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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.
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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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Esophageal squamous 
cell carcinoma (SCC)
• East/Central Asia, southeastern Africa
• Smoking & ETOH
• Proximal anatomic location
• ~ 50% of patients have tumor cell 

expression of PD-L1 (ie, TPS 1+) 1-7

Adenocarcinoma (AC)
• Western
• Reflux & obesity
• Distal esophagus
• ~ 15% of patients have TPS 1+ 1, 8-12

1.  Salem et al. 2018. The Oncologist. 2. ORIENT-15.  3. ESCORT _1st.  4. ESCORT_2L.  
5. CM648.  6. ATTRACTION-03.  7.  CM648. 8.  ATTRACTION-02.  9. CM649.  10. JAV-
300.  11. ATTRACTION-04.  12. JAV100_maintenance

SCC vs AC

Courtesy of Harry H Yoon, MD, MHS
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PD-L1-TPS ≥ 1

After chemoradiation & surgery

Adjuvant nivolumab x 1 yr (CM-577)SCC or AC 
if non-pCR

2021 TREATMENT LANDSCAPE FOR FIT PATIENT 
WITH ESOPHAGEAL SQUAMOUS CELL CARCINOMA (SCC)

CPS, Combined positive score; FP, fluoropyrimidine; nivo, nivolumab; pCR, pathologic 
complete response; pembro, pembrolizumab; TPS, Tumor proportion score

PD-L1-CPS ≥ 10

PD-L1-CPS 0-9
& TPS < 1

(Await FDA & NCCN)

Advanced, 1st-line

Pembro + platin/FP
(NCCN 2B and FDA)

Pembro + platin/FP (KN590)

Consider Nivo + FOLFOX (CM648)

FOLFOX

(NCCN 1-2A and FDA)

(NCCN 2A)

(NCCN 1-2A and FDA)

Courtesy of Harry H Yoon, MD, MHS



What Biomarkers Do You Need To Know About Your Tumor

PD-L1+, 40%

MSI-high, 4%

Her2 Amp, 15%
EGFR Amp, 5%

CLDN18.2+, 
35%

MET Amp, 5%
FGFR2 Amp, 5%

KEY MARKERS IN ADVANCED DISEASE
• HER2 positive – 15-20% of patients, improved survival 

with non-chemo antibody trastuzumab

• MSI high – 3-5% of patients, very high response rates to 
immunotherapies

• PD-L1 positive – 30-50% of patients, identifies those little 
more likely to benefit from immune therapies

INVESTIGATIONAL BIOMARKERS
• CLDN18.2 high – 30-35% of patients, response predictor 

for IMAB362 (TACRI/Cedars Trial)

• FGFR2 amp – 5-10% of patients, multiple trial of 
inhibitors (UCLA, City of Hope, USC)

• EGFR amp – 5-7%, may predict response to EGFR 
drugs like cetuximab (ASCO TAPUR, etc)

PD-L1+, 40%

MSI-high, 4%

Her2 Amp, 15%
EGFR Amp, 5%

CLDN18.2+, 35%
FGFR2+ 30%

MET Amp, 5%
FGFR2 Amp, 5%

KEY MARKERS IN ADVANCED DISEASE
• HER2 positive – 15-20% of patients, improved survival with 

chemo + trastuzumab and in 2nd line with trastuzumab 
deruxtecan (DS8201)

• MSI high – 3-5% of patients, high response rates and 
survival with PD1 inhibitors

• PD-L1 positive – 30-50% of patients, identifies those more 
likely to benefit from immune therapies, likely gradation 
within PD-L1+

INVESTIGATIONAL BIOMARKERS
• CLDN18.2 high – 30-35% of patients, response predictor for 

zolbetuximab (FAST Trial, Sahin et al, Ann of Onc 2021)

• FGFR2 + (IHC) 30% of patients, response predictor for 
bemarituzumab (FIGHT Trial, Wainberg et al, GI ASCO 
2021)

• FGFR2 amp – 5-7%, predicts response to bemarituzumab

Novel Biomarkers

Courtesy of Zev Wainberg, MD, MSc



Minimum testing in a newly diagnosed M1 
Esophagogastric Cancer
l 1) IHC for HER2, FISH only if IHC 2+
l 2) IHC for DNA mismatch repair protein deficiency

– Esophageal cancer: < 1%

– Gastric cancer: 7%

l 3) IHC for PDL-1, Combined positive score used over Tumor Positive Score
l Next Generation Sequencing

– Covers HER2 and other gene amplification

– Identify MSI

– Tests for rare but targetable genes

nNTRK gene fusion

– Will Assess TMB
– Blood based genomic testing if tissue unavailable

Courtesy of David H Ilson, MD, PhD
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CheckMate 577 study design

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
Courtesy of Zev Wainberg, MD, MSc



Disease-free survival (DFS)

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

Courtesy of Zev Wainberg, MD, MSc



Immunotherapy Neoadjuvant/Adjuvant Trials

l Checkmate 577:  + Adjuvant nivolumab
l KEYNOTE 975: Definitive Chemort + / - Pembro
l KEYNOTE 585:  Perioperative Cape or 5-FU cisplatin + / - Pembro
l Matterhorn: Preop FLOT + / - Durvalumab
l ONO-4538: Adjuvant S-1 or CAPE-OX + / - Nivolumab
l Pilots: Combining anti PD-1 or PDL-1 agents with chemo + RT

– ECOG: CROSS + /- Nivolumab è Surgery è Nivolumab vs Ipi/Nivo

Courtesy of David H Ilson, MD, PhD



Early Stage Gastro-Esophageal 
● Clinical Implications: Nivolumab established as the SOC for patients post-esophagectomy 

regardless of histology (SCC and adeno), PDL1 status, and final pathological stage

● Questions Remain:

– Impact on Overall Survival

– What about patients with complete path response?

● Future Directions: 

Definitive Chemoradiation: Role for Immunotherapy

-Keynote 975 (Chemoradiation +/- Pembrolizumab), KUNLUN (chemoradiation +/- Durvalumab)

● Early Stage Gastric Cancer?

-Keynote 585 (Chemo +/- Pembrolizumab), Matterhorn (FLOT +/- Durvalumab)

Courtesy of Zev Wainberg, MD, MSc
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Introduction

Module 1: Localized Disease

Module 2: Metastatic Disease
• HER2-Positive Disease

– KEYNOTE-811, DESTINY-Gastric01, DESTINY-Gastric02, DESTINY-Gastric03

• Squamous Cell Carcinoma
• Gastric/GEJ Adenocarcinoma 

Module 3: Novel Targets 



Abstract LBA1



DESTINY-Breast03: Progression-Free Survival by BICR

Cortés J et al. ESMO 2021;Abstract LBA1.



DESTINY-Breast03: Overall Survival by BICR

Cortés J et al. ESMO 2021;Abstract LBA1.



HER2 targeted therapy and testing in first line 
treatment of gastric cancer

Van Cutsem E et al, Lancet 2016

IHC 3+

FISH +

TOGA study: chemo ± trastuzumab

Bang Y, Van Cutsem E et al, Lancet 2010 Courtesy of Eric Van Cutsem, MD, PhD



HER2+ Disease
● Clinical Implications:

– Keynote 811: Chemo + Trastuzumab + Pembro now approved for HER2+ 
● Await data on PFS, OS

– Trastuzumab deruxtecan approved for 2nd line (and beyond) HER2+ disease
● Await randomized Phase III data in 2nd line (Destiny Gastric 04)
● Pneumonitis, which patients?

● Future Directions: 
– Front line therapies beyond chemo + trastuzumab/pembro
– Other HER2 inhibitors (margetuximab, tucatinib, ZW25)

Courtesy of Zev Wainberg, MD, MSc



Slide 2

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.Courtesy of Zev Wainberg, MD, MSc



Janjigian et. al, Nature, 2021; 600(7890):727-730.

Pembro Arm N = 124a

Any decrease 97%

Decrease of ≥80% 32%

KEYNOTE-811 Global Cohort: 
Phase 3 Study in HER2 pos. Gastric Adenocarcinoma

Placebo Arm N = 122a

Any decrease 90%

Decrease of ≥80% 15%

Courtesy of Eric Van Cutsem, MD, PhD



Janjigian et. al, Nature, 2021; 600(7890):727-730. Courtesy of Eric Van Cutsem, MD, PhD



Janjigian et. al, Nature, 2021; 600(7890):727-730.

-30 -20 -10 0 10 20 30 40 50 60

22.7 (11.2-33.7)

Responders/
Participants ORR Differencea, % (95% CI)

Overall 167/264

Favors
Pembro
Group

Favors
Placebo
Group

19.2 (3.8-33.8)
Age

<65 yr 93/156
27.1 (9.7-43.2)³65 yr 74/108

23.0 (10.3-35.1)
Sex

Male 140/216
18.5 (-10.0-43.8)Female 27/48

18.3 (-2.8-37.8)
Geographic region

Aus/Eur/Isr/NAm 50/85
10.8 (-9.1-30.3)Asia 57/79
35.3 (16.2-51.9)Rest of world 60/100

23.2 (5.9-39.2)
ECOG performance-status score

0 76/124
22.3 (6.5-37.0)1 91/140

19.9 (6.2-32.9)
Primary location at diagnosis

Stomach 123/185
27.4 (5.4-46.8)GEJ junction 44/79

18.7 (3.2-33.3)
No. of metastatic sites

0-2 94/148
27.7 (10.0-43.9)³3 73/116

18.1 (-8.5-42.5)
Histologic subtype

Diffuse 30/54
16.8 (2.1-31.4)Intestinal 105/144
28.6 (3.3-50.0)Indeterminate 32/66

17.3 (-9.9-41.8)
Prior gastrectomy/esophagectomy

Yes 32/47
23.9 (11.0-36.0)No 135/217

28.2 (11.5-43.6)
Sum of target lesions at baseline

³Median 80/123
23.7 (7.7-38.7)<Median 87/127

25.2 (12.8-36.9)
PD-L1 CPS

³1 146/229
4.6 (-27.6-35.4)<1 21/35

24.3 (12.2-35.9)
Chosen chemotherapy regimen

CAPOX 150/230
11.8 (-21.6-42.7)FP 17/34

Courtesy of Eric Van Cutsem, MD, PhD



Trastuzumab Deruxtecan (T-DXd; DS-8201) in Patients With HER2–Positive Advanced Gastric or Gastroesophageal Junction (GEJ) Adenocarcinoma: Final Overall Survival (OS) Results 
From a Randomized, Multicenter, Open-Label, Phase 2 Study (DESTINY-Gastric01)

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



DESTINY-Gastric01 Study Design

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



ORR and Other Efficacy Endpoints 

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Overall Survival

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Overall Safety

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Conclusions

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



DESTINY-Gastric01: Efficacy according to prior ICI therapy

Shitara K et al. Gastrointestinal Cancers Symposium 2022;Abstract 322.



Primary Analysis of a Phase 2 Single-Arm 
Trial of Trastuzumab Deruxtecan (T-DXd) in 
Western Patients With HER2-Positive 
(HER2+) Unresectable or Metastatic Gastric 
or Gastroesophageal Junction (GEJ) 
Cancer Who Progressed on or After a 
Trastuzumab-containing Regimen

Eric Van Cutsem, MDa, Maria di Bartolomeo, Elizabeth 
Smyth, Ian Chau, Haeseong Park, Salvatore Siena, Sara 
Lonardi, Zev A. Wainberg, Jaffer Ajani, Joseph Chao, Jabed
Seraj, Yoshinori Kawaguchi, Amy Qin, Jasmeet Singh, 
Gerold Meinhardt, Geoffrey Ku
On behalf of the DESTINY-Gastric02 investigators

aUniversity Hospital Gasthuisberg, Leuven and KU Leuven, Leuven, Belgium
Van Cutsem E et al. Presented at: ESMO Virtual Congress 2021; September 17-21, 2021, Ann Oncol 2021, LBA



DESTINY-Gastric02

DESTINY-Gastric02 Study Design
An open-label, multicenter phase 2 study in Western patients with HER2+ gastric or GEJ 
cancer (NCT04014075)

Primary endpoint
• Confirmed ORR by 

ICR

Secondary endpointsb

• PFS by ICR
• OS
• DOR by ICR
• Safety and tolerability

Key eligibility criteria
• Pathologically documented, 

unresectable or metastatic 
gastric or GEJ cancer

• Centrally confirmed HER2 
positive disease (defined as IHC 
3+ or IHC 2+/ISH+) on biopsy 
after progression on first-line 
trastuzumab-containing regimen

• ECOG PS 0 or 1

T-DXd
6.4 mg/kg Q3W 

N = 79a

aEnrollment of 80 patients was planned; actual enrollment was 79 patients.
bOther secondary endpoints were ORR, PFS, and DOR by investigator assessment, pharmacokinetics, anti-drug antibodies, and patient-reported outcomes.
1. Shitara K et al. N Engl J Med. 2020;382:2419-30.
DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; GEJ, gastroesophageal junction; HER2, human epidermal growth factor 
receptor 2; ICR, independent central review; IHC, immunohistochemistry; ISH, in situ hybridization; ORR, objective response rate; OS, overall survival; PFS, progression-
free survival; T-DXd, trastuzumab deruxtecan; Q3W, every 3 weeks.

• DESTINY-Gastric02 is the first study focused only on second-line T-DXd monotherapy in Western patients with HER2+ 
gastric/GEJ cancer who have progressed on a trastuzumab-containing regimen
• It is the follow-on study to DESTINY-Gastric01, which evaluated T-DXd third-line or later in Asian patients1

• Patients were enrolled in Europe (Belgium, Great Britain, Italy, Spain) and the United States (data cutoff: April 9, 2021)

Courtesy of Zev Wainberg, MD, MSc



DESTINY-Gastric02

Efficacy Endpoints
Patients (N = 79)

Confirmed ORRa, n (%) 30 (38)
(95% CI, 27.3-49.6)

Confirmed best overall response, n (%)
CR PR SD
PD
Not evaluable

3 (3.8)
27 (34.2)
34 (43.0)
13 (16.5)

2 (2.5)
Median DOR,b months 8.1 (95% CI, 4.1-NE)

Confirmed DCRc, n (%) 64 (81.0)
(95% CI, 70.6-89.0)

Median TTR, months 1.4 (95% CI, 1.4-2.6)

Median PFS,d months 5.5 (95% CI, 4.2-7.3)

Median follow up, months 5.7 (range, 0.7-15.2)

Cutoff date: April 9, 2021.
aPrimary endpoint. bSecondary endpoint analysis based on responders (n=30); 21 patients were censored (reasons: initiating new anticancer therapy, adequate tumor assessment no
longer available, and ongoing without occurrence of progressive disease or death). cExploratory endpoint. dSecondary endpoint analysis in the full analysis set based on 42 events (36
PD, 6 deaths).
BOR, best overall response; CR, complete response; DCR, disease control rate; mo, months; NE, not evaluable; PD, progressive disease; PR, partial response; SD, stable disease;
TTR, time to response.

Courtesy of Zev Wainberg, MD, MSc



DESTINY-Gastric02

Best Percentage Change of Tumor Size from Baseline

a3 patients were missing baseline or post-baseline target lesion assessment.
Red line at 20% indicates progressive disease; green line at -30% indicates partial response. 
Analysis conducted in the full analysis set.
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Confirmed ORR: 38% (95% CI, 27.3-49.6)

Courtesy of Zev Wainberg, MD, MSc





Janjigian YY et al. Gastrointestinal Cancers Symposium 2022;Abstract 295.



Ongoing Trastuzumab-Deruxtecan Study

• DESTINY-Gastric04 phase III (N=490) study of 2nd-line DS8201a  
pending opening. [NCT04704934]

~10% pneumonitis risk à may be challenging to move this to earlier lines

Courtesy of David H Ilson, MD, PhD



• Margetuximab had enhanced antibody-dependent cell-mediated cytotoxicity (ADCC) 
compared with trastuzumab

Target Cancer Cells

Immune Effect Cells 

Fc-Optimized 
Antibody

Antigens 
(eg, HER2)

Fcg Receptors 

Lysis Killing of 
Cancer Cells

The single-agent activity of margetuximab in HER2-positive 
gastroesophageal cancers was demonstrated with a confirmed 
PR rate of 10% (2 of 20)

FcγR CD16A genotype of V/F or F/F

1. Bang YJ et al. Ann Oncol. 2017; 
2. https://clinicaltrials.gov/ct2/show/NCT04082364

Phase 2/3 MAHOGANY: Combination margetuximab, INCMGA00012, MGD013, and chemotherapy 
in HER2+ gastric/GEJ cancer

Margetuximab

Courtesy of David H Ilson, MD, PhD



• Primary outcomes: AE incidence (Cohort A), ORR (Cohorts A and B), OS (Cohort B)

MAHOGANY Phase 2/3 Trial
in HER2-Positive Gastric/GEJ Cancer1

Margetuximab + INCMGA00012
(N = 40 to 100)Cohort A

Inclusion Criteria
• Previously untreated 

advanced disease
─ Cohort A: HER2-

positive (by IHC 3+) 
and PD-L1-positive 
(CPS ≥ 1%)

─ Cohort B: HER2-
positive (by IHC 3+ 
or IHC 2+/FISH+)

• ECOG 0 or 1

Margetuximab + 
INCMGA00012 + 

chemotherapy (n = 50)

Margetuximab + MGD013 + 
chemotherapy (n = 50)

Trastuzumab + 
chemotherapy (n = 50)

Margetuximab + 
chemotherapy (n = 50)

RCohort B, 
Part 1

Margetuximab + 
INCMGA00012 
or MGD013 + 
chemotherapy 

(n = 250)

Trastuzumab + 
chemotherapy

(n = 250)

R
Cohort B, 

Part 2

Courtesy of David H Ilson, MD, PhD



Gastroesophageal Cancer: Time on Treatment
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HER2 Status

Change in Target Lesions Across Cancer Types
Decrease in target lesions in majority of patients with measurable disease
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Breast
Gastroesophageal
Colorectal
Cervical
Salivary gland
Gallbladder

Biparatopic binding targets two distinct HER epitopes
• Same domains as trastuzumab (ECD4) and pertuzumab (ECD2)
Unique mechanisms of action designed to expand activity
• Extended chain formation and dense HER2 receptor clustering
• Enhanced HER2 internalization and downregulation
• Increased tumor cell binding density and potent effector-mediated 

cytotoxicity
• Enhanced blockade of ligand-dependent and ligand-independent tumor 

growth

Zanidatamab (ZW25), a HER2-Targeted Bispecific mAb

Beeram M, et al. EORTC-NCI-AACR 2018; 
Meric-Bernstam F, et al. ASCO 2018

Courtesy of David H Ilson, MD, PhD



Zanidatamab (GI Symposium 2021 Abs 299): HER2 
Bispecific Antibody

Zanidatamab Single 
Agent (N = 36)

Zanidatamab + Paclitaxel 
or Capecitabine (N = 26)

Median prior systemic 
therapies, n (range) 3 (1–7)* 2 (1–7)

Patients with prior HER2 
therapies, n (%) 34 (94) 24 (92)

Grade 3+** 4 (11) 4 (15)

Response evaluable, n 34 20

Objective response, n (%) 13 (38) 12# (60)

Disease control rate, n (%) 21 (62) 17 (85)

Median duration of 
response, months (95% CI)‡ 6.0 (1.9, 9.2) 8.9 (3.5, Not estimable)

Meric Bernstam JCO 39:164; 2021 Courtesy of David H Ilson, MD, PhD



Ku et al. Phase 2 Study of Zanidatamab + Chemotherapy in First-line HER2-expressing Gastroesophageal Adenocarcnioma. ESMO 2021

Zanidatamab+Chemo First Line

ORR 75% (21/28)
DCR 89% (25/28) mDOR 16.4

Courtesy of David H Ilson, MD, PhD
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First-Line Metastatic Esophageal Cancer – KEYNOTE 590

Kato K, et al. ESMO 2020. Abstract LBA8Courtesy of Zev Wainberg, MD, MSc



KEYNOTE 590 – Overall Survival in SCC Patients

Sun et al, Lancet 2021Courtesy of Zev Wainberg, MD, MSc



CheckMate 648 study design

Chau I et al, PROC ASCO 2021Courtesy of Zev Wainberg, MD, MSc



Overall survival: NIVO + chemo vs chemo

Chau I et al Proc. ASCO 2021Courtesy of Zev Wainberg, MD, MSc



Overall survival: NIVO + IPI vs chemo

Chau I et al Proc. ASCO 2021Courtesy of Zev Wainberg, MD, MSc



l ORIENT-15 is a multicenter, randomized double-blind, phase 3 trial to evaluate the efficacy and safety of Sinti+Chemo vs. Chemo as the first-
line treatment of advanced or metastatic ESCC

l The OS in the overall population is evaluated with an α of 0.0125 (one-sided), and OS in the PD-L1 CPS ≥10 subgroup is also evaluated with an
α of 0.0125 (one-sided) to strictly control the overall type I error for the hypothesis test of OS in the two population.

l This is the interim analysis with data cut-off date on April 9, 2021.
l Median follow-up for OS was 16.0 months（IQR 12.3-19.4）in the Sinti+Chemo group and 16.9 months (IQR 11.8-20.2) in the Chemo group.

ORIENT-15 Study design (NCT03748134)

Courtesy of Zev Wainberg, MD, MSc



ORIENT-15: Overall survival

All patientsPD-L1 CPS ≥10

• Superior OS benefit with Sinti + Chemo versus Chemo in the patients with PD-L1 CPS≥10 and all randomized patients.

Courtesy of Zev Wainberg, MD, MSc



JUPITER-06: Study Design

a Until progressive disease, intolerable toxicity, withdrawal of consent or investigator’s judgement or a maximum treatment of 2 years.

Abbreviation: RECIST, Response Evaluation Criteria in Solid Tumors; ECOG PS, Eastern Cooperative Oncology Group performance status score; BICR, blind independent central review ; 
IV, intravenously; PFS, progression-free survival; OS, overall survival; ORR, objective response rate; DCR, disease control rate; DoR, duration of response; HRQoL, health-related quality 
of life.

Stratification Factors

• Prior Radiation (yes vs no)

• ECOG PS 0 vs 1

Key Eligibility Criteria

• Histologically or cytologically 
confirmed advanced or 
metastatic ESCC

• Treatment-naïve for metastatic 
disease

• ECOG PS of 0 or 1

• Measurable disease per 
RECIST v1.1

Toripalimab 240 mg + Chemotherapy

（Paclitaxel 175 mg/m2 and Cisplatin 75 
mg/m2 Q3W for up to 6 cycles）

R 
(1:1)

Placebo + Chemotherapy

（ Paclitaxel 175 mg/m2 and Cisplatin 75 
mg/m2 Q3W for up to 6 cycles）

Toripalimab Maintenance

240mg, Q3Wa

Placebo Maintenance 

Q3Wa

• Co-Primary endpoints：PFS by BICR per RECIST v1.1 and OS

• Secondary endpoints：PFS by the Investigator, ORR , DoR , DCR, and 1-year 
and 2-year PFS & OS rates, safety, and HRQoL

PresentedbyFengWang, MD, PhD Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

Courtesy of Zev Wainberg, MD, MSc



Content of this presentation is copyright and responsibility of the author. Permission is 
required for re-use.

Presented by Feng Wang, MD, PhD
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11.0 (10.4, 12.6)

66.0 (57.5, 73.2)
43.7 (34.4, 52.6)

NE (NE, NE)
17.5 (8.7, 28.9)

Toripalimab + Chemo 
Placebo + Chemo

No. of Deaths/ Total 
No. of Patients

Median Overall Survival 
(95% CI)
mo

1-Yr Overall Survival 
Rate %
(95% CI)

2-Yr Overall Survival 
Rate %
(95% CI)

Stratified HR for death,

0.58 (95% CI 0.425, 0.783); 
P=0.00036

Toripalimab + Chemo

Placebo + Chemo

Interim OS Analysis Data cut-off Date: Mar 22, 2021
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Toripalimab + Chemo 257 246 171 86 52 31 18 4 0 0
Placebo + Chemo 257 242 166 79 33 18 11 3 1 0

No. at Risk

PD-L1 expression subgroups:

CPS ≥ 1: 15.2 vs. 10.9 months, HR=0.61 (95%CI 0.435, 0.870)

CPS < 1: NE vs. 11.6 months, HR=0.61 (95%CI 0.297, 1.247)

Courtesy of Zev Wainberg, MD, MSc



SCC-Conclusions
● Clinical Implications: Pembro/Nivo: 

– Role of PD1 plus chemo proven with Pembro (Keynote 590) and 
Nivo (CM 648)

– Does PDL1 status matter in SCC?

– What about Ipi/Nivo? Who should NOT get chemotherapy?

● Sintilimab/Toripalimab: 
– Both met primary endpoint for OS

– Both studies exclusively in China with Cisplatin/Paclitaxel chemo

Courtesy of Zev Wainberg, MD, MSc
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First-Line Metastatic Esophageal Cancer – KEYNOTE-590

Kato K, et al. ESMO 2020. Abstract LBA8Courtesy of Zev Wainberg, MD, MSc



Survival: All Patients

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



CheckMate 649 Study Design

• CheckMate 649 is a randomized, open-label, phase 3 studya

aClinicalTrials.gov number, NCT02872116. b< 1% includes indeterminate tumor cell PD-L1 expression; determined by PD-L1 IHC 28-8 pharmDx assay (Dako). cAfter NIVO + chemo arm was added and before new patient enrollment in the NIVO + 
IPI arm was closed. Upon DMC recommendation (31-May-2018), enrollment to the NIVO + IPI arm was stopped early due to an observed increase in rates of early death and toxicity. Patients already in the NIVO+IPI arm were allowed to remain 
on study based on the DMC recommendation. dIncludes patients that were concurrently randomized to receive chemo versus NIVO + IPI (October 2016–June 2018) and NIVO + chemo (June 2018-Apr 2019). eOxaliplatin 130 mg/m2 IV (day 1) 
and capecitabine 1000 mg/m2 orally twice daily (days 1–14). fUntil documented disease progression (unless consented to treatment beyond progression for NIVO + chemo or NIVO + IPI), discontinuation due to toxicity, withdrawal of consent, 
or study end. NIVO is given for a maximum of 2 years. 
gOxaliplatin 85 mg/m2, leucovorin 400 mg/m2, and FU 400 mg/m2 IV (day 1) and FU 1200 mg/m2 IV daily (days 1–2). hBICR assessed. iTime from concurrent randomization of the 
last patient to data cutoff

1. Janjigian YY et al. Lancet. 2021;398:27-40. 2. Janjigian YY et al. ESMO 2021; Abstract LBA-7

NIVO 360 mg + XELOXe Q3Wf or 
NIVO 240 mg + FOLFOXg Q2Wf

NIVO (1mg/kg) + IPI (3mg/kg) 
Q3W × 4 then NIVO 240 mg 

Q2Wf

XELOXe Q3Wf

or FOLFOXg Q2Wf

Key eligibility criteria
• Previously untreated, 

unresectable, advanced or 
metastatic gastric/GEJ/ esophageal 
adenocarcinoma

• No known HER2-positive status
• ECOG PS 0–1

R
1:1:1c

Stratification factors
• Tumor cell PD-L1 expression (≥ 1% vs. < 1%b)
• Region (Asia vs. US/Canada vs. ROW)
• ECOG PS (0 vs. 1)
• Chemo (XELOX vs. FOLFOX)

PD-L1 CPS ≥ 5:

• 955/1581 (60%) patients in the NIVO + chemo vs chemo comparison

• 473/813 (58%) patients in the NIVO+IPI vs chemo comparison

N = 2031

N = 789

N = 409

N = 833d

NIVO + chemo vs. chemo 
• OS (PD-L1 CPS ≥ 1, 

all randomized) 

NIVO + chemo vs. chemo
• OS and PFSh (PD-L1 CPS ≥ 5)

NIVO + IPI vs. chemo
• OS (PD-L1 CPS ≥ 5, 

all randomized)

Dual primary endpoints

Hierarchically tested secondary efficacy 
endpoints

• At data cutoff (May 27, 2021), the minimum follow-upi was 24.0 months in the NIVO + chemo arm and 35.7 months 
in the NIVO + IPI arm



PD-L1 CPS ≥ 5 All randomized
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Adapted from Janjigian 2021.2

CheckMate 649: Global Phase 3 Registration Trial
NIVO + Chemo Improved Survival

FDA approved April 20211

1. Package insert. 2. Janjigian YY et al. Lancet 2021;398:27-40.

NIVO + chemo
(n = 473)

Chemo
(n = 482)

Median OS, mo 14.4 11.1
(95% CI) (13.1-16.2) (10.0-12.1)

HR (98.4% CI) 0.71 (0.59-0.86) 
P value < 0.0001

NIVO + chemo
(n = 789)

Chemo
(n = 792)

Median OS, mo 13.8 11.6
(95% CI) (12.6-14.6) (10.9-12.5)

HR (99.3% CI) 0.80 (0.68-0.94) 
P value 0.0002

• Grade 3-4 treatment-related adverse events were reported in 59% of patients in the NIVO + chemo arm and 44% of patients in the chemo arm1

• Treatment-related deaths occurred in 16 (2%) and 4 (1%) of patients in the NIVO + chemo and chemo arms, respectively1
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CheckMate 649: Overall survival – NIVO + chemo vs chemo

• Clinically meaningful improvement in OS with NIVO + chemo vs chemo was maintained with longer follow-up
― PD-L1 CPS ≥ 5: 30% reduction in the risk of death and 12% improvement in 24-month OS rate
― All randomized: 21% reduction in the risk of death and 9% improvement in 24-month OS rate
― Directionally improved HRs relative to the 12-month follow-up (PD-L1 CPS ≥ 5, 0.71 [98.4% CI, 0.59-0.86]; all randomized, 0.80 [99.3% CI, 0.68-0.94])

• aMinimum follow-up, 24.0 months.                                                              Janjigian YY et al. Lancet 2021;398:27-40.
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PD-L1 CPS ≥ 5 All randomized
NIVO + chemo

(n = 473)
Chemo

(n = 482)

Median OS,a mo 14.4 11.1

(95% CI) (13.1–16.2) (10.0–12.1)

HR (95% CI) 0.70 (0.61–0.81) 

NIVO + chemo
(n = 789)

Chemo
(n = 792)

Median OS,a mo 13.8 11.6

(95% CI) (12.4–14.5) (10.9–12.5)

HR (95% CI) 0.79 (0.71–0.88) 
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CheckMate 649: Overall survival – NIVO + IPI vs chemo

• The hierarchically tested secondary endpoint of OS with NIVO + IPI vs chemo in patients with PD-L1 CPS ≥ 5 was not met; OS in all 
randomized patients was not statistically tested.

• Minimum follow-up, 35.7 months.

NIVO + IPI
(n = 234)

Chemo
(n = 239)

Median OS,a mo 11.2 11.6
(95% CI) (9.2–13.4) (10.1–12.7)

HR (96.5% CI) 0.89 (0.71-1.10) 
P value 0.2302

NIVO + IPI
(n = 409)

Chemo
(n = 404)

Median OS,a mo 11.7 11.8
(95% CI) (9.6-13.5) (11.0-12.7)

HR (96.5% CI) 0.91 (0.77-1.07) 

P value Not tested

PD-L1 CPS ≥ 5 All randomized

Janjigian YY et al. ESMO 2021; Abstract LBA-7



Sintilimab is a recombinant fully humanized anti-PD-1 monoclonal antibody.
Previous study has shown encouraging anti-tumor activities of Sintilimab plus chemotherapy in 1L G/GEJ cancer.
ORIENT-16a is a randomized, double-blind, phase 3 study

ORIENT-16: Study design

Stratification factors
• ECOG PS (0 or 1)
• Liver metastasis (yes or no)
• PD-L1 (CPS <10 or ≥10)

Key eligibility criteria
• Previously untreated, 

unresectable advanced,  
recurrent or metastatic 
G/GEJ adenocarcinoma

• ECOG PS 0 or 1
• No known Her2 positive

Sintilimab + XELOXa Q3W × 6 cycles,  
then Sintilimab + Capecitabinea Q3Wb

Placebo + XELOXa Q3W × 6 cycles, then
Placebo + Capecitabinea Q3Wb

N=327

N=323

• Data cut-off date for interim analysis was June 20, 2021
• Median follow-up: 18.8 months

Primary endpoints:
• OS in the patients with CPS ≥5
• OS in all randomized patients
Secondary endpoints:
• PFS, ORR, DCR, and DoR
• Safety profile

Statistical considerations
• Type I error is strictly controlled using fixed sequence test. OS in CPS≥5 and all randomized are tested hierarchically
• One interim analysis is planned, and O’Brien-Fleming is used for the alpha boundary (alpha=0.0148).

a ClinicalTrial.gov number, NCT03745170; b Sintilimab 3 mg/kg for body weight <60 kg, 200 mg for ≥60 kg; Oxaliplatin 130 mg/m2 IV; Capecitabine 1000 mg/m2 PO Bid d1-14;
c Until progressive disease, intolerable toxicity, withdrawal of consent. Treatment is given for a maximum of 2 years.

R 
1:1

Courtesy of Zev Wainberg, MD, MSc



Gastric/GEJ Adeno-Conclusions

● Clinical Implications: 
– FOLFOX/CapeOx + Nivo is SOC in CPS >5

– Platinum/5-FU + Pembro also a SOC in esophageal adeno

– No role for IPI/Nivo in gastric or GEJ adeno

– Minimal efficacy with addition of Nivo in CPS <5

– Sintilimab data very promising, even in CPS< 5

Courtesy of Zev Wainberg, MD, MSc
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• FGFR2B



Gastric Cancer with CPS<5？

FGFR2b overexpressing mGC (30%?)

FGFRb2-Bemarituzumab

Wainberg ZA, et al. J Clin Oncol 2021;39(suppl 3):Abstract 160.

CLDN18.2-Zolbetuximab

Sahin U, et al. Ann Oncol 2021;32:609–19. 

Courtesy of Zev Wainberg, MD, MSc



Catenacci et al. FIGHT: A randomized, double-blind, placebo-controlled, phase 2 study of 
bemarituzumab (bema) combined with modified FOLFOX6 in 1L FGFR2b+ advanced 
gastric/gastroesophageal junction adenocarcinoma (GC) (NCT03694522). ASCO abstr 2021

FGFR2 Amplification: Bemarituzumab

Courtesy of David H Ilson, MD, PhD



Screening by IHC

Courtesy of David H Ilson, MD, PhD



FAST - Overall Survival

Presented By Peter Enzinger at 2017 Gastrointestinal Cancers Symposium

Ongoing Trials
Spotlight: FOLFOX + / - Z
GLOW:  CapeOx + / - Z Sahin Ann Oncol 32:609; 2021

Courtesy of David H Ilson, MD, PhD



Conclusions

● Clinical Implications: 
– Zolbetuximab and Bemarituzumab validated in Phase II trials

– Phase III (SPOTLIGHT-CLDN 18.2), FGFR2b (FORTITUDE)

● Future Directions: 
– Other CLDN 18.2 inhibitors (ADC’s, CAR-T)

– Other novel targets: MUC

Courtesy of Zev Wainberg, MD, MSc
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