifying MSI status

Dr Taieb:
The NIPICOL study is very interesting. . . . I think clearly the 
very few patient progressors, with some rechallenges that 
were successful, means that a year [or nivolumab + 
ipilimumab] is probably sufficient.

“ “



Congress Highlights
Hepatocellular Carcinoma 



Lenvatinib combined with transarterial chemoembolization as first-line 
treatment of advanced HCC: Phase 3 LAUNCH trial results
Peng et al. 2022, ASCO GI 380

STUDY POPULATION
> Pts with treatment-naive advanced primary HCC (N=336), BCLC 

stage C, Child-Pugh A
– Randomization to lenvatinib ± TACE

OUTCOME

> mOS was 17.8 months with TACE vs 11.5 months with lenvatinib 
alone (HR=0.45; P<.001)

> mPFS = 10.6 months vs 6.4 months (HR=0.43; P<.001)
> Grade 3–4 AEs observed more frequently in the lenvatinib-TACE 

arm: ALT increased (17.6% vs 1.2%; P <.001), AST increased 
(22.9% vs 1.8%; P<0.001), hyperbilirubinemia (9.4% vs 3.0%; P= 
.014)

EXPERT CONCLUSIONS
> Results show the feasibility of combining systemic therapy with TACE, and this approach may be a way to salvage liver function to allow 

patients to benefit from systemic therapy longer
> However, this does not change SOC – the lenvatinib arm underperformed, the population does not represent Western HCC, and a high rate of 

resection in the combination arm raises questions about patient selection and whether TACE would add value in truly unresectable cases 

PRIMARY ENDPOINT: OS



Phase 3 HIMALAYA trial: Tremelimumab and durvalumab as first-line 
therapy in unresectable HCC
Abou-Alfa et al. 2022, ASCO GI 379

STUDY POPULATION
> Pts with treatment-naive unresectable HCC (N=1324), BCLC 

stage B or C, Child-Pugh A
– Randomization to: tremelimumab (300 mg × 1) + 

durvalumab Q4W vs durvalumab QW vs sorafenib 

OUTCOME
> Primary endpoint

– mOS: 16.4 months (T/D) vs 13.8 months (S) (HR=0.78; 
P=.0035)

> Secondary endpoint
– mOS: 16.6 months (D) vs 13.8 months (S) (HR=0.86; 95% 

CI: 0.73–1.03)
> mPFS = 3.78 months (T/D) vs 3.65 months (D) vs 4.07 months (S)
> ORR: 20% (T/D) vs 17% (D) vs 5% (S)

EXPERT CONCLUSIONS
> The primary endpoint of OS for T300 + D vs sorafenib was positive, but the HR is getting close to 0.8, which makes the experts nervous about 

the real clinical benefit
> The secondary endpoint showed noninferiority for D vs sorafenib, and this could provide an alternative to sorafenib for patients who are not 

eligible for dual therapy, with a similar mOS to T300 + D

PRIMARY ENDPOINT: OS



Phase 1b/2 study (Deductive): Tivozanib plus durvalumab in advanced 
HCC: Efficacy in previously untreated patients
Iyer et al. 2022, ASCO GI 462

STUDY POPULATION
> Pts with treatment-naive advanced HCC (N=18) were treated with 

tivozanib + durvalumab

EXPERT CONCLUSIONS
> The results are similar to what would be expected, and this 

combination is probably not worth pursuing in a phase III trial, 
because it does not move the field forward



Safety and efficacy of durvalumab plus bevacizumab in unresectable 
HCC: Results from the phase 2 study 22
Lim et al. 2022, ASCO GI 436

STUDY POPULATION
> Pts with stage II–III HR+, HER2– breast cancer (N=5761) were 

randomized to receive adjuvant endocrine therapy ± 2 years of 
palbociclib

– 82% stage IIB/III; 28% grade 3; clinical high risk: 59%

EXPERT CONCLUSIONS
> The results are not surprising, and this regimen would not be 

recommended for further investigation because it is unlikely to be 
different than the other 3 regimens already in phase III 
development



IMbrave150: Exploratory analysis of patients with unresectable HCC 
treated with atezolizumab beyond radiological progression
Toh et al. 2022, ASCO GI 470

STUDY POPULATION AND BACKGROUND
> Pts with treatment-naive advanced HCC (N=501) were 

randomized 2:1 to atezolizumab + bevacizumab vs sorafenib
> Previous analyses showed that 1L atezolizumab + bevacizumab 

significantly improved OS vs sorafenib (Finn RS, et al. N Engl J 
Med. 2020; 382:1894-1905)

> The current analysis evaluated efficacy and safety in pts who 
received atezolizumab beyond radiologic progression until loss of 
clinical benefit

OUTCOME
> 236 pts in the atezo-bev arm had PD, 130 continued atezo (±

bev), 60 had other therapy, and 46 received no therapy on or after 
first PD

> mOS was 14.5 months in pts who continued atezo, 6.8 months in 
those who received other therapy, and 2.0 months in those who 
received no further therapy

EXPERT CONCLUSIONS
> At first look, it appears that those pts who continue atezo-bev at the discretion of the investigator may continue to benefit despite RECIST 

progression 
– This is worth investigating further, but this is only an exploratory analysis, and it is not ready for routine use in clinic 

OS BY POST-PROGRESSION TREATMENT
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Experts Discussed Approaches Combining Systemic and 
Locoregional Therapies for Unresectable HCC
LAUNCH TRIAL – LENVATINIB ± TACE
Results of the LAUNCH trial showed improved PFS and OS when TACE was 
added to lenvatinib in patients with HCC with an indication for systemic therapy
> Experts agreed that this trial demonstrates the feasibility of combining TACE with a 

systemic therapy
> However, interpretation of results is confounded by several factors

– Heterogeneous patient population (high percentage with Hep B, not typical 
of Western populations)

– Underperformance of lenvatinib control
– High rate of resection (15%) in the combination arm, suggesting patients 

may not have been properly selected
> Experts do not believe this study will change the standard of care, also noting the 

current systemic backbone would be atezolizumab + bevacizumab
– Future trials investigating combinations of systemic and locoregional 

therapies should incorporate the atezolizumab-bevacizumab backbone

Dr Prager:
The problem is that we have another 
backbone right now. I appreciate this study 
to reduce the tumor load in disease with an 
indication for systemic treatment; this 
might work, but the backbone at the 
moment changed totally, so the question 
cannot be answered. At the moment this 
has no clinical implications.

“
“



Experts Discussed First-Line Trials Incorporating 
Immunotherapies for Unresectable HCC
HIMALAYA
> Some experts think the option of tremelimumab (300 mg × 1 dose) + durvalumab (q4w; STRIDE regimen) might be reasonable for patients at 

high risk for severe bleeding
– However, it was also noted that the HIMALAYA trial excluded patients with portal vein thrombosis, who are at the highest risk for 

bleeding, so bleeding risk in these patients with the STRIDE regimen is unknown
> There was also substantial interest in the durvalumab single-agent results, and experts suggested this agent could be an IO option for 

patients ineligible for atezo-bev, if approved
– Experts noted the difference in OS and ORR between durvalumab alone vs the STRIDE regimen is small, raising questions about the 

contribution of tremelimumab
> Comparing results from the three phase III 1L studies (IMBrave150, HIMALAYA, COSMIC-312) suggests that a VEGF inhibitor may be a

better ICI partner in HCC compared with multitargeted TKIs 

IMbrave150
> While the data regarding atezolizumab post-progression are 

provocative, more clarity is needed regarding which patients benefit –
is it patients with a really good response and just a little progression? 
Is it RECIST progression or new lesions? 

– More studies are needed to explore this concept further
Dr Bekaii-Saab:
Single-agent durvalumab is now relevant if it gets 
approved. I don’t know how it will fare outside the 
US, but if approved it may end up being an option 
for some patients.

“ “



Experts Reviewed the Current Algorithm and Practice Patterns 
in Advanced HCC
CURRENT PRACTICE PATTERNS FOR UNRESECTABLE HCC
Atezolizumab + bevacizumab remains the first-line standard of care for most 
patients with unresectable HCC
> Single-agent lenvatinib or sorafenib are only considered as 1L options for patients 

for whom IO therapy is contraindicated (autoimmune disease, transplant)
> Results from LEAP-002 (lenvatinib ± pembrolizumab) and CheckMate 9DW (nivo-ipi 

vs TKI) are still awaited
> Regorafenib or cabozantinib are both considered evidence-based options in 2L

– Most patients do not make it to 3L therapy

There is some concern that many patients in the community are being followed in 
hepatology clinics early on, and are not being referred to a medical oncologist in 
a timely manner
> Often these patients have had multiple TACE or other liver-directed therapies, which 

increases portal hypertension and raises their risk for bleeding events 

Dr Dotan:
There definitely needs to be education 
beyond medical oncology to understand that 
we need to see these patients earlier, and 
the risk of bleeding, and the need to get a 
scope in earlier to make sure they don’t 
have huge varices that haven’t been 
addressed. I think that’s a limitation, and 
having a regimen that allows us to treat with 
less concern about that is a benefit.

“
“
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Neoadjuvant nivolumab/ipilimumab and adjuvant nivolumab in localized 
MSI-H/dMMR oeso-gastric adenocarcinoma: GERCOR NEONIPIGA
Andre et al. 2022, ASCO GI 244

STUDY POPULATION
> Pts with resectable MSI-H/dMMR gastric or esophagogastric 

cancers (T2–T4 Nx M0) underwent treatment with 12 wk 
ipilimumab-nivolumab followed by surgery followed by 9 cycles 
adjuvant nivolumab

– N=32; 25 went to adjuvant therapy; 15 completed therapy

OUTCOME
> pCR rate = 59%; major response rate of 73%
> At 1-year follow-up, only 2 progression/death events, 31 pts alive, 

30 without relapse
> No major safety concerns

– 25% of grade 3–4 treatment-related AEs

EXPERT CONCLUSIONS
> Very interesting results, close to what was seen in the NICHE trial in CRC for MSI-H pts, but ~20% of pts are resistant with poor outcomes
> Very promising but limited series of pts, not practice-changing yet; randomized data are needed

EVENT-FREE SURVIVAL



Trastuzumab deruxtecan in HER2+ advanced gastric or GEJ 
adenocarcinoma: Final OS results from phase 2 DESTINY-Gastric01
Yamaguchi et al. 2022, ASCO GI 242

STUDY POPULATION
> Pts with HER2+ (IHC 3+ or 2+/ISH+) gastric or esophagogastric 

cancers treated with at least 2 prior lines of chemotherapy 
– Enrollment restricted to Japan/Korea
– Pts (N=169) randomized 2:1 to treatment with T-DXd vs 

irinotecan or paclitaxel

OUTCOME
> ORR significantly increased with T-DXd (51% vs 14%; P<.0001)

– Median DOR = 12.5 months (T-DXd) vs 3.9 months
> mOS also significantly longer with T-DXd (12.5 months vs 8.9 

months; HR=0.60; 95% CI: 0.40–0.86)
> AE G ≥3: T-DXd 85.6% vs controls 56.5%

– Neutropenia (51% vs 24%), anemia (38% vs 23%)
> T-DXd–induced ILD (IDMC)

– 13 G1/2, 2 G3, 1 G4, 0 G5

EXPERT CONCLUSIONS
> The results are quite convincing, confirming the efficacy of this agent, and T-DXd is likely to move to earlier lines quickly

– HER2 testing and treatment with targeted therapy is already an established paradigm in gastric/esophagogastric cancer, on the basis of 
the TOGA trial

RESPONSE
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Chemotherapy +/- nivolumab as 1L treatment for advanced 
GC/GEJC/EAC: Expanded analyses from CheckMate 649
Shitara et al. 2022, ASCO GI 240

STUDY POPULATION
> Pts with previously untreated, unresectable GC/GEJC/EAC (N=2031) 

were randomized to nivolumab + chemo (XELOX or FOLFOX), 
nivolumab + ipilimumab, or chemo alone

OUTCOME
> Previous analysis showed a significant improvement in OS (HR 0.79) 

and PFS (HR 0.79) with the addition of nivolumab to chemo; however, 
ipi-nivo was not superior to chemo (Janjigian YY, et al. ESMO 2021)

> Improvements maintained with longer follow-up
– mOS: 13.8 months vs 11.6 months (HR=0.79)
– mPFS: 7.7 months vs 6.9 months (HR=0.79)

> mOS benefit with nivo appears to be restricted to PD-L1 CPS scores ≥10
– ORR increase observed across all PD-L1 subgroups

EXPERT CONCLUSIONS
> The PFS2 analysis is provocative, and suggests an improvement in PFS with next treatment (2-month increase) with prior nivo treatment, 

although there is no clear explanation or rationale
> The PD-L1 subset analysis suggests nivo benefit is restricted to CPS ≥10, and argues that CPS ≥5% may not be appropriate as the most 

appropriate cutoff

PROGRESSION-FREE SURVIVAL 2



Pembrolizumab +/- chemotherapy vs chemotherapy alone for PD-L1+ 
advanced gastric or GEJ adenocarcinoma: KEYNOTE-062 update
Wainberg et al. 2022, ASCO GI 243

STUDY POPULATION
> Pts with previously untreated advanced gastric or GEJ cancer 

(N=763) were randomized to pembrolizumab, pembrolizumab + 
cisplatin-based chemotherapy, or chemotherapy 

OUTCOME
> Previous analysis showed no significant improvement in OS or 

PFS for either pembrolizumab arm compared with chemo alone 
(Shitara K, et al. JAMA Oncol. 2020;6:1571-1580)

> In this updated analysis there was a trend toward a late 
improvement in OS (HR=0.76; 95% CI: 0.56–1.03) and PFS 
(HR=0.71; 95% CI: 0.52–0.96) with pembrolizumab + chemo in 
the PD-L1 CPS ≥10 subgroup

EXPERT CONCLUSIONS
> There is some late separation of curves in the subset of patients with CPS ≥10, but it did not meet the trial endpoint 
> Earlier deaths were seen in patients receiving pembrolizumab alone, so this trial does not provide justification regardless of CPS score to give 

pembrolizumab alone, even if there is a late tail on the curve 

OVERALL SURVIVAL – PEMBROLIZUMAB + CHEMO



A phase Ib/II study of AK104, a PD-1/CTLA-4 bispecific antibody, 
combined with chemotherapy as 1L therapy for advanced G/GEJ cancer
Ji et al. 2022, ASCO GI 308

STUDY POPULATION
> Pts with previously untreated unresectable advanced gastric or 

GEJ cancer (N=96) were treated with different dose levels of 
AK104 + mXELOX

– 83% of pts had a PD-L1 CPS <5

OUTCOME
Efficacy
> ORR = 66%; DCR = 92%
> mDOR = 6.93 months
> mPFS = 7.10 months
> mOS = 17.41 months
Safety
> 62.5% of pts experienced a grade ≥3 TRAE
> 4 pts experienced a TRAE leading to death

EXPERT CONCLUSIONS
> The waterfall plot suggests impressive activity across dose levels (55%–65%), encouraging for a phase II trial
> However, activity is similar to what has been seen with anti–PD-1 monotherapy, and the mOS of 17 months is similar to mOS reported in 

other Chinese phase III trials, so it is not clear that this would be better

RESPONSE



Key Insights
Gastric and Gastroesophageal Junction (GEJ) 
Cancers



Experts Debated the Role of Neoadjuvant Therapy for 
Resectable MSI-H Gastric or Gastroesophageal Cancers
NEONIPIGA
Results from the NEONIPIGA study are considered very encouraging, with a pCR 
rate of 59% and major responses around 70% with the preoperative regimen of ipi-
nivo in patients with MSI-high/dMMR esophagogastric cancer
> Although experts cautioned that this was a small study (N=32) and not sufficient to 

change practice, several indicated they would start using this neoadjuvant approach, 
particularly in patients where there is concern about surgery and/or chemotherapy

– However, there is also concern about the ~20% of patients who progress 
rapidly on this IO-IO regimen

• There are data suggesting perioperative chemotherapy may be 
detrimental in patients with MSI-H esophagogastric cancers, so 
combination regimens may not be appropriate in this population

> These results also raise the question of whether patients who achieve a pCR need 
surgery, or whether they are “cured”

– Research is needed to identify predictive factors or monitoring methods, such 
as ctDNA, that may help to identify patients who can safely forego surgery

Experts indicated that MSI testing should be standard for patients with resectable 
gastric/GEJ cancers, but HER2 and PD-L1 are not relevant for routine clinical use 
outside of a clinical trial

Dr Dotan:
I’m not sure I’m completely ready to change 
our practices – I think we need more data –
but there’s definitely these patients where 
you worry about surgery and chemotherapy, 
and if they have MSI-high [gastric/GEJ 
cancer] I would consider using this.

“
“



Experts Discussed Results of Immunotherapy Trials in 
Unresectable Gastric/GEJ Cancers
CHECKMATE 649 
Updated results from the CheckMate 649 trial evaluating nivolumab + first-line FOLFOX/XELOX for GC/GEJC/EAC confirmed previously
published results showing a significant improvement in PFS and OS
> Data showing that PFS2 was also improved with the addition of nivolumab are also considered provocative, although there is no clear 

explanation
> Subset analyses suggest OS benefit is restricted to patients with a CPS score ≥10, although improvements in ORR and duration do not 

appear dependent on CPS score
– The optimal CPS cutoff for patient selection is under debate, and guidelines will likely continue to evolve

KEYNOTE-062 
In contrast, the results from the KEYNOTE-062 trial evaluating pembrolizumab 
added to chemotherapy in a similar patient population showed no significant 
improvement in PFS or OS, although there was late separation of the curves in 
patients with higher CPS scores
> Some experts are concerned with the inconsistency between these trials, and cannot 

explain why there would be a difference between the 2 anti–PD-1 mAbs
– However, most agreed there is benefit from adding an ICI for patients with high 

CPS scores
> Interpreting data from studies in this space is considered challenging because some 

trials mix gastric and/or GEJ with esophageal cancers, or squamous and 
adenocarcinoma, as well as different PD-L1 scoring systems

Dr Taieb:
We are going in the direction in gastric and 
esophageal [cancer] in Western populations 
that we will need to find the optimal cutoff, 
and [CPS] 10 seems more relevant than 5.

“ “



Experts Reviewed Results From Trials of Targeted Therapies 
for Advanced G/GEJ Cancers
HER2-TARGETED THERAPY
There is substantial enthusiasm for the data with T-DXd from DESTINY-
Gastric01 in pretreated patients, and experts expect this agent to be studied 
in earlier lines of therapy
> Toxicities are perceived to be higher with T-DXd than with chemotherapy, and 

ILD in particular will need to be watched

Experts agreed that HER2 testing is standard for patients with 
advanced/metastatic gastric/GEJ tumors

OTHER TARGETED AGENTS
Early results with AK104, the PD-1/CTLA-4 bispecific antibody, are considered encouraging, although it was noted that median OS of 
17 months is very similar to published results with first-line chemotherapy plus an ICI, so it is not clear that this agent would be better

Data with the Wnt inhibitor DKN-01 + tislelizumab ± first- or second-line chemotherapy in the DisTinGuish trial are also considered very 
promising, with a strong ORR and durable responses

Dr Marshall:
The HER2 piece is good, we’re in, we 
need to test, and we’ll figure out what lines 
of therapy we go from there. 

“ “



Congress Highlights
Pancreatic Cancer and Biliary Tract Cancer 



KRYSTAL-1: Adagrasib (MRTX849) in unresectable/metastatic pancreatic 
cancer (PDAC) and other GI tumors harboring a KRASG12C mutation
Bekaii-Saab et al. 2022, ASCO GI 519

STUDY POPULATION
> Pts with previously treated advanced solid tumors (excluding 

NSCLC and CRC) harboring a KRAS G12C mutation (N=27) were 
treated with single-agent adagrasib

OUTCOME
> ORR: 50% in PDAC and 35% in other GI cancers
> DCR: 100% in both subpopulations
> mDOR = 6.97 months (PDAC) and 7.85 months (other GI)
> mPFS = 6.6 months (PDAC) and 7.85 months (other GI)

EXPERT CONCLUSIONS
> The 100% DCR in PDAC and other GI cancers is amazing – nearly all patients responded with at least temporary tumor shrinkage
> This could be a candidate for investigation in combination with down- or side-stream inhibitors

RESPONSE IN UNRESECTABLE/METASTATIC PDAC



Phase III study of modified folfirinox +/- sintilimab in metastatic and 
recurrent pancreatic cancer in China: The CISPD3 trial.
Fu et al. 2022, ASCO GI 560

STUDY POPULATION
> Pts with metastatic or recurrent PDAC with 0–1 prior therapies 

(N=110) were randomized to treatment with mFOLFIRINOX ± the 
anti–PD-1 mAb sintilimab

OUTCOME
> ORR was doubled with the addition of sintilimab (50% vs 24%; 

P<.05)
> There was no difference in OS or PFS between arms

– mOS: 10.9 months vs 10.8 months (P>.05)
– mPFS: 5.9 months vs 5.7 months (P>.05)

> Toxicities were manageable

EXPERT CONCLUSIONS
> This was a small trial, and there was some indication of activity demonstrated by the increase in response rates, but this did not translate to a 

PFS or OS benefit

PRIMARY ENDPOINT: OS



Trybeca-1: Phase 3 study of chemotherapy +/- eryaspase as 2L treatment 
in patients with advanced pancreatic adenocarcinoma
Hammel et al. 2022, ASCO GI 518

STUDY POPULATION
> Pts with stage III–IV pancreatic adenocarcinoma treated with ≥1 

prior systemic therapy (N=512) were randomized to chemotherapy 
(gem–nab-pac or FOLFIRI) ± eryaspase 

OUTCOME
> There was no difference in OS between arms (HR=0.92; P=.375)

– Subgroup analysis suggested benefit with eryaspase in pts 
with normal CA19-9 at baseline (HR=0.49) and those with 2 
prior chemotherapies (HR=0.53)

– There was also a suggestion of benefit in the subgroup of 
pts who received FOLFIRI (HR=0.81)

EXPERT CONCLUSIONS
> The trial did not meet its primary endpoint of OS; there may be a small signal with response, but clearly not strong

– Better prognostic subgroups may have derived some benefit
– May see more of a signal with FOLFIRI vs gem–nab-pac, consistent with phase II results

PRIMARY ENDPOINT: OS



TOPAZ-1: A phase 3 study of durvalumab in combination with GemCis in 
patients with advanced biliary tract cancer
Oh et al. 2022, ASCO GI 378

STUDY POPULATION
> Pts with previously untreated unresectable locally advanced, 

recurrent, or metastatic BTC (N=685) were randomized to receive 
GemCis ± durvalumab

OUTCOME
> Durvalumab significantly improved OS

– Median 12.8 months vs 11.5 months; HR=0.80; P=.021
– HR for time up to 6 months: 0.91
– HR for time after 6 months: 0.74

> PFS was also significantly increased
– Median 7.2 months vs 5.7 months; HR=0.75; P=.001

> ORR: 27% vs 19%; P=.011
> Durvalumab did not add toxicity to that observed with GemCis

CONCLUSIONS
> TOPAZ-1 is the first global phase III study to report positive results testing immunotherapy + chemotherapy as first-line treatment for 

advanced BTC
> Durvalumab + GemCis is an effective first-line therapy, and could become a new standard of care, for patients with advanced BTC

PRIMARY ENDPOINT: OS



Phase II study of pembrolizumab plus olaparib in patients with advanced 
cholangiocarcinoma: Interim results
Yin et al. 2022, ASCO GI 452

STUDY POPULATION
> Pts with histologically confirmed advanced cholangiocarcinoma 

previously treated first-line with gemcitabine-based therapy (N=12) 
were treated with olaparib + pembrolizumab

OUTCOME
> There was 1 PR and 4 SD
> Complete molecular analysis by FoundationOne CDx revealed 

mutations in ATM (N = 2), STK11 (N = 1), ARID1A (N = 2), and 
IDH1 (N = 2)

> Primary grade 3 AEs included anemia (N = 2) and diarrhea (N = 1) 
> Grade 1/2 AEs included thrombocytopenia (N = 2), anemia (N = 

1), rash (N = 1), and diarrhea (N = 1)

EXPERT CONCLUSIONS
> This was a small hypothesis-generating study that showed some sign of biologic activity, but with a very limited number of patients
> Toxicities appear manageable with this combination

PRIMARY ENDPOINT: iDFS



Key Insights
Pancreatic Cancer and Biliary Tract Cancer 



Experts Discussed Current Results and the Future of 
Research for Pancreatic Adenocarcinoma
KRYSTAL-1 (KRAS G12C-MUTATED GI CANCERS)
Updated data from the KRYSTAL-1 basket trial of adagrasib (MRTX849) showing an ORR of 50% in pancreatic cancer harboring a KRAS 
G12C mutation, and 35% in other GI cancers, with a DCR of 100% in all patients, are considered impressive
> Experts see increasing value in genomic testing of pancreatic tumors, noting the numerous KRAS inhibitors currently in clinical trials, and 

potentially actionable mutations in KRAS wild-type tumors, such as HER2 amplicons, NRG fusions, and BRAF mutations
– One expert noted that published data suggesting a high frequency of NRG fusions in RAS WT pancreatic cancers may not be truly 

representative
– Experts suggested ctDNA should be further investigated as a method for obtaining tissue for analysis in pancreatic cancer
– Gene expression profiling of both tumor and stroma should also be investigated further, particularly changes following treatment, which 

may differ from what is seen in other solid tumors

OTHER TARGETS
Results from the phase III trials evaluating eryaspase in combination with 
chemotherapy, and sintilimab in combination with modified FOLFIRINOX, were both 
negative, with no improvement in PFS or OS observed in either trial
> There was some suggestion of benefit when eryaspase was added to FOLFIRI vs 

gemcitabine–nab-paclitaxel, consistent with phase II results, and this may be worth 
investigating further 

– One expert suggested fluoropyrimidines may be a better backbone for exploring 
combinations in pancreatic cancer

Immunotherapy is not considered effective in pancreatic cancers, and experts 
suggested focusing on targeted therapies

Dr Marshall:
It has been frustrating with pancreatic 
cancer, that the discovery of meaningful 
actionable mutations has not been high. I 
suspect the answer is in there somewhere, 
we just have to find it.

“ “



Experts Debated the Impact of New Data for Biliary Tract 
Cancers
TOPAZ-1 
The TOPAZ-1 trial showed a significant improvement in both PFS and OS with the addition of durvalumab to gemcitabine-cisplatin in 
patients with advanced biliary tract cancer 
> However, several experts expressed disappointment in the results, and questioned how clinically meaningful this magnitude of benefit is

– Research is needed to identify the molecular subset of patients who benefit most 
– Another challenge in the interpretation of these data is that maintenance was included in the durvalumab arm, but not in the control arm

• The value of maintenance needs to be more formally tested in clinical trials
– One expert commented that this combination is unlikely to get regulatory approval or reimbursement in Europe because of the low 

magnitude of clinical benefit
• QOL data may be helpful

TARGETED APPROACHES IN CHOLANGIOCARCINOMA (CCA)
QOL analysis of the ClarIDHy trial that evaluated ivosidenib for IDH1-mutated CCA 
confirms that ivosidenib maintains QOL
> While ivosidenib is not considered a miracle drug with long-term responses, it can 

control disease for a few months and give the patient another line of therapy

The combination of pembrolizumab and olaparib in patients with advanced CCA 
showed some sign of activity, but the patient numbers were small, and further 
investigation and follow-up are needed

Dr Marshall:
It’s easy from a population perspective to say 
that’s not enough, when you define it by 
subsets or whatever, but when it’s the 
individual, it really does become a difficult 
discussion.

“ “
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