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GC in the era of HP eradication
Taiwan Cancer Registry

Cancer Epidemiol Biomarkers Prev. 2019 Oct;28(10):1694-1703.



109年 癌登



Molecular Classification

Nat Rev Clin Oncol 18, 473–487 (2021).



44 y/o Male, BW:64kg, BSA:1.7
Gastric cancer, adenocarcinoma, peritoneal metastasis, T4bN+M1, 
stage IV

2021/10

cT4aN+M1, stage 
IV

Initial Presentation

Epigastralgia
Vomiting

UGI scopy: huge 
ulcerative mass, 
adenocarinoma

HER2 IHC:2+, ISH: non-amplification
CPS: 2



Systemic Treatment of GC

Chemotherapy

Fluoropyrimidine

Platinum

Taxane

Irinotecan

Epirubicin

TAS-102

Target Therapy

HER2

VEGFR

CLDN 18.2

(FGFR2)

Immunotherapy

PD-1 inhibitor

(CTLA-4 inhibitor)
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Trastuzumab improved HER2+ GC OS

Bang & Van Cutsem et al 2010
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Prevalence of HER2+ GC

Oncologist. 2011;16(12):1706-13

6.1% in Taiwan CGMH report



Provided by BMS in response to unsolicited requests only

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

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

11

aClinicalTrials.gov. NCT02872116; bLess than 1% includes indeterminate tumor cell PD-L1 expression; cAfter NIVO + chemo arm was added and before new patient 
enrollment in the NIVO + IPI arm was stopped early (June 5, 2018) based on DMC recommendation; patients already enrolled in the NIVO + IPI arm were allowed to remain 
on study; dIncludes patients concurrently randomized to chemo vs NIVO + IPI (October 2016–June 2018) and to NIVO + chemo (April 2017-April 2019); eXELOX: oxaliplatin 
130 mg/m2 IV (day 1) and capecitabine 1000 mg/m2 orally twice daily (days 1–14); FOLFOX: oxaliplatin 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); 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; gBICR assessed; hTime from concurrent randomization of the 
last patient to clinical data cutoff. Janjigian YY, et al. Lancet 2021;398:27-40

CheckMate 649

CheckMate 649 study design

Stratification factors 

• Tumor cell PD-L1 expression (≥ 1% vs < 1%b)

• Region (Asia vs United States/Canada vs ROW)

• ECOG PS (0 vs 1)

• Chemo (XELOX vs FOLFOX)

XELOX Q3W or 

FOLFOX Q2We,f 

R

1:1:1c

NIVO 360 mg + 

XELOX Q3W or 

NIVO 240 mg + 

FOLFOX Q2We,f

Key eligibility criteria

• Previously untreated, unresectable, 

advanced or metastatic 

gastric/GEJ/esophageal 

adenocarcinoma

• No known HER2-positive status

• ECOG PS 0–1

NIVO (1 mg/kg) + 

IPI (3 mg/kg) Q3W × 4 

then NIVO 240 mg Q2Wf

N = 2031

n = 789

n = 409

n = 833d

Dual primary endpoints: 

• OS and PFSg (PD-L1 CPS ≥ 5)

Secondary endpoints: 

• OS (PD-L1 CPS ≥ 1, all randomized) 

• OS (PD-L1 CPS ≥ 10)

• PFSg (PD-L1 CPS ≥ 10, ≥ 1, all randomized) 

• ORRg

Exploratory endpoints: 

• Safety

• QoL



• Superior OS, 29% reduction in the risk of death, and a 3.3-month improvement in median OS with NIVO + chemo versus 
chemo in patients whose tumors expressed PD-L1 CPS ≥ 5

CheckMate 649

Overall survival

Primary endpoint (PD-L1 CPS ≥ 5)

NIVO + chemo

(n = 473)

Chemo 

(n = 482)

Median OS, mo

(95% CI)

14.4

(13.1–16.2)

11.1

(10.0–12.1)

HR (98.4% CI) 0.71 (0.59–0.86)

< 0.0001P value
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aMinimum follow-up 12.1 months.

No. at risk

NIVO + chemo 473 438 377 313 261 198 149 96 65 33 22 9 1 0

Chemo 482 421 350 271 211 138 98 56 34 19 8 2 0 0



Provided by BMS in response to unsolicited requests only

• Clinically meaningful improvement in OS and PFS with NIVO + chemo vs chemo was maintained with longer follow-up

13
aMinimum follow-up, 24.0 months. bPer BICR assessment. Janjigian YY et al. Oral presentation at ESMO; September 16–21, 2021; Virtual. Abstract LBA7

CheckMate 649

Overall survival and progression-free survival
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PFS
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• OS benefit with NIVO + chemo was enriched at higher PD-L1 CPS cutoffs

• ORR was higher across all PD-L1 CPS subgroups vs chemo

14

aPD-L1 CPS expression indeterminate/not evaluable/not reported, n = 19; bUnstratified HR for death (OS); cRandomized patients who had target lesion measurements at 
baseline, per BICR. PD-L1 CPS expression indeterminate/not evaluable/not reported, n = 14; dPercentages may not reflect an exact difference due to rounding.

CheckMate 649

Efficacy subgroup analysis by PD-L1 CPS
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Slide credit: clinicaloptions.com

Claudin18.2

▪ Claudin18.2 is a major 
structural component 
of intercellular tight 
junctions

▪ Not routinely 
expressed in any 
normal tissue outside 
gastric mucosa 
(cancer-restricted 
antigen)

▪ Broadly expressed in 
several tumor types 
including gastric, GEJ, 
biliary, and pancreatic

CLDN18.2 
mAb
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Malignant
Transformation

Gastric Cancer

CLDN18.2 Prevalence Based on IHC Staining at 2 Cutoffs Overall and by 
Region (A) and Across Histologic Subtypes (B)
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IMAB362-Coated Tumor Cell Debris
Proinflammatory, Chemoattractant Environment

Crosspresentation by APCs

T-Cell Infiltration
Induction of Adaptive T-Cell immunity

Baek. Anticancer Res. 2019;39:6973.

http://www.clinicaloptions.com/
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Primary End Point: PFS by Independent Review Committeea

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



Key Secondary End Point: OS

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



Study Design: GLOW<br />Globala, randomized, double-blinded, placebo-controlled, phase 3 trial

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



Patient Disposition<br /><br />
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Primary End Point: PFS by Independent Review Committeea<br /><br />

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



Key Secondary End Point: OS<br /><br />
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Safety: First Occurrence of Nausea and Vomiting<br /><br />

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



44 y/o Male, BW:64kg, BSA:1.7
Gastric cancer, adenocarcinoma, peritoneal metastasis, T4bN+M1

2021/10

cT4aN+M1, stage 
IV

Initial Presentation

Epigastralgia
Vomiting

UGI scopy: huge 
ulcerative mass, 
adenocarinoma

HER2 IHC:2+, ISH: non-amplification
PDL1 CPS: 2
Claudin 18.2 positive (75% cutoff)
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cT4bN+M0, stage 
IVA

Initial Presentation
Epigastralgia

Vomiting
UGI scopy: 

huge ulcerative 
mass, 

adenocarinom
a

2021/11-2022/1

Treatment

Treatment 
response

Zolbetuximab/

Placebo

CapOx C3

44 y/o Male, BW:64kg, BSA:1.7
Gastric cancer, adenocarcinoma, peritoneal metastasis, T4bN+M1



2021/10

cT4bN+M0, stage 
IVA

Initial Presentation
Epigastralgia

Vomiting
UGI scopy: 

huge ulcerative 
mass, 

adenocarinom
a

2022/1

Treatment

SD

Zolbetuximab/

Placebo

CapOx C3

44 y/o Male, BW:64kg, BSA:1.7
Gastric cancer, adenocarcinoma, peritoneal metastasis, T4bN+M1

Treatment

ypT3N3a

Total 

gastrectomy

HIPEC

Treatment

Follow-up

Nivolumab

CapOx

Capecitabine 

maintenance

2022/2 2022/3-



Nivo/Pembro + Fluoropyrimidine + Platinum (CPS ≧ 5?)
HER2(+) → Trastuzumab (+Pembrolizumab) + C/T
Claudin 18.2(+) → Zolbetuximab + C/T

Ramucirumab + Paclitaxel
Taxane
Irinotecan
MSI-H/dMMR, TMB-H → Pembrolizumab

Nivolumab
TAS-102 Trifluridine/tipiracil
HER2(+) → Trastuzumab Deruxtecan
Irinotecan

First line

Second line

Third line

Treatment of Advanced Gastric Cancer
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Nivo/Pembro + Fluoropyrimidine + Platinum (CPS ≧ 5?)
HER2(+) → Trastuzumab (+Pembrolizumab) + C/T
Claudin 18.2(+) → Zolbetuximab + C/T

Ramucirumab + Paclitaxel
Taxane
Irinotecan
MSI-H/dMMR, TMB-H → Pembrolizumab

Nivolumab
TAS-102 Trifluridine/tipiracil
HER2(+) → Trastuzumab Deruxtecan
Irinotecan

First line

Second line

Third line

Treatment in Advanced Gastric Cancer



2019/04

cT4bN+M0, stage 
IVA

Initial Presentation

Epigastralgia
Vomiting

UGI scopy: 
huge mass, 

adeno

74 y/o Female, BW:33kg, BSA:1.16, ECOG PS: 2
Gastric cancer, adenocarcinoma, HER2(-), cT4bN+M0, stage IVA



Age Distribution of GC

• 台灣癌登 >40% >70 year-old

• Older patients, underrepresented in clinical trials
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Baseline Characteristics<br /><br />
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Primary End Point: PFSa Subgroup Analysis<br /><br />

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



mGC in VGHTC
2009-2019 (n=428)Overall patients Patients with chemotherapy

Clin Med Insights Oncol. 2022 Sep 18;16



mGC in VGHTC
2009-2019

Clin Med Insights Oncol. 2022 Sep 18;16





ACTS-GC

N Engl J Med 2007; 357:1810-1820





Comprehenisve Geriatric Assessment

Formosan Journal of Medicine, 7(3), 2003



J Geriatr Oncol. 2022 Jul;13(6):761-777. 



Main Goals of Geriatric Assessment

• Tailor the oncologic treatment decision
₋ prevent both over- and undertreatment

₋ improve outcome: complications/toxicity, rates, treatment completion, 
mortality

• Implement interventions
• optimizing the patient ’ s health status

• leading to better ability to  tolerate  treatment

J Geriatr Oncol. 2022 Jul;13(6):761-777. 



The Effect of Geriatric Assessment 

J Geriatr Oncol. 2022 Jul;13(6):761-777. 



高齡消化道癌症收案 (111-112年)

• Total: 27位

– Male: 13, Female: 14

– Median age: 73 y/o 
(range: 65-91 y/o)

– Gastric cancer: 11 
pancreatic cancer: 15 
cholangiocarcinoma: 1



Item (total:27) Number Percentage %

認知功能障礙 3 11%

憂鬱情緒 6 22%

一個月內跌倒 3 11%

排便問題 12 44%

視力不良 13 48%

聽力不良 5 19%

睡眠問題 7 26%

營養不良 20 74%

多重藥物 27 100%





Elderly/Less Fit Patients
GO2 Study

JAMA Oncol. 2021;7(6):869-877.

median 6.1 vs 3.0 months 
HR = 0.69 [95% CI, 0.32-1.48], P = 0.34

Noninferiority





Elderly/Less Fit Patients

• Geriatric assessment

– symptoms, fitness, 
comorbidities, QoL, family 
support

• Less-intensive therapy

JAMA Oncol. 2021;7(6):869-877.



Nivo/Pembro + Fluoropyrimidine + Platinum (CPS ≧ 5?)
HER2(+) → Trastuzumab (+Pembrolizumab) + C/T
Claudin 18.2(+) → Zolbetuximab + C/T

Ramucirumab + Paclitaxel
Taxane
Irinotecan
MSI-H/dMMR, TMB-H → Pembrolizumab

Nivolumab
TAS-102 Trifluridine/tipiracil
HER2(+) → Trastuzumab Deruxtecan
Irinotecan

First line

Second line

Third line

Treatment of Advanced Gastric Cancer

Thank you!!
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