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We Encourage Clinicians in Practice to Submit Questions 

Feel free to submit questions now before the program 
begins and throughout the program.



Familiarizing Yourself with the Zoom Interface

Expand chat submission box

Drag the white line above the submission box up to create 
more space for your message.



Familiarizing Yourself with the Zoom Interface

Increase chat font size

Press Command (for Mac) or Control (for PC) and the + symbol. 
You may do this as many times as you need for readability.
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JCO Precis Oncol 2021;September 16;5:PO.21.00030.



Total Number of Liquid Biopsy-Based and Tumor Sequencing 
Profiles by Cancer Type

Green MF et al. JCO Precis Oncol 2021;September 16;5:PO.21.00030.



Newly Approved Therapy Alerts and Clinical Trial Matching

Green MF et al. JCO Precis Oncol 2021;September 16;5:PO.21.00030.

Newly Approved Therapies Stratified by Vital Status 
and Detection of Alteration Relative to Approval Sources of Genomic Profiling Results



MTB Patient Outcomes: Change in Therapy Based on NGS Results 
and Stratified by Clinical Evidence Level

Green MF et al. JCO Precis Oncol 2021;September 16;5:PO.21.00030.

MTB = molecular tumor board; NGS = next-generation sequencing



MTB Patient Outcomes: Proportion of Patients Receiving Tumor 
Tissue or Liquid Biopsy Tests Who Harbor Actionable Mutations

Green MF et al. JCO Precis Oncol 2021;September 16;5:PO.21.00030.



Meet The Professor with Dr Strickler:
Management of Upper GI Cancers 

Case Presentations
• Dr Patel: A 60-year-old man with GEJ adenocarcinoma who responds to neoadjuvant CRT but declines surgery 

and develops PD (HER2 1+, PD-L1 2%)
• Dr Strickland: A frail 87-year-old woman with unresectable gastric cancer who chooses to receive systemic 

therapy (PD-L1 0%, HER2 negative, MSS) 
• Dr Gupta: A 65-year-old man with T3N1M0 mixed gastric adenocarcinoma who responds well to neoadjuvant 

FLOT and has minimal residual disease at surgery
• Dr Strickland: A 62-year-old man with PMH of prostate cancer who is now diagnosed with T2N1M0, 

HER2-positive GEJ adenocarcinoma 
• Dr Rudolph: A 33-year-old man with metastatic HER2-positive gastric adenocarcinoma who is responding well to 

FOLFOX, trastuzumab and nivolumab 
• Dr Brenner: A 61-year-old man with metastatic HER2-positive esophageal cancer and germline CHEK2 mutation 

with PD on chemotherapy, pembrolizumab, trastuzumab and later T-DXd (PD-L1 12%)
• Dr Strickland: A 75-year-old man with symptomatic anemia who is diagnosed with metastatic esophageal 

adenocarcinoma (PD-L1 8%, MSS, HER2 1+)
• Dr Strickland: A 62-year-old woman with squamous cell esophageal carcinoma metastatic to bone 

(PD-L1 TPS 10%)



Case Presentation: A 60-year-old man with GEJ 
adenocarcinoma who responds to neoadjuvant CRT but 
declines surgery and develops PD (HER2 1+, PD-L1 2%)

Dr Minesh Patel (Peachtree City, Georgia)







Dr Matthew Strickland (Boston, Massachusetts)

Case Presentation: A frail 87-year-old woman with 
unresectable gastric cancer who chooses to receive systemic 
therapy (PD-L1 0%, HER2 negative, MSS) 



Diffuse thickening of stomach wall

Associated with FDG uptake



Case Presentation: A 65-year-old man with T3N1M0 mixed 
gastric adenocarcinoma who responds well to neoadjuvant 
FLOT and has minimal residual disease at surgery

Dr Ranju Gupta (Bethlehem, Pennsylvania)



Outside of a clinical trial, would you attempt to access an anti-
PD-1/PD-L1 antibody as part of neoadjuvant therapy for a 
patient with MSI-high gastroesophageal cancer?

Yes

No

Yes

Yes

Yes

Yes



A patient with HER2-negative, MSS gastric adenocarcinoma 
receives preoperative FLOT, undergoes resection and has 
significant residual disease at surgery (PD-L1 CPS = 0). Regulatory 
and reimbursement issues aside, what would you generally 
recommend?

Continue FLOT 
postoperatively

Continue FLOT 
postoperatively

Continue FLOT 
postoperatively

Continue FLOT 
postoperatively

Continue FLOT 
postoperatively

Continue FLOT 
postoperatively

FLOT = fluorouracil/leucovorin/oxaliplatin/docetaxel



A patient with HER2-negative, MSS gastric adenocarcinoma 
receives preoperative FLOT, undergoes resection and has 
significant residual disease at surgery (PD-L1 CPS = 10). 
Regulatory and reimbursement issues aside, what would you 
generally recommend?

Continue FLOT 
postoperatively

Switch to FOLFOX + 
nivolumab 

postoperatively

Continue FLOT 
postoperatively

Continue FLOT 
postoperatively

Continue FLOT 
postoperatively

Continue FLOT 
postoperatively +      

PD-1/PD-L1 antibody



Regulatory and reimbursement issues aside, which first-line 
therapy would you most likely recommend for a 65-year-old 
patient presenting with metastatic HER2-negative, MSS gastric 
adenocarcinoma with a PD-L1 CPS of 0? 

FOLFOX

FOLFOX

FOLFOX

FOLFOX

FOLFOX

FOLFOX + nivolumab



Regulatory and reimbursement issues aside, which first-line 
therapy would you most likely recommend for a 65-year-old 
patient presenting with metastatic HER2-negative, MSS gastric 
adenocarcinoma with a PD-L1 CPS of 5? 

FOLFOX or FOLFOX + 
pembro

FOLFOX + nivolumab

FOLFOX + nivolumab

FOLFOX + nivolumab

FOLFOX + nivolumab

FOLFOX + nivolumab



KEYlargo: A Phase II Study of First-Line 
Pembrolizumab (P), Capecitabine (C), and Oxaliplatin 
(O) in HER2-Negative Gastroesophageal (GE) 
Adenocarcinoma 

Uronis HE et al.
Gastrointestinal Cancers Symposium 2021;Abstract 228.



KEYlargo: Best Response 

Uronis HE et al. Gastrointestinal Cancers Symposium 2021;Abstract 228.



KEYlargo: Baseline and After 3 Cycles of Pembrolizumab, 
Capecitabine and Oxaliplatin 

Uronis HE et al. Gastrointestinal Cancers Symposium 2021;Abstract 228.

Baseline After cycle 3



DKN-01 in Combination with Pembrolizumab in 
Patients with Advanced Gastroesophageal 
Adenocarcinoma (GEA): Tumoral DKK1 Expression 
as a Predictor of Response and Survival 

Klempner SJ et al.
Gastrointestinal Cancers Symposium 2020;Abstract 357.



Blood-Based Genomic Profiling of Cell Free DNA 
(cfDNA) to Identify Microsatellite Instability (MSI-H), 
Tumor Mutational Burden (TMB) and WNT/B-Catenin 
Pathway Alterations in Patients with Gastrointestinal 
(GI) Tract Cancers

Isaacs J et al.
ASCO 2019;Abstract 3552.



Clin Cancer Res 2021 March 1;27(5):1236-41. 



Dr Matthew Strickland (Boston, Massachusetts)

Case Presentation: A 62-year-old man with PMH of prostate 
cancer who is now diagnosed with T2N1M0, HER2-positive
GEJ adenocarcinoma 



EGD – Malignant-appearing stenosis at distal 
esophagus/GEJ

T2 (submucosal involvement by endosonographic 
criteria)



PET CT

Shows FDG-avid primary at distal esophagus/GEJ
Intense FDG uptake in gastrohepatic node



Case Presentation: A 33-year-old man with metastatic 
HER2-positive gastric adenocarcinoma who is responding 
well to FOLFOX, trastuzumab and nivolumab 

Dr Priya Rudolph (Athens, Georgia)



Regulatory and reimbursement issues aside, what would be your 
preferred first-line treatment for a patient with newly diagnosed 
metastatic HER2-positive, MSS gastric adenocarcinoma with a 
PD-L1 CPS of 0? 

Trastuzumab/FOLFOX/ 
pembro

FOLFOX/trastuzumab

FOLFOX/trastuzumab

Trastuzumab/chemo*/ 
pembro

Trastuzumab/FOLFOX/ 
pembro

Trastuzumab/CAPOX/
pembro

* FOLFOX or CAPOX



Regulatory and reimbursement issues aside, what would be your 
preferred first-line treatment for a patient with newly diagnosed 
metastatic HER2-positive, MSS gastric adenocarcinoma with a 
PD-L1 CPS ≥1?

Trastuzumab/FOLFOX/ 
pembro

Trastuzumab/FOLFOX/ 
pembro

FOLFOX/trastuzumab

Trastuzumab/CAPOX/ 
pembro

Trastuzumab/FOLFOX/ 
pembro

Trastuzumab/CAPOX/ 
pembro



Regulatory and reimbursement issues aside, what would you 
currently recommend as second-line therapy for a patient with 
metastatic HER2-positive, MSS gastric adenocarcinoma (PD-L1 
CPS ≥1) with disease progression on FOLFOX/trastuzumab?

Ramucirumab/ 
paclitaxel

Trastuzumab 
deruxtecan if HER2+ 

on rebiopsy

Trastuzumab 
deruxtecan

Ramucirumab/ 
paclitaxel

Ramucirumab/ 
paclitaxel

CAPOX + 
pembrolizumab



Regulatory and reimbursement issues aside, what would you 
currently recommend as second-line therapy for a patient with 
metastatic HER2-positive, MSS gastric adenocarcinoma (PD-L1 
CPS ≥1) with disease progression on FOLFOX/trastuzumab/
pembrolizumab?

Ramucirumab/ 
paclitaxel

Trastuzumab 
deruxtecan if HER2+ 

on rebiopsy

Trastuzumab 
deruxtecan

Ramucirumab/ 
paclitaxel

Ramucirumab/ 
paclitaxel

Trastuzumab 
deruxtecan



What have you observed in terms of the tolerability of 
trastuzumab deruxtecan? 

Significant fatigue

Nausea often, ILD 
sometimes

No significant toxicity

Similar to chemo, 
cytopenias and GI 

symptoms

Toxic

Fine

ILD = interstitial lung disease



At what grade of ILD would you permanently discontinue 
therapy with trastuzumab deruxtecan for a patient with 
HER2-positive gastric/GEJ adenocarcinoma?

Grade 2

Grade 3

Grade 2

Grade 2

Grade 2

Grade 2



Have you or would you offer trastuzumab deruxtecan to a 
patient with HER2-low gastric/GEJ adenocarcinoma outside 
of a clinical trial?

I have not and 
would not

I have not but would 
for the right patient

I have not and 
would not

I have not and 
would not

I have not but would 
for the right patient

I have



MOUNTAINEER-02: Phase 2/3 Study of Tucatinib, 
Trastuzumab, Ramucirumab, and Paclitaxel in 
Previously Treated HER2+ Gastric or Gastroesophageal 
Junction Adenocarcinoma (Trial in Progress)

Catenacci DV et al.
Gastrointestinal Cancers Symposium 2022;Abstract TPS371.



Tucatinib Proposed Mechanism of Action

Catenacci DV et al. Gastrointestinal Cancers Symposium 2022;Abstract TPS371. 



Phase 1b/2, Open-Label, Dose-Escalation and 
Expansion Trial of Tucatinib in Combination with 
Trastuzumab with and without Oxaliplatin-Based 
Chemotherapy or Pembrolizumab in Patients with 
Unresectable or Metastatic HER2+ Gastrointestinal 
Cancers (Trial in Progress) 

Park H et al.
Gastrointestinal Cancers Symposium 2022;Abstract TPS376.



JAMA Oncol 2022 May 1;8(5):760-9. 



ASCO 2022 Educational Book



Case Presentation: A 61-year-old man with metastatic 
HER2-positive esophageal cancer and germline CHEK2 
mutation with PD on chemotherapy, pembrolizumab, 
trastuzumab and later T-DXd (PD-L1 12%)

Dr Warren Brenner (Boca Raton, Florida)





Dr Matthew Strickland (Boston, Massachusetts)

Case Presentation: A 75-year-old man with symptomatic 
anemia who is diagnosed with metastatic esophageal 
adenocarcinoma (PD-L1 8%, MSS, HER2 1+)



Malignant-appearing stenosis at distal esophagus/GEJ



Multifocal Hepatic Metastases

FDG-Avid Primary at Distal Esophagus 
Extending into Gastric Cardia



Dr Matthew Strickland (Boston, Massachusetts)

Case Presentation: A 62-year-old woman with squamous cell 
esophageal carcinoma metastatic to bone (PD-L1 TPS 10%)



Mass: Lower Third of the Esophagus



FDG-Avid Primary at Distal Esophagus MRI Spine – T5 Lytic Lesion



Dr Matthew Strickland (Boston, Massachusetts)

Management of stent placement; approach to clinically 
significant neuropathy



Regulatory and reimbursement issues aside, which first-line 
therapy would you most likely recommend for a 65-year-old 
patient presenting with metastatic HER2-negative, MSS 
squamous cell carcinoma of the esophagus with a PD-L1 CPS of 0? 

FOLFOX

FOLFOX

FOLFOX

FOLFOX

FOLFOX

FOLFOX + nivolumab



Regulatory and reimbursement issues aside, which first-line 
therapy would you most likely recommend for a 65-year-old 
patient presenting with metastatic HER2-negative, MSS 
squamous cell carcinoma of the esophagus with a PD-L1 CPS of 1? 

FOLFOX

FOLFOX

FOLFOX

FOLFOX + nivolumab

FOLFOX

FOLFOX + nivolumab



Regulatory and reimbursement issues aside, which first-line 
therapy would you most likely recommend for a 65-year-old 
patient presenting with metastatic HER2-negative, MSS 
squamous cell carcinoma of the esophagus with a PD-L1 CPS of 5? 

FOLFOX

FOLFOX + nivolumab

FOLFOX + 
pembrolizumab

FOLFOX + nivolumab

FOLFOX

FOLFOX + nivolumab



Regulatory and reimbursement issues aside, which first-line 
therapy would you most likely recommend for a 65-year-old 
patient presenting with metastatic HER2-negative, MSS squamous 
cell carcinoma of the esophagus with a PD-L1 CPS of 10? 

FOLFOX + nivolumab

FOLFOX + nivolumab

FOLFOX + 
pembrolizumab

FOLFOX + nivolumab

FOLFOX + 
pembrolizumab

FOLFOX + nivolumab
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HER2-Negative Gastroesophageal Cancers



Checkpoint Inhibitor Approvals for HER2-Negative Gastric, GEJ and 
Esophageal Cancers

Regimen/FDA 
approval date/Pivotal 
trial Location Histology Setting PD-L1

Nivolumab
5/20/21 (CM-577)

Esophageal,
GEJ

Adenocarcinoma
and squamous

• Completed resected, with residual pathologic disease 
after neoadjuvant chemoradiation Not required

Pembrolizumab +
cisplatin/5-FU
3/22/2021 (KN-590)

Esophageal,
GEJ

Adenocarcinoma
and squamous

• Recurrent locally advanced or metastatic
• Not amenable to surgical resection or definitive 

chemoradiation
Not required

Nivolumab + mFOLFOX6
or CAPOX
4/16/2021 (CM-649)

Gastric, GEJ,
esophageal Adenocarcinoma • Advanced or metastatic gastric, GEJ or esophageal 

adenocarcinoma Not required

Pembrolizumab 
7/30/2019
(KN-181)

Esophageal, 
GEJ Squamous

• Recurrent locally advanced or metastatic
• Not amenable to surgical resection or definitive 

chemoradiation
• After ≥1 prior lines of systemic therapy

CPS ≥10 

Nivolumab
6/10/2020
(ATTRACTION-3)

Esophageal Squamous
• Unresectable advanced, recurrent or metastatic
• After prior fluoropyrimidine- and platinum-based
• chemotherapy

Not required

Kelly RJ et al. New Engl J Med 2021;384(13):1191-203. Sun J et al. Lancet 2021;398(10302):759-71. Janjigian YY et al. Lancet
2021;398(10294):27-40. Kojima T et al. J Clin Oncol 2020;38(35):4138-48. Kato K et al. Lancet Oncol 2019;20(11):1506-17.



Gastrointestinal Cancers Symposium 2022;Abstract 244.



NEONIPIGA Design 

Andre T et al. Gastrointestinal Cancers Symposium 2022;Abstract 244.

NEONIPIGA: Study design/methods

OGA = oeso-gastric adenocarcinoma



NEONIPIGA Conclusions

Andre T et al. Gastrointestinal Cancers Symposium 2022;Abstract 244.



Al-Batran SE et al. ASCO 2022;Abstract 4003. | Discussant, Katrina Pedersen, MD, MS
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Al-Batran SE et al. ASCO 2022;Abstract 4003. | Discussant, Katrina Pedersen, MD, MS



Discussant Conclusions

Katrina Pedersen, MD, MS, Discussant



Nature 2022;[Online ahead of print].



Shitara K et al. Nature 2022;[Online ahead of print].

CheckMate 649: Overall Survival
PD-L1 CPS ≥5 All randomly assigned patients

CPS = combined positive score



CheckMate 649: Efficacy Subgroup Analysis by PD-L1 CPS 
Excluding Patients with MSI-High Tumors

Shitara K et al. Nature 2022;[Online ahead of print].



New Engl J Med 2022;386(5):449-62. 



CheckMate 648: Progression-Free Survival for PD-L1 ≥1% and 
in the Overall Population – Nivolumab + Chemotherapy

Doki Y et al. N Engl J Med 2022;386(5):449-62.

PD-L1 ≥1%

Overall Population

Overall Population



CheckMate 648: Overall Survival for PD-L1 ≥1% and in the 
Overall Population – Nivolumab + Chemotherapy  

PD-L1 ≥1%

Overall Population

Doki Y et al. N Engl J Med 2022;386(5):449-62.



CheckMate 648: Progression-Free Survival for PD-L1 ≥1% and 
in the Overall Population – Nivolumab + Ipilimumab

Doki Y et al. New Engl J Med 2022;386(5):449-62. 



CheckMate 648: Overall Survival for PD-L1 ≥1% and in the 
Overall Population – Nivolumab + Ipilimumab

Doki Y et al. New Engl J Med 2022;386(5):449-62. 



CheckMate 648: Antitumor Activity (BICR)

Endpoint

PD-L1 ≥1% Overall population

Nivo/chemo
(n = 158)

Nivo/ipi
(n = 158)

Chemotherapy
(n =  157)

Nivo/chemo
(n = 321)

Nivo/ipi
(n = 325)

Chemotherapy
(n = 324)

ORR 53% 35% 20% 47% 28% 27%

Best overall response

CR 16% 18% 5% 13% 11% 6%

PR 37% 18% 15% 34% 17% 21%

SD 25% 27% 46% 32% 32% 46%

PD 14% 30% 15% 13% 32% 12%

Median DoR 8.4 mo 11.8 mo 5.7 mo 8.2 mo 11.1 mo 7.1 mo

Pts with 
ongoing 
response

13% 25% 3% 17% 22% 6%

Doki Y et al. N Engl J Med 2022;386(5):449-62.

BICR = blinded independent central review



CheckMate 648: Select Treatment-Related Adverse Events

Endpoint

Nivolumab/chemotherapy
(N = 310)

Nivolumab/ipilimumab
(N = 322)

Chemotherapy
(N = 304)

Any grade Grade 3 or 4 Any grade Grade 3 or 4 Any grade Grade 3 or 4

Serious AEs 53% 35% 20% 47% 28% 27%

AEs leading to 
discontinuation

16% 18% 5% 13% 11% 6%

Nausea 59% 4% 8% <1% 52% 3%

Stomatitis 32% 6% 4% 0 23% 2%

Anemia 30% 10% 4% 1% 22% 6%

Decreased 
neutrophils

21% 8% 1% 0 17% 8%

Decreased white 
cells

14% 4% 1% 0 9% 2%

Doki Y et al. N Engl J Med 2022;386(5):449-62.



. Lordick F. ESMO 2021;Discussant. 





CheckMate 648: Overall Survival by Baseline PD-L1 Status –
Nivolumab with Chemotherapy versus Chemotherapy

Chau I et al. World Congress on Gastrointestinal Cancer 2022;Abstract O-3. 



CheckMate 648: Overall Survival by Baseline PD-L1 Status –
Nivolumab with Ipilimumab versus Chemotherapy Alone

Chau I et al. World Congress on Gastrointestinal Cancer 2022;Abstract O-3. 



CheckMate 648: PFS2 Analysis with Nivolumab and 
Chemotherapy versus Chemotherapy

Chau I et al. World Congress on Gastrointestinal Cancer 2022;Abstract O-3. 



CheckMate 648: PFS2 Analysis with Nivolumab and 
Chemotherapy versus Chemotherapy

Chau I et al. World Congress on Gastrointestinal Cancer 2022;Abstract O-3. 





CheckMate 577: Disease-Free Survival (DFS) 

Kelly RJ et al. ASCO 2021;Abstract 4003.



Gastrointestinal Cancers Symposium 2022;Abstract 241.



KEYNOTE-590: Survival Analyses (All Patients) 

Metges JP et al. Gastrointestinal Cancers Symposium 2022;Abstract 241.

OS = overall survival; PFS = progression-free survival



KEYNOTE-590: Overall Survival (OS) in Prespecified Subgroups 

Metges JP et al. Gastrointestinal Cancers Symposium 2022;Abstract 241.

ESCC = esophageal squamous cell carcinoma



KEYNOTE-590: Overall Survival in Select Subgroups 

Metges JP et al. Gastrointestinal Cancers Symposium 2022;Abstract 241.



KEYNOTE-590: Antitumor Response 

Metges JP et al. Gastrointestinal Cancers Symposium 2022;Abstract 241.



KEYNOTE-590: Adverse Events Summary 

Metges JP et al. Gastrointestinal Cancers Symposium 2022;Abstract 241.



Abstract LBA53



ORIENT-16: Phase III Trial Design

Xu J et al. ESMO 2021;Abstract LBA53.



ORIENT-16: Overall Survival (OS) with Sintilimab and Chemotherapy 
for Advanced Gastric or GEJ Adenocarcinoma

Xu J et al. ESMO 2021;Abstract LBA53.

All patientsPD-L1 CPS ≥5



Abstract LBA52



ORIENT-15: Overall Survival with Sintilimab and Chemotherapy for 
Advanced or Metastatic Esophageal Squamous Cell Carcinoma

Shen L et al. ESMO 2021;Abstract LBA52.

All patientsPD-L1 CPS ≥10



et al

2022;40(3):277-88.e3



JUPITER-06: Progression-Free Survival (BICR, ITT Population) 

Wang ZX et al. Cancer Cell 2022;40(3):277-88.e3



JUPITER-06: Overall Survival (ITT Population) 

Wang ZX et al. Cancer Cell 2022;40(3):277-88.e3



JUPITER-06: Tumor Response 

Wang ZX et al. Cancer Cell 2022;40(3):277-88.e3



JUPITER-06: Select Treatment-Emergent Adverse Events (TEAEs) 

Wang ZX et al. Cancer Cell 2022;40(3):277-88.e3



JAMA 2021;326(10):916-25.



ESCORT-1st: Overall Survival (Coprimary Endpoint)

Median OS: 15.3 mo

Median OS: 12.0 mo

Luo H et al. JAMA 2021;326(10):916-25. 



ESCORT-1st: Progression-Free Survival (Coprimary Endpoint)

Median PFS: 6.9 mo

Median PFS: 5.6 mo

Luo H et al. JAMA 2021;326(10):916-25. 



ESCORT-1st: Select Adverse Events

Luo H et al. JAMA 2021;326(10):916-25. 



ESCORT-1st: Immune-Related Adverse Events

Luo H et al. JAMA 2021;326(10):916-25. 



Lancet Oncol 2014;15(11):1224-35.

Lancet 2014;383(9911):31-9.



Pivotal Phase III Studies of Ramucirumab for Advanced Gastric 
or GEJ Adenocarcinoma

Study N Setting Treatment Median OS
Hazard ratio

(p-value)

REGARD 355 PD after first-line therapy Ramucirumab
Placebo

5.2 mo
3.8 mo

HR: 0.776
(p = 0.047)

RAINBOW 665 PD after first-line therapy Ramucirumab/paclitaxel
Placebo/paclitaxel

9.6 mo
7.4 mo

HR: 0.807
(p = 0.017)

Fuchs CS et al. Lancet 2014;383(9911):31-9. Wilke H et al. Lancet Oncol 2014;15(11):1224-35. 





Phase II RAMIRIS Trial of Second-Line Ramucirumab with FOLFIRI: 
Patients with Advanced or Metastatic Gastroesophageal 
Adenocarcinoma with or without Prior Docetaxel

Lorenzen S et al. Eur J Cancer 2022;165:48-57. 

Paclitaxel:

FOLFIRI (n = 48): Median PFS 4.6 mos
Paclitaxel (n = 24): Median PFS 2.1 mos

FOLFIRI
Paclitaxel

FOLFIRI (n = 72): Median PFS 3.9 mos
Paclitaxel (n = 38): Median PFS 3.7 mos

FOLFIRI
Paclitaxel

FOLFIRI (n = 72): Median PFS 6.8 mos
Paclitaxel (n = 38): Median PFS 7.6 mos

FOLFIRI
Paclitaxel

FOLFIRI (n = 48): Median PFS 7.5 mos
Paclitaxel (n = 24): Median PFS 6.6 mos

FOLFIRI
Paclitaxel



Lancet Oncol 2018;19(11):1437-48.



TAGS: Overall Survival (Intent-to-Treat Population) 

Shitara K et al. Lancet Oncol 2018;19(11):1437-48.

TAS-102
(n = 337)

Placebo
(n = 170)

Hazard 
ratio p-value

Median OS 5.7 mo 3.6 mo 0.69 0.00029



Abstract LBA-1



RATIONALE-306: Phase III Trial Design

Yoon HH et al. ESMO World Congress on Gastrointestinal Cancer 2022;Abstract LBA-1. 



RATIONALE-306 Primary Endpoint: OS with First-Line 
Tislelizumab and Chemotherapy for Advanced or Metastatic 
Esophageal Squamous Cell Carcinoma 

OS benefit with tislelizumab and chemotherapy was observed regardless of baseline PD-L1 expression 
and across prespecified subgroups.

Yoon HH et al. ESMO World Congress on Gastrointestinal Cancer 2022;Abstract LBA-1. 



RATIONALE-306: Safety Summary with First-Line Tislelizumab 
and Chemotherapy for Advanced or Metastatic Esophageal 
Squamous Cell Carcinoma 

Yoon HH et al. ESMO World Congress on Gastrointestinal Cancer 2022;Abstract LBA-1. 



HER2-Positive Gastroesophageal Cancers



Recent FDA Approvals in HER2-Positive Gastric, GEJ and Esophageal 
Cancer

Regimen/FDA approval 
date/Pivotal trial Location Histology Setting PD-L1

Pembrolizumab + 
trastuzumab + 
chemotherapy 
5/5/2021 
(KN-811)

Gastric, 
GEJ Adenocarcinoma

• First-line treatment for locally advanced, 
unresectable or metastatic HER2-positive 
gastric or GEJ adenocarcinoma

Not required

Trastuzumab deruxtecan
1/15/2021 
(DESTINY-Gastric01)

Gastric, 
GEJ Adenocarcinoma • Patients who have received a prior 

trastuzumab-based regimen Not required

Janjigian YY et al. Nature 2021; 600: 727–730. www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-fam-trastuzumab-
deruxtecan-nxki-her2-positive-gastric-adenocarcinomas



Nature 2021;600(7890):727-30.



Janjigian YY et al. Nature 2021;600(7890):727-30.

KEYNOTE-811: Overall Response Rate (ORR)

Pembrolizumab Placebo

ORR: 74%
CR: 11%

ORR: 52%
CR: 3%



Janjigian YY et al. Nature 2021;600(7890):727-30.

KEYNOTE-811: Summary of Adverse Events





Discordant HER2 Assessment 

Janjigian YY et al. ESMO World Congress on Gastrointestinal Cancer 2022;Abstract SO-7.



PD-L1 Expression and HER2 Coexpression

Janjigian YY et al. ESMO World Congress on Gastrointestinal Cancer 2022;Abstract SO-7.



Support for Dual Anti-HER2 and Anti-PD-L1 Therapy 

Janjigian YY et al. ESMO World Congress on Gastrointestinal Cancer 2022;Abstract SO-7.



2022



Yamaguchi K et al. Gastrointestinal Cancers Symposium 2022;Abstract 242.

DESTINY-Gastric01 Randomized, Phase II Study Design

PC = physician's choice



DESTINY-Gastric01: Antitumor Activity

Yamaguchi K et al. Gastrointestinal Cancers Symposium 2022;Abstract 242.



DESTINY-Gastric01: Final Overall Survival (OS)

Yamaguchi K et al. Gastrointestinal Cancers Symposium 2022;Abstract 242.



DESTINY-Gastric01: Select Adverse Events

Adverse event

T-DXd
(n = 125)

PC overall
(n = 62)

Any grade Grade ≥3 Any grade Grade ≥3

Neutrophil count decrease 65% 51% 36% 24%

Nausea 63% 6% 47% 2%

Decreased appetite 61% 17% 45% 13%

Anemia 58% 38% 31% 23%

Platelet count decrease 40% 11% 7% 3%

WBC count decrease 38% 21% 36% 11%

Lymphocyte count decrease 23% 12% 3% 2%

16 patients (13%) had T-DXd-related interstitial lung disease/pneumonitis
• 13/16 were Grade 1 or 2
• Median time to first onset: 102.5 days

Yamaguchi K et al. Gastrointestinal Cancers Symposium 2022;Abstract 242.



DESTINY-Gastric01: Exploratory Biomarker Analysis of OS in 
HER2-Positive or HER2-Low Advanced Gastric or GEJ Cancer

Exploratory biomarker in primary HER2-positive cohort Median OS
Plasma HER2 amplification

Not amplified
Amplified

12.1 mo
13.0 mo

Plasma HER2 copy number*
Above 6.0
Below 6.0

21.2 mo
12.0 mo

Exploratory biomarker in exploratory HER2-low cohort
Plasma HER2 extracellular domain†

Above 11.6 ng/mL
Below 11.6 ng/mL

10.1 mo
4.3 mo

*An exploratory cutoff (copy number = 6.0) value was determined, which minimized p-value, estimated by 
log-rank test. Below 6.0 includes patients without amplification; † An exploratory cutoff value of 11.6 ng/mL 
in exploratory cohorts was determined, which minimized p-value, estimated by log-rank test.

Shitari K et al. ESMO World Congress on Gastrointestinal Cancer 2021;Abstract O-14.



Abstract LBA55



DESTINY-Gastric02 Phase II Study Design

Van Cutsem E et al. ESMO 2021;Abstract LBA55.



Van Cutsem E et al. ESMO 2021;Abstract LBA55.



DESTINY-Gastric02: Best Percent Change in Tumor Size from 
Baseline

Van Cutsem E et al. ESMO 2021;Abstract LBA55.



DESTINY-Gastric02: Safety Summary

Van Cutsem E et al. ESMO 2021;Abstract LBA55.



DESTINY-Gastric02: Treatment-Emergent Adverse Events (TEAEs)

Van Cutsem E et al. ESMO 2021;Abstract LBA55.



DESTINY-Gastric02: Adjudicated Drug-Related Interstitial Lung 
Disease (ILD)/Pneumonitis

Van Cutsem E et al. ESMO 2021;Abstract LBA55.



Van Cutsem E et al. ESMO 2021;Abstract LBA55.



Novel Targeted Agents



FDA Grants Bemarituzumab Breakthrough Therapy Designation as 
First-Line Treatment for Gastric and Gastroesophageal Cancers that 
Overexpress FGFR2b
Press Release – April 19, 2021

“The US Food and Drug Administration (FDA) granted Breakthrough Therapy 
Designation for investigational bemarituzumab as first-line treatment for patients 
with fibroblast growth factor receptor 2b (FGFR2b) overexpressing and human 
epidermal growth factor receptor 2 (HER2)-negative metastatic and locally advanced 
gastric and gastroesophageal (GEJ) adenocarcinoma in combination with modified 
FOLFOX6 (fluoropyrimidine, leucovorin, and oxaliplatin), based on an FDA-
approved companion diagnostic assay showing at least 10% of tumor cells 
overexpressing FGFR2b.”

This designation is supported by results from the Phase 2 FIGHT trial.

https://www.amgen.com/newsroom/press-releases/2021/04/amgens-investigational-targeted-treatment-bemarituzumab-
granted-breakthrough-therapy-designation



Abstract 4010



Bemarituzumab Mechanism of Action

Catenacci DV et al. ASCO 2021;Abstract 4010.



FIGHT: Efficacy of First-Line Bemarituzumab with Modified 
FOLFOX6 for Gastric/GEJ Adenocarcinoma

Catenacci DV et al. ASCO 2021;Abstract 4010.

• Median OS was reached in the overall population with longer follow-up – 5.7-mo improvement



FIGHT: Selected Treatment-Related Adverse Event Summary

Catenacci DV et al. ASCO 2021;Abstract 4010.



Zolbetuximab Mechanism of Action

.

Nucleus

Adapted from Siddiqui A, Almhanna K. Cancers 2021;13(17):4322.



Ann Oncol 2021;32(5):609-19.



FAST: Overall Survival with Zolbetuximab in Combination with
Chemotherapy for Advanced CLDN18.2-Positive Gastric and 
Gastroesophageal Adenocarcinoma

Sahin U et al. Ann Oncol 2021;32(5):609-19.

Overall population
Patients with ≥70% 

CLDN18.2-positive tumor cells

Median OS
EOX (n = 84): 8.3 months
EOX + zolbetuximab (n = 77): 13.0 months
HR (p-value): 0.55 (<0.0005)

Median OS
EOX (n = 59): 8.9 months
EOX + zolbetuximab (n = 57): 16.5 months
HR (p-value): 0.50 (<0.0005)

EOX = epirubicin/oxaliplatin/capecitabine



FAST: Select Treatment-Emergent Adverse Events

Sahin U et al. Ann Oncol 2021;32(5):609-19.

Adverse event

EOX (n = 84) EOX + zolbetuximab (n = 77)

Any grade Grade ≥3 Any grade Grade ≥3 

Nausea 76.2% 4.8% 81.8% 6.5%

Vomiting 54.8% 3.6% 67.5% 10.4%

Anemia 35.7% 7.1% 45.5% 11.7%

Neutropenia 34.5% 21.4% 44.2% 32.5%

Weight loss 31.0% 3.6% 32.5% 11.7%

Fatigue 20.2% 3.6% 31.2% 6.5%

Leukopenia 16.7% 6.0% 15.6% 7.8%



Ongoing Phase III Trials of Zolbetuximab in Combination 
with Chemotherapy as First-Line Therapy for Gastric or GEJ 
Adenocarcinoma 

Trial identifier N Setting Study arms

GLOW
(NCT03653507) 507

• Locally advanced 
unresectable or 
metastatic

• CLDN18.2-positive
• HER2-negative

• Zolbetuximab + CAPOX
• Placebo + CAPOX

SPOTLIGHT
(NCT03504397) 550

• Locally advanced 
unresectable or 
metastatic

• CLDN18.2-positive
• HER2-negative

• Zolbetuximab + mFOLFOX6
• Placebo + mFOLFOX6

www.clinicaltrials.gov. Accessed March 2022.



ILUSTRO: Phase II Study of Zolbetuximab Alone or in Combination 
with Chemotherapy, Immunotherapy or Both for Metastatic or 
Locally Advanced Unresectable Gastric or GEJ Adenocarcinoma

Trial Identifier: NCT03505320 (Open)

R
Histologically confirmed gastric or GEJ 
adenocarcinoma
Locally advanced, unresectable or metastatic 
disease

Positivity for CLDN18.2 expression

Cohort 1A
Zolbetuximab

Cohort 2
Zolbetuximab + mFOLFOX6

Cohort 3A
Zolbetuximab + pembrolizumab

Cohort 4A/4B
Zolbetuximab + mFOLFOX6

+/- nivolumab

Primary endpoint: Objective response rate with 
zolbetuximab monotherapy
Secondary endpoints include PFS, pharmacokinetics, safety 
and tolerability

www.clinicaltrials.gov. Accessed March 2022.
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