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Offenlegung potentieller Interessenkonflikte

• Anstellungsverhältnis oder Führungsposition
keine

• Beratungstätigkeit
Eli Lilly, Roche, Servier, Merck-Serono, Sanofi-
Aventis

• Aktienbesitz
keine

• Honorare
Eli Lilly, Roche, Amgen, Riemser, Servier

• Finanzierung wissenschaftlicher Untersuchungen
StudienTeilfinanzierung durch Eli Lilly.

• Gutachtertätigkeit
keine

• Andere finanzielle Beziehungen
keine
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Topics

1. Lokalisiertes AEG/Magen

# 4000 – ATTRACTION-5: A phase 3 study of nivolumab plus chemotherapy as postoperative adjuvant treatment 
for pathological stage III (pStage III) gastric or gastroesophageal junction (G/GEJ) cancer.

# 4001 – Perioperative PD-1 antibody toripalimab plus SOX or XELOX chemotherapy versus SOX or XELOX alone 
for locally advanced gastric or gastro-oesophageal junction cancer: Results from a prospective, randomized, 
open-label, phase II trial. 

2. Metastasiertes Magenkarzinom und AEG  

#  4014 – KEYNOTE-859 study of pembrolizumab plus chemotherapy for advanced HER2-negative gastric or 
gastroesophageal junction (G/GEJ) cancer: Outcomes in the protocol-specified PD-L1–selected populations. 

# 4027 – A phase 2 study (DisTinGuish) of DKN-01 in combination with tislelizumab + chemotherapy as first-line (1L) 
therapy in patients with advanced gastric or GEJ adenocarcinoma (GEA). 
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Lokal fortgeschrittenes 
Gastroösophageales Adenokarzinom
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Neue ESMO-Guidelines Magen-Ca 2022

 

Lordick F, et al. Ann Oncol 2022, [online]
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S1 plus Docetaxel (JACCRO GC-07)1 oder Capecitabine plus Oxaliplatin 
(CLASSIC)2 oder S1 plus Oxaliplatin (ARTIST II)3 sind die empfohlenen 

Therapieregime in der Adjuvanz. 
1Yoshida K et al, JCO 2019

2Bang YJ, et al. Lancet 2012
3Park SH et al, Ann Oncol 2021
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ATTRACTION-5: A phase 3 study of nivolumab plus chemotherapy 
as postoperative adjuvant treatment for pathological stage III 

(pStage III) gastric or gastroesophageal junction (G/GEJ) cancer.

Masanori Terashima, et al, Journal of Clinical Oncology 2023 41:16_suppl, 4000-4000 . 

Studiendesign Patienten- und Tumorcharakteristika
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Primärer Endpunkt: RFS nach BICR

TPS ≥ 1= 14%
Wahrscheinlich 60-80 CPS positiv

TPS ≥ 1= 14%
Wahrscheinlich 60-80 CPS positiv

Masanori Terashima, et al, Journal of Clinical Oncology 2023 41:16_suppl, 4000-4000 . 
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Sekundärer Endpunkt: RFS nach Investigator und OS

Fazit: keine Verbesserung im RFS/OS durch die 
Hinzunahme von Nivolumab

Vorteil bei Subgruppe der TPS+
Outcome nach CPS und bei MSI high abzuwarten

Fazit: keine Verbesserung im RFS/OS durch die 
Hinzunahme von Nivolumab

Vorteil bei Subgruppe der TPS+
Outcome nach CPS und bei MSI high abzuwarten

Masanori Terashima, et al, Journal of Clinical Oncology 2023 41:16_suppl, 4000-4000 . 
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Yuan S  et al . Journal of Clinical Oncology 2023 41:16_suppl, 4001-4001  
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Magenkarzinom: Der Standard – FLOT 4 Studie
Al-Batran S et al.  Lancet 2019

Disease-free survival Overall survival

3-Jahres Überlebensrate FLOT vs. ECF: 57% vs. 48%
Medianes Gesamtüberleben FLOT vs. ECF: 50 Monate vs. 35 Monate
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*keine zugelassene Therapie
Kopp et al., ESMO 2021 1430P

Al-Batran et al., J Clin Oncol 40, 2022 (suppl 16; abstr 4003)

ASCO 2022: Phase II AIO-DANTE-Studie 
FLOT +/- Atezolizumab*  
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ASCO 2022: Histopathologische Regression in 
Abhängigkeit von der PD-L1-Expression

Arm A: FLOT + Atezolizumab 
(n=146)

Arm B: FLOT 
(n=149)

Regression grading according to Becker

Complete response (no residual tumor) 35 (24%) 23 (15%)

Subtotal response (<10% residual tumor) 36 (25%) 35 (24%)

Partial response (10%-50% residual tumor) 40 (27%) 37 (25%)

Minor response (>50% residual tumor) 27 (19%) 40 (27%)

No response 2 (1%) 7 (5%)

Missing 6 (4%) 7 (5%)

Regressing grading in subgroups

< CPS 1 (n=64/58): CR & CR/SR 15 (23%) & 29 (45%) 9 (16%) & 17 (29%)

≥ CPS 1 (n=82/88): CR & CR/SR 20 (24%) & 42 (51%) 13 (15%) & 40 (31%)

≥ CPS 5 (n=40/41): CR & CR/SR 11 (28%) & 22 (56%) 8 (20%) & 18 (44%)

≥ CPS 10 (n=27/26): CR & CR/SR 9 (33%) & 18 (67%) 3 (12%) & 10 (39%)

MSI/MMRd (n=8/15): CR & CR/SR 5 (63%) & 6 (76%) 4 (27%) & 7 (47%)

• Prof. Dr. Salah-Eddin Al-
Batran 
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Perioperative PD-1 antibody toripalimab plus SOX or XELOX 
chemotherapy versus SOX or XELOX alone 

for locally advanced gastric or gastro-oesophageal junction 
cancer: Results from a prospective, randomized, 

open-label, phase II trial. 

Yuan S  et al . Journal of Clinical Oncology 2023 41:16_suppl, 4001-4001  
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Phase II Perioperative PD-1 antibody toripalimab plus SOX or 
XELOX chemotherapy versus SOX or XELOX alone

Alle N+

Yuan S  et al . Journal of Clinical Oncology 2023 41:16_suppl, 4001-4001  
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Primärer Endpunkt: TRG 0/1

TRG 0/1 stratifiziert nach Tumorlokalisation und histopathologischem Subtyp

24% Dante

49% Dante

Yuan S  et al . Journal of Clinical Oncology 2023 41:16_suppl, 4001-4001  
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Sekundärer Endpunkt: ypTNM Downstaging

23% Dante

69% Dante

Fazit: IO plus preop. CTX verbessert pCR und TRG 0/1
Keine Daten zu MSI, CPS Status

Dante: MSI high: 8% mit besten Ergebnissen (pCR 63%)
Sollen MSI Pat aus IO -CTX Studien ausgeschlossen 

werden?
EFS/OS ausstehend

Fazit: IO plus preop. CTX verbessert pCR und TRG 0/1
Keine Daten zu MSI, CPS Status

Dante: MSI high: 8% mit besten Ergebnissen (pCR 63%)
Sollen MSI Pat aus IO -CTX Studien ausgeschlossen 

werden?
EFS/OS ausstehend

Yuan S  et al . Journal of Clinical Oncology 2023 41:16_suppl, 4001-4001  
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Secondary EndpointsSecondary EndpointsPrimary EndpointsPrimary Endpoints

KEYNOTE-585: Study Design1,2

• Previously untreated, localized resectable 
gastric or GEJ AC as defined by T3 or 
greater primary lesion, or the presence of 
any positive nodes (N+; clinical nodes) 
without evidence of metastatic disease

• Plans to proceed to surgery following 
preoperative CT

• ECOG PS 0 or 1

• Previously untreated, localized resectable 
gastric or GEJ AC as defined by T3 or 
greater primary lesion, or the presence of 
any positive nodes (N+; clinical nodes) 
without evidence of metastatic disease

• Plans to proceed to surgery following 
preoperative CT

• ECOG PS 0 or 1

Pembro + Chemo and Placebo + Chemo arms: EFS (RECIST v1.1), 
pathological complete response (pathCR) rate, OS 
Pembro + FLOT and Placebo + FLOT cohorts: safety and tolerability 

Pembro + Chemo and Placebo + Chemo arms: EFS (RECIST v1.1), 
pathological complete response (pathCR) rate, OS 
Pembro + FLOT and Placebo + FLOT cohorts: safety and tolerability 

Pembro + Chemo and Placebo + Chemo arms and in combination with the Pembro + 
FLOT and Placebo + FLOT cohorts: Safety and tolerability
Pembro + Chemo and Placebo + Chemo ams: DFS (RECIST v1.1)
Pembro + Chemo/FLOT and Placebo + Chemo/FLOT arms: EFS (RECIST v1.1), OS 

Pembro + Chemo and Placebo + Chemo arms and in combination with the Pembro + 
FLOT and Placebo + FLOT cohorts: Safety and tolerability
Pembro + Chemo and Placebo + Chemo ams: DFS (RECIST v1.1)
Pembro + Chemo/FLOT and Placebo + Chemo/FLOT arms: EFS (RECIST v1.1), OS 

Neoadjuvant

Pembrolizumab 200 mg IV Q3W 
x 3 cycles 

+ FP or XP Q3W x 3 cycles 
or FLOT Q2W x 4 cycles

Pembrolizumab 200 mg IV Q3W 
x 3 cycles 

+ FP or XP Q3W x 3 cycles 
or FLOT Q2W x 4 cycles

Adjuvant

Placebo +
FP or XP Q3W x 3 cycles
or FLOT Q2W x 4 cycles

Placebo +
FP or XP Q3W x 3 cycles
or FLOT Q2W x 4 cycles

R 
1:1

Pembrolizumab 200 mg IV Q3W 
x 3 cycles 

+ FP or XP Q3W x 3 cycles 
or FLOT Q2W x 4 cycles 

followed by Pembrolizumab x 11 cycles

Pembrolizumab 200 mg IV Q3W 
x 3 cycles 

+ FP or XP Q3W x 3 cycles 
or FLOT Q2W x 4 cycles 

followed by Pembrolizumab x 11 cycles

Placebo + FP or XP Q3W x 3 cycles 
or FLOT Q2W x 4 cycles 

followed by Placebo x 11 cycles

Placebo + FP or XP Q3W x 3 cycles 
or FLOT Q2W x 4 cycles 

followed by Placebo x 11 cycles

Patients (N=1007)Patients (N=1007)

Surgery

Stratification: Geographic region (Asia vs 
non-Asia), tumor staging (II vs III vs IVa), 
backbone therapy FP/XP (yes vs no)  

Stratification: Geographic region (Asia vs 
non-Asia), tumor staging (II vs III vs IVa), 
backbone therapy FP/XP (yes vs no)  

Surgery

Patients unable to 
undergo surgery

Patients unable to 
undergo surgery

1. ClinicalTrials.gov. https://www.clinicaltrials.gov/ct2/show/NCT03221426. Accessed March 6, 2023.  2 . Bang YJ et al. Future Oncol. 2019;15(9):943–952

A Phase III, Randomized, Double-Blind, Clinical Trial of Pembrolizumab Plus Chemotherapy (XP or FP) versus Placebo 
Plus Chemotherapy (XP or FP) as Neoadjuvant/Adjuvant Treatment for Subjects With Gastric and Gastroesophageal 

Junction (GEJ) Adenocarcinoma (KEYNOTE-585)

https://pubmed.ncbi.nlm.nih.gov/30777447/
https://pubmed.ncbi.nlm.nih.gov/30777447/
https://pubmed.ncbi.nlm.nih.gov/30777447/
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MATTERHORN: neoadj/adj FLOT +/- Durvalumab in 
resectable gastroesophageal cancer

Daten zum ESMO 2023 erwartet
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Metastastiertes gastroösophageales 
Adenokarzinom
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CHECKMATE-649, PD-L1 CPS ≥ 5

Lordick F, et al. Ann Oncol 2022 Janjigian Y, et al. Lancet. 2021 Jul 3;398(10294):27-40

METASTASIERTES MAGENKARZINOM 1ST-LINE – ESMO 
GUIDELINES 2022

TOGA, Trastuzumab+Chemo, HER2-positiv
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• Keynote 590 Ösophagus: CPS ≥ 10 in 50% SCC (283/548) and AC (100/203)
     22C3 (Agilent Techmologies) Sun JM et 
al. Lancet 2021; 398:759-71

• Checkmate-648 Ösophagus: TPS ≥ 1% in 49% SCC (283/548)
     22C3 (Agilent Techmologies) Chau I et al. 
ASCO 2021: abstract 4001

• Checkmate-649 Gastric/GEJ: CPS ≥ 1 82%, CPS ≥ 5 60% (955/1581) 
     28-8 pharmDx(Dako)C3 Janjigian YY 
et al. Lancet 2021: 398:27-40

• Keynote-062 Gastric/GEJ: CPS ≥ 10 37% (281/763)
     22C3 (Agilent Techmologies) 2020;6:1571-1580 Shitara K et al. Jama Oncol. 

• Keynote-811 Gastric/GEJ: CPS ≥ 1 84% (364/434)
        22C3 (Agilent Techmologies) 

Janjigian YY et al. Nature. 2021; 600:727-730
• RATIONALE- 305 Gastric/GEJ: CPS ≥ 5 13.5% (41/311)
           Dako PD-L1 IHC 28-8 pharmDx assay Möhler M. et al; #286 ASCO 
GI 2023

• KEYNOTE - 859  Gastric/GE: CPS ≥ 1 78% (1235/1479) Rha S et al; ESMO virtual plenary 
 2023

       PD-L1 IHC 22C3

PD-L1 Expression: Magen- und 
Ösophaguskarzinom 
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KEYNOTE-859 study of pembrolizumab plus chemotherapy for 
advanced HER2-negative gastric or gastroesophageal junction 

(G/GEJ) cancer: 

Outcomes in the protocol-specified PD-L1–
selected populations.

Sun Young Rha, et al. Journal of Clinical Oncology 2023 41:16_suppl, 4014-4014  
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KEYNOTE-859: Erstlinientherapie des metastasierten 
HER2-negativen gastroösophagealen Adenokarzinoms 

Rha S et al.; ESMO virtual plenary 2023

ESMO virtu
al 

Penary 2023
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Rha S et al.; ESMO virtual plenary 2023

KEYNOTE-859: Erstlinientherapie des metastasierten 
HER2-negativen gastroösophagealen Adenokarzinoms 
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Pembrolizumab Plus Chemotherapy as First-Line Therapy for 
Advanced HER2-Negative Gastric or Gastroesophageal Junction 

Cancer: 
Phase 3 KEYNOTE-859 Study

S.Y. Rha et al. ESMO virtual plenary 2023
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ASCO 2023: KEYNOTE-859: 

Outcomes in the protocol-specified PD-L1–selected 
populations

Primärer Endpunkt: OS

Sun Young Rha, et al. Journal of Clinical Oncology 2023 41:16_suppl, 4014-4014  
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ASCO 2023 KEYNOTE-859: 
Outcomes in the protocol-specified PD-L1–selected populations.

Sekundäre Endpunkte: PFS, ORR, DOR

Sun Young Rha, et al. Journal of Clinical Oncology 2023 41:16_suppl, 4014-4014  
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KEYNOTE-859 vs CM 649 

60%35%
78%
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A phase 2 study (DisTinGuish) of DKN-01 in combination with 
tislelizumab + chemotherapy as first-line (1L) 
therapy in patients with advanced gastric or GEJ 

adenocarcinoma (GEA). 

Samuel J Klempner, et al. 

Einarmige Phase IIa Studie: 1st Linie DKN-01 300mg + Tislelizumab + CAPOX (n=25)
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DisTinGuish: DKN-01 in combination with tislelizumab + 
chemotherapy as first-line (1L) 

therapy in patients with advanced gastric or GEJ 
adenocarcinoma (GEA). 

Samuel J Klempner, et al. J Clin Oncol 41, 2023 (suppl 16; abstr 4027)

OS (ITT n=25) Nach DKK-1 Expression
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DisTinGuish:  DKN-01 in combination with tislelizumab + 
chemotherapy as first-line (1L) 

therapy in patients with advanced gastric or GEJ 
adenocarcinoma (GEA). 

Response (mITT, n=25)

Fazit: mit 2 Jahren Follow-up: 
vielversprechendes OS mit DKN-01 in 
der ITT (19.5mos) und in PD-L1 low 

Gruppe (18.4mos)
 anhaltendes Ansprechen in der mITT 
(73%) und bei PD-L1 low (10.7mos)

Random. Phase II mit DKN-1 +/- 
Tislelizumab und CTX rekrutiert 

(NCT04363801)

Fazit: mit 2 Jahren Follow-up: 
vielversprechendes OS mit DKN-01 in 
der ITT (19.5mos) und in PD-L1 low 

Gruppe (18.4mos)
 anhaltendes Ansprechen in der mITT 
(73%) und bei PD-L1 low (10.7mos)

Random. Phase II mit DKN-1 +/- 
Tislelizumab und CTX rekrutiert 

(NCT04363801)

Samuel J Klempner, et al. J Clin Oncol 41, 2023 (suppl 16; abstr 4027)
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Zusammenfassung

• ATTRACTION-5: Keine Verbesserung im RFS/OS durch die Hinzunahme von 
Nivolumab zu CTX adjuvant nach D2 Resektion. Vorteil bei Subgruppe der TPS+; 
Outcome nach CPS und bei MSI high  abzuwarten- keine Relevanz für Europa!

• Perioperative Therapie mit FLOT Standard! IO Therapie vielversprechend- Phase II 
Toripalimab Studie konfirmatorisch! DANTE Trial: ca. 10% Verbesserung der pCR 
Rate mit FLOT + Atezolizumab (24% vs. 15%)- Abwarten von Matterhorn und Keynote-
585 Studienergebnissen

• Wird KEYNOTE- 859 den Standard verändern und IO Therapie zukünftig für mehr 
Patienten (CPS ≥ 1) verfügbar sein? CPS ≥ 1 und <10 (48%): HR nicht berichtet

Viele offene Fragen: beste backbone Chemotherapie? Lokalisation des 
Primarius? Verwendeter Assay/AK bei der PD-L1 Testung?

• DisTinGuish: Erste vielversprechende Wirksamkeits und Feasibility Daten mit 
DKN-01 + Tislelizumab + CTX – auch unabhängig von der PD-L1 Expression- ABER: 
n=21!- weitere Daten abwarten
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DANKE FÜR IHRE AUFMERKSAMKEIT!
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