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The Cancer Genome Atlas research Group Nature 2017

Genetic subgroups of oesophagogastric tumors



Checkpoint-Inhibitors

PD-L1 TPS= tumor proportion score

PD-L1 IC= immune score 

PD-L1 CPS= combined positivity score

Högner and Thuss-Patience, Pharmaceuticals 2021



1st-line

OP

Paclitaxel, 
Irinotecan 

2nd-line

* zugelassen

kurativ

Carbo/Pacli /41 Gy 

FU/Platin

Nivolumab 

oesophageal 

squamous cell cancer

Non pCR

Thuss-Patience and Stein: Curr Oncol 2022



EMA approval

1st line KN 590 Pembro SCC + AEG Pembro FP
vs FP

OS pos 
CPS > 10

yes

CM 648 Nivo SCC Nivo FP
vs FP 
vs Nivo Ipi

OS pos
TPS > 1

yes

ESCORT 1 Camrelizumb SCC Camre 
Cis/Pacli vs 
Cis/Pacli

OS pos

ORIENT-15 Sintilimab SCC Sinti Cis/Pacli 
vs Cis/Pacli

OS pos

JUPITER-06 Toripalimab SCC Tori Cis/Pacli 
vs Cis/Pacli

OS pos

RATIONALE 
306

Tislelizumab SCC Tis Platin/FU 
(Platin/Pacli) 
vs Chemo

OS pos

Ösophagus

Sun et al., Lancet 2021; Doki et al., NEJM 2022; Lio et al., JAMA 2021; Lu et al., BMJ 2022; Wang et al., Cancer Cell 2022; 

Xu Lancet Oncol 2023;24:483-495



Pembrolizumab + Cis / FU

Placebo + Cis / FU
R

Keynote 590

Ösophagus – palliative 1st line

n = 749

52% Asia

SCC 73%, Adeno 27% 

PD-L1 CPS ≥ 10 = 50% 

Kato et al., ESMO 2020

Sun et al., Lancet 2021

SCC und Adeno CPS ≥ 10 

Overall Survival

SCC und Adeno CPS < 10

zugelassen



Metges ASCO GI Jan 2022

Keynote 590

Ösophagus – palliative 1st line

Overall Survival – pre-specified subgroups

AdenoESCC



benefit primarily 

in CPS ≥ 10 

Keynote 590

oesophagus – palliative 1st line

Metges ASCO GI Jan 2022

Overall Survival –Subgruppen



Antitumor Response Summary

Keynote 590

Ösophagus – palliativ 1st line

Response

Metges ASCO GI Jan 2022
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Tislelizumab SCC Tis Platin/FU 
(Platin/Pacli) 
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R

Checkmate 648

Ösophagus – palliative 1st line

Chau et al., ASCO 2021 LBA 4001

Nivolumab + Cis / FU

Nivo 3mg/kg + Ipi 1mg/kg

Cis / FU

Doki et al., NEJM 2022

Primary endpoint

n = 970

SCC 100%, 

Asia/non-Asia 70/30

TPS ≥ 1% = 49%



Nivolumab + Cis / FU

Nivo 3mg/kg + Ipi 1mg/kg

Cis / FU

R

Checkmate 648

Ösophagus – palliativ 1st line

benefit primarily 

in TPS ≥ 1% 

Doki et al., NEJM 2022
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R

ESCORT 1

Xu et al., ASCO 2021 # 4000

Lio et al., JAMA 2021

n = 596

100% SCC, 100% China

all pts

Camrelizumb* (PD1 AK) +Chemo

Placebo + Pacli 175 /Cis 75

Sintilimab* (PD1 AK) + Chemo

Placebo + Pacli 175 /Cis 75 

(oder Cis/5FU)

R

ORIENT 15

n = 659

100% SCC, 100% China

All pts 

Shen et al., ESMO 2021, LBA53

Lu et al., BMJ 2022

Toripalimab* (PD1 AK) + Chemo

Placebo + Pacli 175 /Cis 75
R

JUPITER 06

All pts 

Xu et al., ESMO 2021, 1373MO

Wang et al., Cancer Cell 2022

n = 514

100% SCC, 100% China

oesophagus – palliative 1st line *no EMA approval
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Sun et al., Lancet 2021; Doki et al., NEJM 2022; Lio et al., JAMA 2021; Lu et al., BMJ 2022; Wang et al., Cancer Cell 2022; 
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Tislelizumab* + Chemo (Platin/FU od. Platin Pacli)

Chemo

R

Phase III

N= 649

SCC, Asia 75%

TAP** ≥10: 37,7% (SP263)

oesophagus palliative – 1st line

**TAP= total percentage of tumor area

* not approved

Yoon, et al., ESMO GI # LBA1

Xu Lancet Oncol 2023;24:483-495



Tislelizumab* + Chemo (Platin/FU od. Platin Pacli)

Chemo

R

Phase III

N= 649

SCC

Asia 75%

TAP** ≥10: 37,7% (SP263)

oesophagus palliative – 1st line

**TAP= total percentage of tumor area

* not approved

Yoon, et al., ESMO GI # LBA1

Xu Lancet Oncol 2023;24:483-495



1st-line

OP

2nd-line

*=not approved

kurativ

Carbo/Pacli /41 Gy 

Nivolumab 

FU/Platin

CPS 10, TPS 1
Chemo fit
Remissionsdruck

Chemo+ Pembro/Nivo/
Camre*/Sintili*/Toripali*/Tisle* 

Nivo/ Ipi  

Non pCR

Ösophagus
Plattenepithelkarzinom

janein

Paclitaxel, 
Irinotecan 

Nivoz

Pembro*, Tislelizumab*

Remissionsdruck janein

Thuss-Patience and Stein: Curr Oncol 2022



Ösophagus

palliative Therapie

2nd line



Ösophagus

Sun et al., Lancet 2021; Doki et al., NEJM 2022; Lio et al., JAMA 2021; Lu et al., BMJ 2022; Wang et al., Cancer Cell 2022; Xu Lancet Oncol

2023;24:483-495; Kojima et al., J Clin Oncol 2020; Kato et al., Lancet Oncol 2019; Shen et al., J Clin Oncol 2022



Kojima et al., J Clin Oncol 2020

Keynote 181 Pembrolizumab*

Pembrolizumab

Pacli-, Docetaxel, Irinotecan
R

Ösophagus – 2nd line

SCC CPS >10

No benefit for 
Adeno

FDA approval:

*not EMA approved



Ösophagus

Sun et al., Lancet 2021; Doki et al., NEJM 2022; Lio et al., JAMA 2021; Lu et al., BMJ 2022; Wang et al., Cancer Cell 2022; Xu Lancet Oncol

2023;24:483-495; Kojima et al., J Clin Oncol 2020; Kato et al., Lancet Oncol 2019; Shen et al., J Clin Oncol 2022



SCC alle

Ösophagus – 2nd line

Nivolumab 
Attraction 03

n = 419

2nd line

SCC, all PDL1

96% Asia

Nivolumab

Doce/ Paclitaxel
R

Kato et al., Lancet Oncol 2019
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Ösophagus – 2nd line

Nivolumab 
Attraction 03

Nivolumab

Doce/Paclitaxel
R

PD-L1 
abhängig

Kato et al., Lancet Oncol 2019



Ösophagus – 2nd line

Nivolumab 
Attraction 03

Nivolumab

Doce/Paclitaxel
R

overall survival relative to PD-L1 TPS

Kato et al., Lancet Oncol 2019



oesophagus

Sun et al., Lancet 2021; Doki et al., NEJM 2022; Lio et al., JAMA 2021; Lu et al., BMJ 2022; Wang et al., Cancer Cell 2022; Xu Lancet Oncol

2023;24:483-495; Kojima et al., J Clin Oncol 2020; Kato et al., Lancet Oncol 2019; Shen et al., J Clin Oncol 2022



R

RATIONALE 302

Ösophagus – palliative 2nd line

Shen et al., ASCO 2021 # 4012

Shen et al., J Clin Oncol 2022

n = 512

SCC 100%

Asia 80%,  non Asia 20%

ca 30% of pts TAP (vCPS) ≥ 10

Overall Survival
all pts

Tislelizumab*

Pacli/ Doce/ Irino

* EMA approval, for 

platinum pretreated ESCC



R

RATIONALE 302

Ösophagus – palliativ 2nd line

Shen et al., ASCO 2021 # 4012

Shen et al., J Clin Oncol 2022

n = 512

SCC 100%

Asia 80%,  non Asia 20%

ca 30% of pts TAP (vCPS) ≥ 10
Overall Survival

Tislelizumab

Pacli/ Doce/ Irino

TAP >=10 TAP<10



R

RATIONALE 302

Ösophagus – palliativ 2nd line

Shen et al., ASCO 2021 # 4012

Shen et al., J Clin Oncol 2022

n = 512

SCC 100%

Asia 80%,  non Asia 20%

ca 30% of ptsTAP ≥ 10

Tislelizumab

Pacli/ Doce/ Irino

PD-L1 
dependent

Ventana PD-L1  SP263



1st-line

OP

2nd-line

* no EMA approval

kurativ

Carbo/Pacli /41 Gy 

Nivolumab 

FU/Platin

CPS 10, TPS 1
Chemo fit
Remissionsdruck

Nivo/ Ipi  

Non pCR 

Ösophagus
Plattenepithelkarzinom

janein

Paclitaxel, 
Irinotecan 

Nivo
Pembro*, Tislelizumab

need for remission yesno

adapted from

Thuss-Patience and Stein,

Curr Oncol 2022

Chemo+ Pembro/Nivo/
Camre*/Sintili*/Toripali*/Tisle* 



Vielen Dank für die Aufmerksamkeit
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