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Fallbeispiel Leitlinie %¢ onkopedia

S. T., weiblich, Jahrgang 1965

Anamnese: seit 3 Monaten Dysphagie

und 4 kg Gewichtsabnahme

OGD: Tumor am gastro-osophagealen Ubergang

CT: keine Fernmetastasen

Klinische Klassifikation: Stadium uT3, uN+, cMO
Perioperative Therapie mit FLOT bis 4/23; ypT3, ypNO, MO,

G2, RO ; gute klinische und histopathologische Regression (||
nach Becker)

10/24:neue singulare Lebermetastase:
M1(hep), Her2-, MSS, CPS 4, CLDN 18.2 +
PNP Grad 2 nach 8xFLOT perioperativ




Kasuistik: Oktober 2024!
Wie wiurden Sie entscheiden:

9% | onkopedia

6 Monate nach Abschluss FLOT adjuvant

@ Re-Exposition mit systemischer CTX mit FLOT

6 Systemische CTX mit Folfox

CE Systemische CTX mit Folfox + 10

@ Systemische CTX mit Folfox + Zolbetuximab

CE/ FOLFIRI

@Ramucirumab + Paclitaxel

)
)
)
)
)
)




Entwicklung in der Krebsmedizin

Krebs fuhrende Todesursache in 2030

@
<

Gastrointestinale Tumoren groBte Gruppe
Onkologie

Technische Entwicklungen rasant (omics, Kl)

Therapien immer individueller



Epidemiologie — Krebs bedingte Todesursachen Europa
2020

TYPES OF CANCER THAT KILL
THE MOST PEOPLE IN THE EU

—_—

12.3%

e 1 ,269,399 ..............................
Rl Deaths in 2020

» Gastrointestinale Tumoren Nr. 1

~ :pg/ ............. s
D W

41% @ 4.2%: : 5.5%

Stomach : Liver : ! Prostate
The percentage does not add up to 100% due to rounded figures being used. (@SN

Source: Global Cancer Observatory (2020) §ém




Epidemiologie SCC vs AC 9% |onkopedia

‘Plattenepithel Karzinom (SCC)
- zentral Asien, Stdost Asien N
- Rauchen & ETOH esophageal cancer belt
- prox. Lokalisation

- 50% PD-L1 Expression (zB TPS 1+)

Adeno Karzinom (AC)
- Westen

- Reflux & Ubergewicht
- distaler Osophagus

- ca. 15%TPS 1+ 1812

1. Salem et al. 2018. The Oncologist. 2. ORIENT-15. 3. ESCORT _1%. 4. ESCORT_2L
5. CM648. 6. ATTRACTION-03. 7. CM648. 8. ATTRACTION-02. 9. CM649. 10. JAV-
300. 11. ATTRACTION-04. 12. JAV100 maintenance___... _ .. . _ . ._. .



Global Cancer Statistics 2020: GLOBOCAN Inzidenz und

Mortalitat weltweit fiur 36 Tumore in 185 Landern

Breast
Carvix uber
Codorectium

Lung
Thyraid
Corpus uber

Ovary

High/Very high HDI

Low/Medium HDI

Stomach

Liver
Leukesiia

Maon—Hodgkin lymphoma

Esophagus

Pancreas
Brain, nenous systam

Lip, oral cavity

CA A Cancer J Clinicians, Volume: 71, Issue: 3, Pages: 209-249, First published: 04 February 2021, DOI: (10.3322/caac.21660)
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Plattenepithelkarzinom des %e/onkopedia
Osophagus: Inzidenz und Prognose

100 Prozent

80

o °
ASR (World) per 100 000

. =81
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Frauen Manner



Rate per 1,000,000
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Adenokarzinome am

stark zu !

— ="\ _"~~_ -~ SCC Osophagus

et

Adenokarzinome

Incidence, adenocarcinoma
>1.08

0.5-1.08 |
M.h‘ - .'“'l'--nu.-” .__+..,.“"q"_.n|-+"‘l-n., i--r-|l|--H.-.|i'-'|'-|-.."."”.".-'..._‘_..."“,l_."'_ ! g%gzi;gze 5 :gtda;:‘.zlicable
Andere
1985 1980 1995 2000

Pohl & Welch. J Natl Canc Inst 2005
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6sophagogastralen Ubergang nehmen

Morgan et al, Gastroenterology 2022;163:649—-658



Change in annual incidence (%)
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Biologie

(164)

Adeno vs. Platte= Genomisch Genese
komplett unterschiedlich

AC

ndeterminate

Stomach
(359)

Risk Factors

Aging Alcohol

Males Tobacco
HPV infection
Tylosis
Plummer-Vinson
Syndrome

SERD Obesity
.chalasia Diabetes

38
3z

63
(296)

Total
(559)

Pathogenesis

Normal epithelium —»Low-grade squamous —p-High-grade dysplasia
cell dysplasia involving submucous

HITDEIEIHE seeTirvly glands
Squamous Epithelium “

High-grade dysplasia
full thickness with
cytologic atypia

i

u{on o - L]

ESCC «—— Carcinomain-situ <—

B 4 ¥
| &
'} .:. ".‘ b

Esophagus —» Barrett's Esophagus — Esophageal Adenocarcinom:

PEREN

WAy

Columnar Epithelium

Squamous

uaity Columnar Epithelium
Epithelium

(metaplastic)

1 | INLTANEM A1 IDIMIR 0] COKN2A silencing
RN NN NN 0 IR | I COKN2A deletion
AN 10 N NN | N N | N N N
| N I AN Cntry/region
-“ l-_Oesophageal location
Histologic subtype

liCluster
% | Hi Silencing/deletion
i" B ves
I [INo
= Low

Sex
B Male

' [7 Female
Country/region
| BAustaia
B Vietnam
' B Brazil
[l Eastern Europe
- 4] West Europe/
£ | oss North America
High Oesophageal
' location
Proximal
l [T Middle
Low |l DistaV/GEJ

164 tumours

Nature 2017 Jan 12;541(7636) 169-175
Rai V et al. ; Int. J. Mol. Sci. 2023, 24, 3316

| Metaplasia — Low-grade dysplasia —High-grade dysplasia
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Risikofaktoren fur die Entstehung

Overweight/
obesity

Radiot_herapy in Gastroesopha- (L
the cerwcpthoraCIC Achalasia geal Reflux
region
{

Synchronous and
metachronous
head/neck
tumours

Stenoses after
acid and alkali
burns

Barrett-
Esophagus




Therapie = OQnkopedia Algorithmus —Priméartherapie beim
Plattenepithelkarzinom (update 10/2024)

Plattenepithelkarzinom
des thorakalen
Osophagus 1

TIMO

A 4

cT1m1-2 No? 2T1m3 NO2
TIN1

Chirurgische
Resektion

Pathohistologische
Resterkrankung*
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ESMO Leitlinien Osophagus Ca 2022

Definitive Radiochemotherapie

Neoadjuvante
Radiochemotherapie + OP
+ Nivolumab

Perioperative Chemotherapie +
OP + Chemotherapie

cTNM staging (endoscopy, EUS, MS-CT, FDG-PET) |

[ Functional assessment (symptoms, comorbidity, nutritional status, patient preferences)

Y

v

Early disease
(cT1 cNO M0)

Resection®®
[, A]

Locally advanced disease
(cT2-T4 or ¢cN1-3 M0)

Neoadjuvant CRT Definitive CRT
I, A] [, B]

AC and 0GJ cancer®

uvant FLOT Neoadjuvant CRT

[I, A: MCBS AJ*

(LA

AV NV a4
Restaging Follow-up Restaging “Hesilé;ging
(exclusion of M1) (every 3 months) (exclusion of M1) (exclysion of M1)

!

Salvage resection’

Resection
[IV, C]

(v, C]

Adjuvant nivolumab®
[I, A; MCBS AJ*

!

Resection
[IV, C]

Adjuvant FLOT
[I, A; MCBS AJ¢

Resection
[Iv.C]

Adjuvant nivolumab®
[I, A; MCBS AJ*

Obermannova et al. Ann Oncol 2022



Therapie

CROSS- Trial

9% onkopedia
: Adeno vs. SCC

wewe STC neoadpavant chemoradiotherapy plus surgery

e AC necadpuvant chemoradiotheragy plus saegery
w=w= SCC surgery alone
e AC, surgery aloow
Meoadjuvant Surgery alone
chemoradiotherapy  (n=188)
plus surgery
(n=178)
Age.years 60 (5567} 60 (53-66)
= 7
Women 44 (25%) 36 (19%) -
Men 134 (75%) 152 (£1%) §
Tumour histology 2
Squamous cell cacinoma. 41 (23%) 43(23%) ¥ group. A pathological complete response was ob-
Adenocarcinoma 124 (75%) 141 (75%) = served in 28 of 121 patients with adenocarcino-
Could not be established 30%) 4(2%) ma (23%) versus 18 of 37 with squamous-cell
Tumourlength, cm 403-6) 4(3-6) carcinoma (49%) (P=0.008). A median of 15 lymph
Tumouwr location
Proximal third cesophagus 4 (2%) 4(2%) 20
Middle third cesophagus 2 (14%) 24 (13%)
Distal third cesophagus 104 (58%) 107 (57%) 10 SCC. Tog-rank p-0.008
Oesophagogastric junction 39 (22%) 49 (26%) AC log rank p0.038
Missing data 6 (3%) 4 (2%) 0o T T T T T T 1
0 12 24 36 43 60 72 B4 96

Follow-up (months)

Shapiro J, et al Lancet Oncol. 2015 Sep;16(9):1090-8



Therapie
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10-Jahres Update CROSS Trial - Neoadj
RCht Osophagus Ca (SCC/Adeno)

100 - —— Neoadjuvant chemoradiotherapy plus surgery
90 - —— Surgery alone
30
70 4
=
e 30 -
©
>
> 50
L
=
(7p) 10 4
P= .004 |
1 1 1 I I I I 1 I l 1 1
0 12 24 36 48 60 72 84 96 108 120 132 144 10 +
Follow-Up (months)
No. at risk: 0

— 178 145 119 103 91 83 78 74 73 70 67 48 32
— 188 131 94 83 70 62 57 54 51 49 46 35 25

20

mOS

~

SCC 8 Jahre
Adeno 4 Jahre

|23%
J
SCC: P= .007 I
AC: P= .06 :
T T a4 T T T T T
12 24 36 60 72 84 96 2

Follow-Up (months)

Uberleben SCC @ 10 Jahren 46% vs. 23%; P = 0,007

Eyck BM; J Clin Oncol 2021 Jun 20;39(18):1995-2004
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Therapie
The NEW ENGLAND
JOURNAL o MEDICINE
Adjuvant Nivolumab in Resected Esophageal
or Gastroesophageal Junction Cancer
Primary endpoint
* RO Nivolumab e
Stage ||/||| Surgery 2 R_eS|dua.l 240mg v q2W X 16wks Secondary endpoints:
EC/GE)J dlsflase' —~480mg q4w Treat till recurrence, + 0OS
, ter or unacceptable » OSrateat1, 2 and 3 year
NeOAdjuvant  jrmmsp{ L 9 .
CRT—=> OR tOXIC;;yigol;Z;’Ot)'(;;num Exploratory endpoint
Surgery ypLorgreater Placebo : b‘;f,c 4
* ECOGPS0-1 : gégf«mcre FACT-E GP5
IV q2W X 16wks >q4w EQED-3L) '
4 « PFS2

Median FU: 24.4 mo (range 6.2- 44.9)
Gebiete Europa (38%); Kanada & USA (32%), Asien (13%), andere (16%)

Kelly et al. N Engl J Med 2021 Apr 1;384(13):1191-1203
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Checkmate 577- DFS nach PD-L1 Expression

Key eligibility criteria Subgroup No. of Patients Median Disease-free Survival Unstratified Hazard Ratio (95% Cl) \
Stage II/1ll EC/GEJC =532 RSN Nivolumab  Placebo
Ader!ocarcinoma or squamous cell —— 240 mg Q2W x 16 weeks Primary endpoint: mo
careinoma _ _ N =794 then 480 mg Q4W - DFse Overall 794 224 11.0 —— 0.70 (0.58-0.86)
Neoadjuvant CRT + surgical resection I T T t T 1
(RO," performed within 4-16 weeks Secondary endpoints: 0.00 0.25 0.50 1.00 2.00 4.00
prior to randomization) . oS
Residual pathologic disease « OSrateat1, 2, and Nivolumab Better Placebo Better
- = ypT1or = ypN1 Placebo 3 years
- - s Q2W x 16 weeks v
ECOG PS 0-1 =262 then QAW
B = Tumor-cell PD-L1 expression i
Histology (squamous vs adenocarcinoma) . >1% 129 19.7 14.1 5 ! 0.75 (0_4571_24)
Pathologic lymph node status (> ypN1 vs ypNO) Total treatment duration !
Tumor cell PD-L1 expression {2 1% vs < 1%9) of up to 1 year? <1% 570 213 11.1 —— : 0.73 (0.57-0.92)
Indeterminate or could not be evaluated 95 Not reached 9.5 —— 0.54 (0.27-1.05)
* Median follow-up was 24.4 months (range, 6.2-44.9)2
71% AC, 85% nicht-asiatische Patienten
. . S
Disease-free survival (DFS) 000 025 050 100 200 400
100 ':::l';r;’za;’ ";'2‘52;’, Nivolumab Better Placebo Better
Median DFS, mo 22.4 11.0
50 - (95% C1) (16.6-34.0)  (8.3-14.3)
HR (96.4% Cl) 0.69 (0.56-0.86) Median Disease-free
o P val 0.0003 i
£ 60 = Subgroup Survival, months Unstratified Hazard Ratio (95% Cl)
P
o 40
20 | Placebo PD-L1 CPS expression -
25 (n = 371) 29.4 10.2 —— | 0.62 (0.46-0.83)
0 . : . <5 (n = 295) 16.3 111 —01'— 0.89 (0.65-1.22)
0 3 6b 9 12 15 18 21 24 27 30 33 36 39 42 45
Months
No. at risk
Nivolumab 532 430 364 306 249 212 181 147 92 68 41 22 8 4 3 0 T Tocation atirmaaldn - "
Placebo 262 214 163 126 9 80 65 53 38 28 17 12 5 2 1 0 umor location atinital diagnosis !
Esophagus 462 240 83 —— 0.61 (0.47-0.78)
Gastroesophageal junction 332 22.4 20.6 —— 0.87 (0.63-1.21)

Kelly et al. N Engl J Med 2021 Apr 1;384(13):1191-1203



°% | onkopedia
Onkopedia Algorithmus —Primartherapie
beim Adenokarzinom (update 10/2024)

Adenokarzinom des
Osophagus bzw.
AEG' Typ I-lI

nein

endoskopische chirurgische
Resektion Resektion

g L

chirurgischer
Resektion

gefolgt von

postoperativer
Chemotherapie?

T1MO T2NxMO T3-4 N1-3 M0
bis T1sm1 NO >T1sm1 NO
v T1N1
Risikofaktoren . .
. 22 2 tive
rhanden? Resektion Praoperative praopera d
vorhanden Chemotherapie Chemotherapie
v—l R gefolgt von

chirurgischer
Resektion

gefolgt von

postoperativer
Chemotherapie
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Neoadjuvante Studien in GEA

CROSS Neo-AEGIS TOPGEAR

Preoperative CRT Perioperative ECF/ECX/FLOT Perioperative CTx
vs surgery alone? vs preoperative CRT# Vs preoperative CRT?

HR for death: 0.6577 HR for death: 1.03* HR for death: 1.05°
(0.495-0.871; P=0.005) (0.77-1.38; P=0.82) (0.83-1.31; P=0.70)

2006 / 2012 2019 2023 2024

MAGIC FLOT-4

Perioperative CTx Perioperative FLOT vs
vs surgery alonel perioperative ECF/ECX3

ESOPEC
FLOT
vs CROSS®

HR for death: 0.751 HR for death: 0.773 HR for death: 0.70°
(0.60-0.93; P=0.009) (0.63-0.94; P=0.0121) (0.53-0.92; P=0.012)

HRs are shown with their 95% Cls

Cl, confidence interval; CRT, chemoradiotherapy; CTx, chemotherapy; ECF, epirubicin, cisplatin, and 5-fluorouracil; ECX, epirubicin, cisplatin, and capecitabine; FLOT, fluorouracil, leucovorin, oxaliplatin, and docetaxel;

HR, hazard ratiol. Cunningham D, et al. N Eng J Med 2006;355:11-20; 2. van Hagen P, et al. N Engl J Med 2012;366:2074-2084; 3. Al-Batran SE, et al. Lancet 2019;393:1948-1957; 4. Reynolds JV, et al. Lancet Gastroenterol
Hepatol 2023;8:1015-1027; 5. Leong T, et al. N Engl J Med 2024;doi: 10.1056/NEJMo0a2405195: Sep 14 [Epub ahead of print]; 6. Hoeppner J, et al. J Clin Oncol 2024;42(Suppl. 17) (Abstract LBA1)



°% | onkopedia

ESMO Leitlinien OsophagusADENO Ca 2022

cTNM staging (endoscopy, EUS, MS-CT, FDG-PET)
Functional assessment (symptoms, comorbidity, nutritional status, patient preferences)

Y

— 7 1

Definitive Radiochemotherapie |
¥ T
- A
Neoadjuvante I

' : + 3
«— Radiochemotherapie + OP
J + Nivolumab I'len:d{llj’v:;tGRT DeﬁFll::v;lCRT
: ? Y N
Perioperan've Chemotherapie + ‘ (ech:ssuglﬁ ETQM‘I) ] [ (eveﬁ?:lléjﬂr?tns} ‘ (exc?;:::r? I;FMI) ] [ (echf;I:# I:fg M)

=~ OP + Chemotherapie

Salvage resection’
[V, C]

Adjuvant nivolumab®
[I, A; MCBS AJ*

)

Obermannova et al. Ann Oncol 2022
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ASCO 2024 LBAL1l: ESOPEC: CROSS vs.

Jens Hoeppner et al. ASCO 2024 Plenary session; NEJM accepted

ESOPEC
Perioperative CTX: FLOT* 4 x pra und post
N=438 RESEKTION *FLOT = 5-FU Leucovorin, Oxaliplatin, Docetaxel
TINIMO . ] _
oder Primary Enpoint: Survival
T2-4aN0-1MO Assumption:3-years-OS Rate VS.

(55% CROSS vs 68% FLOT)

= 0O oo =Z>»r X

Neoadjuvante Radio-CTX — CROSS Regime
RESEKTION

Hoeppner J, et al. BMC Cancer 2016; 16: 503
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ESOPEC: Neoadjuvante Therapie beim AEG -
FLOT vs CROSS - OS

Primarer Endpunkt: Overall survival (PP)

100 —
80 -
&
g 60
c
=
w
T 40
4]
>
)
20
HR 0.72 (0.54-0.96)* p=0.023
0 -
I I I | I 1 I |
0 12 24 36 48 60 72 84
Months from randomization
FLOT 207 169 121 105 84 44 11 0
CROSS 196

Randomized treatment] FLOT CROSS
FLOT
CROSS Group Group
Median follow-up: 55 months = .

3-year OS
141 109 89 54 32 15 0 \
| FLOT4, 57%!

Hoeppner J et al. N Engl J Med. 2025 Jan 23;392(4):323-335
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ESOPEC: Neoadjuvante Therapie beim AEG

Gesamtlberleben- Subgruppenanalyse Rezidivlokalisation IIT Population
) p-value
Subgroup p::;':rflts HE(I;;;: E:al;lo inte::;tion F L OT C ROSS
(N=221) (N=217)
Overall 100% — - 0.70 (0.53, 0.92) — - -
sef;rr;ale 10.7% = 0.72 (0.28, 1.88) — Rezidiv Lokalisation
Agn;a e 89.3% —— 0.70 (0.53,0.93) 067 ReZId iV 89 118
<60 years 36.3% - 0.57 (0.34, 0.95) - - -
SeT0vems  256% — 076 (045 129) Isoliert lokoregional 17 9
E((:JOG 72.6% —— 0.70 (0.50, 0.98) — Isoliert distant 46 80
>0 27.4% == 0.70 (0.43,1.13)
Clinical T-stage . . 0.60 . .
Ig;g » 18.3% 084017 ) lokoregional and distant 26 29
Clinical N-stage 0.
N+ g, —— 067 (0.50. 0.7 Kein Rezidiv 132 99
<--FLOT Better | CROSS Better-->

0.2 0.5 0.67 1 1.5 2

Hazard ratio

Hoeppner J et al. N Engl J Med. 2025 Jan 23;392(4):323-335
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ESMO Guidelines nach ESOPEC- e-Update 2025

Local or locoregional resectable oesophageal or 0GJ cancer

¢TNM staging (endoscopy, EUS, MS-CT, FDG=PET)
N N
Early disease (cT1 cNO M0)

(€T2-T4 or cN1-3 M0)
SCCe

AC or 0GJ cancer

~
Functional assessment (symptoms, comorbidity, nutritional status, patient preferences)
Locally advanced disease
Resection®® [lll, A] l F \l/

Fe———

—_— e — e W — —

Vg Vg
[ Follow=-up (every 3 months) ] Restaging (exclusion of M1) J

W,
Salvage resection'
v, C]

Resection
[,Al

Adjuvant nivolumab®
[, A; MCBS AP

Derzeit keine Immun- oder biologisch
zielgerichtete Therapie

Trotz zahlreicher laufender Studien

Immun-Checkpoint-Inhibition
- ATTRACTION-5 Nivolumab

[

| 1 ; 3 | +
Definitive CRT [lI, B] Neoadjuvant CRT [l, A] \ Neoadjuvant CRT¢ [l, C] )
_i [I, A; MCBS A]

} - VESTIGE Nivolumab-Ipilimumab
-  DANTE Atezolizumab
- MATTERHORN Durvalumab
- KEYNOTE-585 Pembrolizumab
Restaging [l;l‘.:lll.ISion of M1) ] H ERZ
- PETRARCA Trastuzumab-Pertuzumab
- INNOVATION Trastuzumab

Adjuvant FLOT
1 A; MCBS Al®

Trastuzumab-Pertuzumab

Obermannova R et al. ESMO Open 2025



INNOVAT

KEY EGIBILITY CRITERIA

HER-2 positive® gastric cancer and
esophagogastric junction cancer

Amenable to
gastrectomy/oesophagectomy with

curative intent as confirmed by a
multidisciplinary team discussion

UICC (Edition 7th) tumor stage Ib to lll,
as defined by CT scan and/or MRI

WHOPS0-1

®Confirmed by central screening

*According to investigator's choice
¥ For Asian sites

°% | onkopedia

Anti-Her 2 plus Chemotherapie: Phase Il

Arm A : CT

CapOx or
mFOLFOX86 or
FLOT or
CisPt+Cape or 5-FU¥

ArmB:CT+T

CapOx or
mFOLFOX6 or
FLOT or

ArmC:CT+T+P

Randomization (1:2:2)

mFOLFOX6 or
FLOT or
CisPt+Cape or 5-FU¥

Trastuzumab +
Pertuzumab

Statistik: Verbesserung des primaren

Endpunktes mpRR (<10%vitale

Tumorzellen)

von 25% mit CT auf 45% mit CT+T+P

und CT+T

CisPt+Cape or 5-FU*

CapOx or *

SURGERY

CapOx or *

mFOLFOX6 or .
—_— FLOT or — Observation

CisPt+Cape or 5.FU%

SURGERY

CapOx or
mFOLFOX6 or
FLOT or
CisPt+Cape or 5-FU¥

CapOx or *
—, mFOLFOX6 or
FLOT or
CisPt+Cape or 5-FU¥

Trastuzumab +
Pertuzumab

SURGERY

Ca. 45% FLOT

— R

Trastuzumab +
Pertuzumab

'ION Studie: priméarer Endpunkt mpCR

Per protocol population — Treatment arm

CT+T+P

Major pathological response, N (%) N=30 N=54 N=53
Yes 7(23.3) 20 (37.0) 14 (26.4)
Final Becker tumor regression grade, N (%) N=26 N=53 N=48
0 1(3.8) 8 (15.1) 3(6.3)
1 6 (23.1) 12 (22.8) 11 (22.9)
2 9 (34.6) 8 (15.1) 14 (29.2)
3 10 (38.5) 25 (47.2) 20 (41.7)
Surgery performed, N (%)
Yes 28 (84.8) 63 (98.4) 59 (92.2)

For 24 patients operated, sample was missing or judged by the central reviewers of insufficient quality
Patients not operated (n=10) were considered as failures for mpRR

CT+T
13.7% [ 0.7%, 26.7%]

CT+T+P
3.1% [-9.6%, 15.7%]

Difference in mpRR between each experimental
arm and CT arm [asymptotic two-sided 80% CI]

> pCR verbessert um 14% (37%
+ tras vs 23% ctx alleine)

Anna Dorothea Wagner, et al. ASCO GI 2025
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NEU: ASCO GI 2025: Sekundarer Endpunkt
PFS & OS in Gesamtpopulation

Medianes Follow-up: 4.5 Jahre

1004 Treatment arm Events/Total Median (95% Cl)
e Chemo 14/33 NE (2.38-NE)
_— Chemo + Trast 23/64 NE (3.26-NE)
90 Chemo + Trast + Pertuzumab  30/64 3.32 (1.56-NE)
g 80-
=
<
- 70
7]
o , - C+T
] - o
x 60 L_‘
©
2
s 50 ! s8-8 o= =5}
3 |
: = C+T+P
: | +T+
£ o ;
c |
2 i
a a0: :
: |
1
& 20 §
:
10 !
:
0 i
0 1 2 3 4 5 6 7 8 9
Time in years
Patients-at-Risk
Chemo- 33 26 23 19 12 7 4 1 1 0
Chemo + Trast- 64 54 4 36 24 18 12 4 0
Chemo + Trast + Pertuzumab- 64 45 35 25 13 7 5 2 0

1004 Treatment arm Events/Total Median (95% Cl)
—_ Chemo 1733 NE (4.16-NE)
—_— Chemo + Trast 18/64 NE (NE-NE)
90 Chemo + Trast + Pertuzumab  22/64 NE (3.38-NE)
80+
70 i
= wwssrsea C+T
2 i
& 60 ! C
2 :
4 :
g “ i te—e C+T+P
g i
9 40 !
o i
30 i
20 |
104 i
0+ i
0 1 2 3 4 5 6 7 8 9
Time in years
Patients-at-Risk
Chemo- 33 32 29 23 15 8 5 1 1 0
Chemo + Trast- 64 59 52 42 27 19 13 5 0
Chemo + Trast + Pertuzumab- 64 53 46 31 18 10 7 2 0

Anna Dorothea Wagner, et al. ASCO GI 2025
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dMMR / MSI-High-Magenkarzinom

Resezierte MSI-Magenkarzinome
haben eine bessere Prognose

>

=

©

=

c

=

v

@

@

| -

L

®

w

>

» 021 —— ws high
O 014 —— MSS/MSIlow

0 12 24 36 48 60 72 84
Time (months)

No. at risk (No. censored)

— 1271(0) 102(2) 93(3) 89 (6) 67 (25) 44 (47) 21 (68) 6 (87)
m— 1,435 (0) 1,163 (14) 933 (29) 820 (45) 616 (199) 415 (373) 226 (557) 52 (745)

Resezierte MSI-Magenkarzinome
profitieren nicht von periop. Chemo

vy

0.3 4 =+ MSI high, surgery only

024 — MSI high, chemotherapy
=t MISS/MSI low, surgery only
i MISS/MSI low, chemotherapy

Disease-Free Survival (%)

0.1

0 12 24 36 48 60 72 84
Time (months)

No. at risk (No. censored)
33 (0) 27 (2) 25 (3) 23 (4) 19 (7) 15 (12) 4(22) 1(26)
— 28 (0) 23 (0) 20 (0) 18 (2) 16 (3) 12(7) 7(11) 3(18)
—_— 422 (0) 318(6) 238(13) 192(20) 163(34) 115(72) 68(119) 16(172)
— 426 (0) 358 (5) 281(10) 252(17) 211(43) 164 (83) 105 (142) 31 (232)

Pietrantonio F et al. J Clin Oncol. 2019 Dec 10;37(35):3392-3400



dMMR / MSI-High-Magenkarzinom

NEONIPIGA

Hohe pCR-Rate (58,6%) bei lokal begrenztem MSI-H
Magenkarzinom nach12 Wochen Nivolumab-Ipilimumab

NEO-ADJUVANT treatment
6 cycles = 12 wks

NIVOLUMAB
240 mg q2w (30 min IV)
+

IPILIMUMAB
1 mg/kg qéw (30 min IV)

C1 Cc2 c3 C4 Cc5 Cc6
Nivolumab | Nivolumab | Nivolumab | Nivolumab | Nivolumab | Nivolumab
+ +
Ipilimumab Ipilimumab

ADJUVANT

treatment
9 cycles =9 mo

NIVOLUMAB
480 mg q4w (30 min IV)

FOLLOW-UP

g2mo for 2 years
then

q6mo until 5 years
from inclusion

Type of surgery (N=29) “
100

CR -
| Totalgastrectomy [T
4/5gastrectomy  IECTRNEY
|Pancreaticoduodenectomy [

23

| ypNT B
| unknown" [

°% | onkopedia

TRGMandard(N=29) | %]

TRG omplete regression/fibrosis with no tumor cells 17 58.6

TRG sis with scattered tumor cells 4 138

TRG 3: fibrosis and tumor cells with a dominance of fibrosis 6.9

2
TRG 4: fibrosis & tumor cells with dominance of tumor cells 4 138
TRG 5: tumor without evidence of regression 2 6.9

TRG 3: > 50% residual tumor cells

* 2 patients ypTO and ypN1 (residual tumoral cells < 10% in only one node)
** 3 patients without surgery, 1 in metastatic PD and 2 in complete response in endoscopy with no tumoral cell on biopsy

André T et al. J Clin Oncol. 2023 Jan 10;41(2):255-265.



°% | onkopedia
dMMR / MSI-High-Magenkarzinom

INFINITY
Hohe pCR-Rate (60%) bei lokal begrenztem MSI-H
Magenkarzinom nach12 Wochen Durvalumab-Tremelimumab

r— n
m—"
Final results of c
£ Cohort 1: Cohort 2 E =20
v eTTT— Primary Endpoint
( 18 patients )| reached 13 patients L
* Gastric or gastroesophageal cancer IDMC approval * Gostric or gostroesophageol cancer
« Microsotetlite instability « Microsatellite instability |-
| * €T 2 2, any cN, MO or Any cT, ¢N1-3, MO *¢T2 2, 0nycN, MO or Any cT, cN1-3, MO g M-
[ ;
IE
2 50
—_——————— Non o
Standard follow up Complete SURGERY —
every 12 weeks for 2 years, then
every 6 months for 3 years / E -804 PCR: 60% ;
2 major path. Remission:
18 Evidence of disease — o
5 80%
-1 M

NON-OPERATIVE
MANAGEMENT

S & Qzﬁh ﬂ.. S &
‘ ]__[3;'33’25‘31’1: aﬁ a“p "9“ m Qv p«b“p B“»

'* Heterngenenus pMM RfdMMR status at surgery
e e

chinical practice

Pietrantonio F et al., ESMO Gl 2023; abstract 358,
Raimondi et al, Ann Oncol. 2024
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Onkopedia 2024 — Lokal fortgeschrittene Magen/AEG

Tumore
Stadium IB-IlI
i b 4 i
MSI-H Her2 pos andere
FLOT + ICI* FLOT + Trastuzumab* FLOT

k sk
sollte kann

soll

.
*off-label, vorherige Abklarung mit Kostentrager zu empfehlen

**zu empfehlen bei grenzwertig resektablen oder lokal irresektabler lokaler Tumorausbreitung im Sinne einer Konversionstherapie; (Update Onkopedia LLMagen Ca in progress)
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FAZIT: Lokal fortgeschrittenes Osophagus Ca

Die perioperative FLOT-Chemotherapie ist jetzt Standard fur alle lokal fortgeschrittenen
Adenokarzinome des Magens / gastrodsophagealen Ubergangs

Die Rolle der praoperativen Strahlentherapie ist Standard beim SCC und beim AC sehr
begrenzt

Adjuvante Immuntherapie — keine Evidenz auflerhalb des
CM-577-Studiensettings- nach neoadj. RCTX: SCC!

Pra-/perioperative Immuntherapie bei MSS-Magen-/Osophagus-Krebs — in klinischer
Prifung
MSI-high-Magen-/Osophagus-Karzinom

« Fragwurdiger Nutzen der perioperativen Chemotherapie

« Primare Operation ist eine Option (wenn eindeutig resezierbar)

« Zugang zu Immuntherapie erméglichen, wann immer maoglich (Studien, Off-Label-Use,

...)
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Metastasiertes, irresektables
Plattenepithelkarzinom des Osophagus

Palliative Therapie: Status quo 2025




e® .
ESMO Stadium IV Plattenepithel cae® onkopedia
Osophagus

Advanced oesophageal SCC

\l/ Vo

PD-L1 positive PD-L1 negative,
low or unknown

v l

A4 hd
PD-L1 TPS =1% PD-L1 TAP score =5%

Platinum—fluoropyrimidine
[i1, A]

Pembrolizumab-ChT Nivolumab~ChT*
I, A; MCBS 4]° [I, A; MCBS 4]°
Nivolumab—ipilimumab?

[I, B; MCBS 4J°

Tislelizumab—-ChT¢
[, A; MCBS 4]°

Tislelizumab [, A; MCBS 4]¢
Nivolumab [I, A; MCBS 3]°

v
Irinotecan [Il, B]
Taxane [ll, B]

ObermannovaR et al ESMO Open 2025



Algorithmus flr die Therapie

°% | onkopedia

des Plattenepithelkarzinoms des
Osophagus im Stadium IV

Lorenzen update Onkopedia LL Okt 2024

PD-L1 TAP >5

Tislelizumab-ChT

Update erforderlich!

PD-L1
CPS>101

!

Platin / FP 3

+ Pembrolizumab

>3 Mo nach
Erstlinientherapie

PD-L1 PD-L1
TPS >1% 2 TPS <12 oder CPS <101

! !

|

Wiederholung der
Erstlinientherapie

Platin / FP 3 + Nivolumab oder Platin / FP 3
Ipilimumab + Nivolumab l
\ / 4
>3 Mo nach PD <3 Mo nach
PD 4 <3 Mo nach Erstlinientherapie Erstlinientherapie
Erstlinientherapie l l
' _ Nivolumab oder Tislelizumab
Taxan Wlec_ie.rholu ng d.er l
Erstlinientherapie
oder ; PD
oger
- 7/ \

Nivolumab oder Taxan oder BSC?3

Tislelizumab
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PD-L1

« Adenocarcinomas:
« CPS=5

Number of PD-L1 positive cells
(tumor cells, lymphocytes, macrophages)
CPS = X 100
Total number of tumor cells

>

« Squamous cell carcinomas: s : ,
« TPS=1% PD-L1 CPS: PD-L1 CPS: 3
- CPS=10 100

Py TAP Score (%) CPS
Number Of PD_L]‘ pOSItlve tumor Ce”S Area occupied by PD-L1 staining # PD-L1 staining
T PS = X ]_ OO Score Formula tumour cells and immune cells o 100 tumour cell.s and immune cells _
Total number Of tumor Ce”S Tumour area Total # viable tumour cells

* Tumour cells . "
+ Immune cells (including lymphocytes, = AIHMOUGERS

Cell Types Included in PD-L1 Score

macrophages, histiocytes, reticular dendritic cells, ’ g]narzgglpigzlelgss)(mcludlng lymphocytes and
plasma cells, and neutrophils)

Scoring Method + Visual-based estimation on tumour area » Cell count (time consuming)

1 Off-label for the VENTANA PD-L1 (SP263) assay
Abbreviations: CPS, combined positive score; PD-L1, programmed death-ligand 1; TAP, Tumor Area Positivity
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PD-L1 TAP score

* TAP = Tumor Area Positivity

% PD-L1 positive tumor cells and immune cells
TAP =

Tumor area

* Mucin pools are included in tumor area
* Tumor in lymphovascular spaces are included

> PD-L1 TAP > 5 is used as cutoff for tislelizumab

Liu et al. Diagn Pathol. 2023



Ubersicht tber die wichtigsten Erstlinienstudien beim
Plattenepithel Karzinom mit Immuntherapie

cnroiiment
4 N\ N [ A
- 1
— KEYNOTE-530 Pembrolizumab + 5-FU + cisplatin @ Global
(N=749)
L J . O\l
Ve \ 4 N\
' CheckMate 6482 Nivolumab + 5-FU + cisplatin
(N=970) Nivolumab + ipilimumab
\ J J
4 N\ 4 N
RATIONALE 3063
) (N=649) ®  Global
L O\l J
4 N [ A
ESCORT-1st* e .
China
L O\l J
4 N [ A
‘ Toripalimab + paclitaxel + cisplatin Q China
L J . O\l J
4 N\ N [ A
ORIENT-15° Sintilimab + cisplatin + paclitaxel OR @ Global;
(N=659) cisplatin + 5-FU >97% in China
\_ J . O\ J

1. Sun JM, et al. Lancet. 2021;398:759-771; 2. Doki Y, et al. N Engl J Med. 2022;386:449-462; 3. Xu J, et al. ASCO 2019.
Abstract TPS2656.; 4. Luo H, et al. JAMA. 2021;326:916-925; 5. Wang ZX, et al. Cancer Cell. 2022;40(3):277-288; 6. Lu
Z, etal. BMJ. 2022;377:e068714.



ESMO LEITLINIEN FORTGESCHRITTENES SCC 2022

KN 590, PD-L1 CPS 2 10

HR 0-62 (95% C1 0-49-0-78)
p<0.0001

Overall survival (%)
i
o
1

Pembrolizumab-ChT® Nivolumab-ChT Platinum-fluoropyrimidine
0L A: MCBS 4} (I, A; MCBS 4] i, Al
Nivolumab-ipilimumab
{l, B; MCBS 4}

0 T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36
Time since randomisation (months)

Number at risk
(number censored)
Pembrolizumabplus 186 175 151 125 100 79 66 40 23 10 4 0 O
chemotherapygroup  (0) (0) (0) (0) (0) (4) (9) (28) (42) (52) (58) (58) (58)

Placeboplus 197 174 142 102 73 55 42 28 13 6 1 o o0
chemotherapygroup  (0) (0) (0) (0) (0) (1) (3) (11) (22) (29) (32) (32) (32)

Nivolumab
(I, A; MCBS 3]

Taxane or irinotecan [ll, B]

Sun JM et al Lancet. 2021 Aug 28;398(10302):759-771
Obermannova, R. et al. Annals of Oncol 2022. 33(10), 992-1004

EHESVIO GASTROINTESTINAL CANCERS Sylvie Lorenzen

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

CM648, PD-L1 TPS 2 1

A Overall Survival in Patients with Tumor-Cell PD-L1 Expression of 21%

100 12:Mo Median Overall
g 904 3 overalllsurvival No.of  Survival
$ 80 . Patients  (95%Cl)
: 504 r Nivolumab+ 158  15.4(11.9-195)
o i Chemotherapy
% o] . Chemotherapy 157 9.1 (7.7-100)
1
5 20 ' . Hazard ratio for death, 0.54
a 104 ! Charot T (99.5% C1, 0.37-0.80)
Tt T T T 1T T T P<0.001
0 3 6 9 121518 21 24 27 30 33 36 39
Months
No. at Risk
Nivolumab+chemotherapy 158 143 129105 88 70 53 36 22 16 4 2 0 0
Chemotherapy 157135105 7252 36 21 12 8 4 2 1 1 0
A Overall Survival in Patients with Tumor-Cell PD-L1 Expression of z1%
1004 12-Mo Median Overall
w904 overall survival No. of Survival
PR Patients  (95%Cl)
N m
E 504 L Nivolumab+ Nivolumab+ 158  13.7 (1L.2-17.0)
B 4l ] ipilimumab Ipilimumab
“g, 304 i Chemotherapy 157 9.1(7.7-10.0)
1
5 204 : Hazard ratio for death, 0.64
£ 104 ; Prinm o (98.6% C1, 0.46-090)
T T T T T T T T T 1 P=0.001
3 06 9 1215 18 21 24 27 30 33 36 39
Months
No. at Risk
Nivolumab+ipilimumab 158 136 116 98 89 63 50 40 31 20 11 9 4 0
Chemotherapy 157135105 72 52 36 21 12 8 4 2 1 1 0

Doki Y N Engl J Med 2022; 386:449-462




Erstlinientherapie Plattenepithel Ca— RATIONALE-306
STUDIE

Key eligibilty criteria Tislelizumah 200 mg IV Q3W +
investigatar-chosen chemotherapy . ] 0S in all randomized patients (primary endpoint)
+ Unteseciable ocally acvanced o Investigator-chosen chemotherapy: 107 o e 2 o S —
metastatic ESCC Treatment unil disease progression, + Option A: Platinum + fluoropyrimidine :g st us e e
+ Nopri ' intolerable toxiciy, Cisplatin or oxaliplatin® + fluoropyrimidine! g n- N\ W | RN T il
NO prlur SYSFtEITIIC tfeatmem fﬂf o With d[SW3| fO[ olherllrleasons p p py % 0 i i : E Median S, months (95% CI)  17.2* (158,20.1)  10.6 (9.3, 12.1)
advanced disease + QOption B: Platinum + paclitaxel 3 zz ; ; ; Hazard rto (9% ) 085 05%,080)
, : , . inlatin 4 . t z | i : o p valuet p <0.0001
ECOGPSQor1 Matching placebo IV QW + Cisplatin or oxaliplatin® + pacltaxel 0 :g _ : S
* Measurable or evaluable disease investigator-chosen chemotherapy 2 o : : : Tk o ety
. : 1 © Placebo + chemotherapy
per RECIST v1.1 10 : : :
04 ) I I
0 4 8 12 16 20 2% 28 32 ¥ 39
. . . — Time (months)
Primarer Endpunkt: OS e %1 1 5 A EF HABANEYEE W

Tislelizumab + chemotherapy 326 311 287 264 253 227 201 183 167 136 101 79 58 41 28 14 8 4 1 1
Placebo + chemotherapy 323 304 268 239 195 158 135 122 112 91 71 54 40 32 2 1 8 6 1 0

= Geographic region (Asia [excluding Japan] vs Japan vs Rest of
World)
= Prior definitive therapy (yes vs no)

= Investigator-chosen chemotherapy (platinum/flucropyrimidine vs
platinum/paclitaxel)

Yoon H, et al. RATIONALE-306: 2022 ESMO World Congress on Gastrointestinal Cancer; LBA1
Xu etal; Lancet Oncol. 2023 May:24(5):483-495..



Erstlinientherapie Plattenepithel Ca— RATIONALE-306
STUDIE- 3 Jahres Follow-up

TAP =10 TAP <10

ITT

A TIS Plus ICC  PBO Plus ICC B TIS Plus ICC  PBO Plus ICC C TIS Plus ICC  PBO Plus ICC
100 (n=326) (n=323) 100 e, (n=116) (n=107) 100 (n=151) (n=168)
X Events 250 264 3 Events 90 85 Events 120 144
90 5\ Median OS, months _ 17.2 106 90 1 Median OS, months ~ 16.6 10.0 904 Y, Median OS, months _ 16.0 10.4
N (95% CI) (15.8,201)  (9.3,12.0) ; (95% CI) (153,234)  (8.6,133) L (95% Cl) (12.3,196)  (9.0,134)
80 HR (95% Cl) 0.70 (0.59, 0.83) 80+ HR (95% Cl) 0.70 (0.52, 0.95) 80 - HR (95% Cl) 0.77 (0.60, 0.99)
36-month OS rate, 221 14.1
70 (95% Cl) (17.6,27.0) (104, 18.4) 70 70
—~ 60 —~ 60 ~ 60
X X X
N— _ N— 50_ ~— N
v n o 50
O Lo O  40- O 40
30 304 30 -
20 20+ Ttoo o 20
10 10 10-
0 T T T I T T T T T T T T T T T 0 T T T T T T T T T T T T T T T 0 T T T T T T T T T T T T T T
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 6 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56
Time (Months) Time (Months) Time (Months)
A ) No. of Patients at Risk: No. of Patients at Risk:
No. of Patients at Risk: TISPlusICC 116 105 94 76 63 50 45 35 29 25 19 12 7 2 2 0 TISPlusICC 151 132 113 88 73 60 48 38 34 27 18 13 7 2 0
TIS Plus ICC 326 287 253 201 168 137 114 90 77 66 45 32 18 4 2 0 PpBOPsICC 107 90 66 43 37 31 25 21 19 13 13 6 5 1 0 O PBOPlusICC 168 143 104 73 60 49 36 29 25 19 14 13 4 1 0
PBOPlusICC 323 268 196 135 113 95 73 59 52 38 31 21 11 2 0 0

e e 66 Monate 6.6 Monate +5.6 Monate

Yoon HH, et al. Poster Presentation at ASCO 2024;abstract 4032
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Metastasiertes, irresektables
Adenokarzinom des Osophagus

Palliative Therapie: Status quo 2025
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Individualisierte Therapie als tragende Saulen beim
Adenokarzinom des Magens und

. " Trastuzumab in Kombination mit
gastroosophagealen Ubergangs Fluoropyrimidin- und Platin-enthaltender
Chemotherapie in Erstlinie; HER2-positiv (TOGA)

2. Februar 2010: EMA Zulassung
20. Oktober 2010: FDA Zulassung

Nivolumab in Kombination mit Fluoropyrimidin-
und Platin-enthaltender Chemotherapie in 1L;
HER2-negativ, PD-L1 CPS =5 (CheckMate 649)
16. April 2021: FDA Zulassung

16. September 2021: EMA Zulassung

Zielgerichtete (AK-)Therapie
Krebsimmuntherapie

Zolbetuximab in Kombination mit

Fluoropyrimidin- und Platin-enthaltender
- - Chemotherapie in 1L; CLDH18.2 +
(SPOTLIGHT)
Bang YJ, et al. Lancet. 2010;376(9742):687-97; Shitara et al., Nature Medicine volume 29, pages 21332141 (2023); Janjigian YY, et al. Lancet. 2021;398(10294):27—4; 19. September 2024 EMA Zulassung

Shitara et al., Nature Medicine 2023




Phase Il RCT
1L HER2 pos.
Addition of trastuzumab to

chemotherapy improved OS

Trastuzumab in
combination with
fluoropyrimidine- and
platinum-containing
chemotherapy in 1st line;
HER2-positive

2. Febuary 2010: EMA
approval 20. October
2010: FDA approval

1st-Linien -Therapien 2024/25

CheckMate 6492
Phase Il RCT

1L non-HER2 pos.
Addition of nivolumab to
chemotherapy improved
OS, PFS in PD-L1 CPS 25

2Nivolumab in
combination with
fluoropyrimidine- and
platinum-containing
chemotherapy in 1st line;
HER2-negative, PD-L1
CPS =25

16. April 2021: FDA
approval

16. September 2021
EMA approval

KEYNOTE-8113
Phase Il RCT
1L HER2 pos.
Addition of pembrolizumab
to trastuzumab and
chemotherapy improved
ORR in PD-L1 CPS 21

3Pembrolizumab in
combination with
trastuzumab,
fluoropyrimidine- and
platinum-containing
chemotherapy in 1st line;
HER2-positive, PD-L1
CPS 21

5. May 2021: FDA
approval

29. August 2023: EMA
approval

KEYNOTE-8594
Phase Il RCT
1L HER2 neg.
Addition of pembrolizumab
to chemotherapy improved
OS, PFS, ORR, DOR
in PD-L1 CPS =1

4Pembrolizumab in
combination with
fluoropyrimidine- and
platinum-containing
chemotherapy in 1st line;
HER2-negative, PD-L1
CPS 21

2023: FDA approval

13. October 2023: EMA
approval

GLOW>3/SPOTLIGHT®
Phase Ill RCTs
1L HER2 neg.
CLDN18.2 positive
Addition of zolbetuximab to
CAPOX/mFolfox6 improved
PFS, OS in

5.6Zolbetuximab in
combination with
SCAPOX or SmFOLFOX6
in 1st line; HER2-
negative, CLDN18.2
positive (moderate-to-
high) mGEA

RATIONALE-3057
Phase Ill RCT
1L HERZ2 neg.

In PD-L1 TAP score 25%
addition of tislelizumab to
CAPOX or FP improved
PFS, OS

"Tislelizumab in
combination with CAPOX
(or FP) in 1st line; HER2-
negative, PD-L1 positive
(TAP score 25%) mGEA

FDA approval pending,
EMA approval
26.11.2024

1Bang et al., Lancet. 2010; 2Janjigian et al., Lancet. 2021; 3Janjigian et al., Lancet. 2023; 4Rha et al., Lancet Oncology. 2023
5Shah et al., Nat. Med. 2023; 6Shitara et al., Lancet. 2023; 7Moehler et al., 2023 ASCO GI Cancers Symposium (Abstract 286). 2023




Made on Biorender.com

MMR Testing

NTRK
BRAF

Zweimal messen, einmal schneiden:

Biomarker-Tests

ERBB2 amp
TMB

MSI|

°% | onkopedia

ALLE
PATIENTEN
brauchen
BIOMARKER
TESTUNG

MMR/MSI
HERZ2
PD-L1

CLDN18.2

Andere sind Bonus
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Zunehmende Anzahl Biomarker-stratifizierter Behandlungen

Ctablerte Biomarker |

Nivolumab + Chemotherapy

Checkmate 649 PDL1CPS25 14.4mo

HER2 MSI/MMR IHC
10-20% 5-10% Pembrolizumab + Chemotherapy

KEYNOTE 859 PDL1CPS21  13mo

i Pembrolizumab + Chemotherapy + PDL1 CPS > 1
Lo Trastuzumab 20 mo

KEYNOTE 811 HER2 +
,;:,‘ PD-L1€ li‘j Zolbetuximab + Chemotherapy
e SPOTLIGHT CLDN 18.2 19.2 mo

Bemarituzumab + Chemotherapy

FIGHT FGFR2b 18.2 mo
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Erstlinientherapie Magen CA & AEG 2025

Zielgerichtete Therapie in nach Biomarkern selektionierten
Patienten

A PD-L1CPS2 S
CM649 4 year OS KN811 PD-L1 CPS 21 SPOTLIGHT PP A 5.1m HR 0.69
= Landmark B 10+ - Facebe *
_— s o I
Responders 1% 205 (17.825.0) Pembro Placebo 6 . OLFOXS mFOLFOXS
® 14 171881441 100 T, Median OS. mo 20.0 15.7 \.\ Eventsipatients, nin 1213 18250
) s : . 02 Madian OF, month s 184
7 o . \‘\ % £ 1%:.9:22.7 13.5-18.5 3 _ \Lﬁﬁ r_:\‘}\-'-gu e (19.0-24.5) (H.7=117)
= 70 1 yoor > R HR (95% CI) 0.81(0.67-0.98) - . HR (35% C1) 0,80 (0 55-0.60)
2 Port-landmark 70 N N ; P value wo0es
5 @ 60% 2 years ) Ny = -
LB p— = N
? % N pavtrian 3 yoars g% N A '§ i .
B post-tanamark g g - - Zomstuximab +
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Median OS

CM649 Nivolumab CPS = 5 responding 20.5m
patients

KN811 Trastuzumab + HER2+ PD-L1 CPS=>1 20.0m
pembrolizumab

SPOTLIGHT Zolbetuximab CLD 18.2+ PP analysis 21.5m

Janjigian et al, ASCO Gl 2024
Jangigian et al, Lancet 2023
Shitara et al, ASCO 2024
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Checkpoint-Inhibitor Nivolumab — Langzeiteffekte in CM-649

100
NIVO + Chemo Chemo
a0 4 (n = 789) (n =792)
Median OS5, mo 13.7 11.6
80 95% CI 12.410 14.5 10.9t0 12,5
HR (95% CI} 0.79 (0.71 to 0.88)
70
60
=
2 5o 4
vl I
o I
40 - !
|
|
30 : 28%
l |
! |
20 :
[ |
| |
10 | 119%
: : :10%
| | |
0 [ I [ I [ I [ i I [ [ i [ [ [ I [ [ I [ 1
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
Time (months)
Mo. at risk:
NIVO + chemo 789 733 625 500 422 340 287 246 212 175 154 143120 106 87 67 48 30 23 9 2 0
Chemo 792701 591475364273215170144118 98 87 75 57 45 27 21 17 ¢ 3 1 0

Category (PD-L1 CPS =5) Subgroup Unstratified HR for Death (95% CI)
Overall (N = 955) 0.69 (0.60 to 0.79)
Age, years <65 (n = b52) 14.4 1.1 —— 0.69 {0.57 to 0.83)
=65 (n = 403) 143 1.2 —— 0.69 (0.56 to 0.85)
Sex Male in = 680} 14.4 10.8 —— 0.66 {0.56 to 0.78)
Female (n = 275) 143 121 —— 0.77 {0.60 to 0.99)
Region Asia (n = 228) 16.1 11.8 —— 0.61 {0.46 to 0.82)
United States/Canada (n = 137} 18.2 126 ——— 0.65 (0.44 to 0.94)
ROW (n = 590) 131 104 —— 0.74 {0.62 to 0.88)
ECOG PS 0(n=397) 178 13.8 —— 0.74 {0.59 to 0.92)
1(n=558) 1286 8.5 —— 0.64 (0.54 to 0.77)
Primary tumor location GC (n =667) 15.0 105 —— 0.64 {0.54 to 0.76)
GEJC (n =170} 13.4 131 —— 0.81 {0.58 to 1.12)
EAC in=118) 1.2 11.3 —_—— 0.80 (0.54 to 1.19)
Signet ring cell carcinoma Yes (n = 141) 121 10 _— 0.67 {0.47 to 0.96)
No (n =814) 15.0 11.3 —— 0.69 (0.59 to 0.80)
Liver metastases® Yes (n = 407) 131 9.8 —— 0.64 {0.52 to 0.79)
No (n =5139) 155 11.6 —— 0.73 {0.60 to 0.88)
Tumor cell PD-L1 expression®  <1% (n = 724) 14.2 11.6 —— 0.75 {0.64 to 0.87)
=1% (n = 230) 16.2 8.8 — 0.54 {0.40 to 0.72)
MSI status® MSS (n = 847) 143 1.1 —— 0.71 (0.62 to 0.83)
MSI-H (n = 34) 44.8 8.8 “w— 0.29 {0.12 to 0.71)
Chemotherapy regimen FOLFOX (n = 479) 143 11.3 —— 0.68 (0.56 to 0.83)
XELOX (n=454) 15.0 11.0 —— 0.69 (0.57 to 0.85)
T T 1
0.25 0.5 1 2
Favors NIVO + Chemo «— Favors Chemo

Janjigian YY et al., J Clin Oncol. 2024 Jun 10;42(17):2012-2020
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Checkpoint-Inhibitor Nivolumab: 5-Jahres Uberleben in CM-649

All randomized PD-L1 CPS 25
" 100 -,
100 A NIVO + chemo | Chemo NIVO :- chemo CI:emo
(n=789) | (n=792) 00| B (n=473)  (n=482)
01 R Median 0S,* mo 13.7 11.6 %\ Median 05,* mo 14.4 11.1
k 95% CI 12.4-14.5 10.9-12.5 80 95% Cl 13.1-16.2 10.1-12.1
80 h HR (95% Cl) 0.79 (0.71-0.88) A HR (95% CI) 0.71 (0.61-0.81)
— -y 70 4
® 70 3
S eo- _g 60
£ g
- 50 -
a 50 a
© 40+ ' g 40 |
Qo I [:7] |
& 30 : & 30 |
|
I [
20 | 20 |
' | i
10 | 104 s i
' : 11% 8% — o060
| . ! ' o 6%
0 T T T T T T T T T T T T T T T T T T T T T T T T T T T T 1 O T T T I T T T I T T T T T T T T T T T T T T T T T T T T 1
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 81 84 87 0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 81 84 87
, Months , Months
No. at risk No. at risk
NIVO + chemo 789 734 626 511 425 351 289 248 214 177 157 146 132120108 103100 96 93 91 88 77 64 51 34 24 18 6 1 0 NIVO + chemo 473 441 381 317 266 225 189 163 143120108 103 97 89 81 77 77 75 73 71 69 61 51 40 27 18 12 4 1 0
chemo 792 703 592 478 367 276 218 174149122102 90 78 70 66 60 56 50 46 44 42 30 24 18 14 9 3 1 0 O chemo 482 425354 277217156 128101 88 73 64 54 47 43 41 36 35 32 31 29 27 20 15 13 9 5 1 0 0 0

Follow-up 60,1 Monate > In CPS =5:

5-Jahres Uberleben um 10% verbessert mit
Nivolumab

Janjigian YY et al., ASCO Gl 2025 # 398
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HER2-positive (b)
[ESCAT I-A (d)]

HER2-negative

PD-L1-positive
CPS =1 [ESCAT I-A (d)]

PD-L1-positive CPS =1
[ESCAT I-A (d)]

PD-L1-negative
CPS <1

Consider addition of PD-1ICl (f, g) for CPS

Addition of trastuzumab 14; [, B, MCBS 4 ()]

and PD-11CI (e)
[I, A; MCBS 2 (c))

Anti-PD-1
0S

Gleichwertige Anti-PD1-
Antikorper in globalen klinischen
Studien fiir Patienten mit hoher
PD-L1-Expression

Nivolumab

All HR 0.80
CPS =1 HR 0.77
CPS=5HRO0.71
CPS = 10 HR 0.66

PD-L1-negative
CPS <1 and
Claudin18.2-negative

Claudin18.2 positive
275% IHC 2+ or 3+
[ESCAT I-A]

[ESCAT A )]

Addition of zglbefuximab Addltlon of docetaxel in

Addition of PD-1ICI (|)

Add;tlgn I\t')|fct|I'3z-nss’cgzumzelb alastad natiante (h
' _ Checkmate 649 Rational 305 Keynote 859

Tislelizumab Pembrolizumab

TAP =5 HR0.74 All HR 0.78
CPS =1 HR 0.73

CPS =10 HR 0.64
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Checkpoint-Inhibitoren und niedrige PD-L1 Expression

PD-L1 CPS 1-9 (HR 0.84)

PD-L1 CPS 1-4 (HR 0.86)

PD-L1 CPS 5-9 (HR 0.86)

A knsso + knos2

+ RATIONALE-305

== POl inhibilors == Facebo

HR [95% C[} = 0,840 manths (0,7630,937], P = 0002
Mesdlan OF [B5% O}
POwl 1 inhibitors: 12402 {1154613454] monis
Flacaba 91,858 [11,098-1 24084) maniha

=y 12 monihe: 51.4% versus 480%
- [
1]
o
o
_ 24 maoniin 34 B v 18 4%
2 36 musinihe - 15 3% warmet 8 3%
i e
rli
o
0 £ 12 18 2 E 42
Time from randomization, months
Mumber at risk
| i 547 360 258 158 78 Al [
| e [ 304 ] 171 52 3
T T T T T T T T
] & 12 18 24 i) il 42

Time from randomization, months

B

KNB59 + CM649 + RATIOMALE-305

HR [95% C|) = 0,268 monts (0,7720,976), P=0.018
Mesdian 05 (5% O}
FOuL 1 inhinidors: 12,104 (11065138051 monkhs
Placaba 12,045 (114811 2,789} maniths

12 it 50.1% WS S0

C

100+

KNB59 + RATIONALE-305

== PO-L1irhibitors === Placsba

MR (5% Cf) = LEET masths (0,7021,069), P = 0181
Modan OF [B6% Cl)

POwl1 insibebore VL05D [11.170a14.505] masihs
Flacaba: 13,154 (91,0849, 880 mosths

12 mazihen - 52 T s 52 0

50 BE LR
]
o
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1] 0
0 B 12 18 24 30 Az o & 12 15 ) 30 3 a2
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TE 51 ] M s Fl ] 13 187 L] kL L] 25 L} 3
704 530 338 7 A3 3 13 1 | 105 23 & 40 20 10 3
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Time from randomization, months

Time from randomization, months

Figure 4. Pooled analysis of PD-L1,,,, subgroups in human epidermal growth factor receptor 2 (HER2)-advanced GEAC. (A) OS outcomes for the PD-L1 CPS 1-9
subgroup comprising KEYNOTE-859, KEYNOTE-062, and RATIONALE-305. (B) OS outcomes for the PD-L1 CPS 1-4 subgroup comprising KEYNOTE-859, CHECKMATE-649,
and RATIONALE-305. (C) OS outcomes for the PD-L1 CPS 5-9 subgroup comprising KEYNOTE-859 and RATIONALE-305.

Cl, confidence interval; CPS, combined positive score; GEAC, gastroesophageal adenocarcinoma; HR, hazard ratio; OS, overall survival; PD-L1, programmed death-

ligand 1.

Leone AG et al., ESMO Open. 2024 Nov;9(11):103962.
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Doublette vs Triplette 1L Therapie?

1stine treatment

) 2
nidine doublet ChT. (a) [1, A]

HER2-positive (b)
[ESCAT I-A (d)]

PD-L1-positive CPS 21
[ESCAT I-A (d)]

PD-L1-negative
CPS <1

Addition of trastuzumab
and PD-1ICl (e)
I, A; MCBS 2 (c)]

Addition of trastuzumab
[I, A; MCBS 3 (c)]

HER2-negative

v1.4 — September 2024

PD-L1-positive
CPS 21 [ESCAT I-A (d)]

Claudin18.2 positive
275% IHC 2+ or 3+
[ESCAT I-A]

Addition of zglbetuxi
[L,A]

Consider addition of PD-1ICl (f, g) for CPS
1-4; [I, B, MCBS 4 (c)];
Recommendation: add PD-1 ICI for CPS 25
(f, 9) [I, A: MCBS 4 (c)]

CheckMate
649

PD-L1-negative
CPS <1 and
Claudin18.2-negative

Addition of docetaxel in
selected patients (h)
[L.C]

GastFox

[ESCAT A (d)]

Addition of PD-11CI (i)
[ll, A,MCBS 3 (c)]

CheckMate
649
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Phase 3 GASTFOX Studie (FFCD-PRODIGE 51)
First-line Her-2 negativ

Gey eligibility criteria \ mFLOT/TFOX o T ] The Gehan-Wilcoxon test confirmed non proportional !1r PFS analysis (p=0.01)
. ) . = g mELOT/TFOX FOLFOX
- Previously untreated, locally Stratification factors: Z | (N=254) (N=252)
advanced unresectable or Eg o Events, n (%) 232 (91.3) 231(91.7)
metastatic G/GEJ R Maintenance treatment until unacceptable ECOG (0vs 1), g L Gedniiietiitd)) | eealpilvstn) | Rt
adenocarcinoma — 11 ™ toxicity or disease progression prior (neo)adjuvant (yes vs no), 2 e RMSTat12months FlU  7.52(7.06797)  6.62(6.16-7.09)
; ) tumor stage (LA vs metastatic), 2 P value 0.007
- HER2-negative tumor location (G vs GEJ) E w0
’ o
- ECOG PS 0-1 pathological subtype g«
( Docetaxel naive / FOLFOX (signet ring cell : yes vs no) "é 20
g
5
E 10
[1]
Primary endpoint: EFS (ITT) and an expected HR=0.733 in favor to N at isk L e Monthgy R
mFLOT/TFOX miovrrox oo b % B &% % 8 # % H OB O® B #® 8

The Gehan-Wilcoxon test confirmed proportional hazard for OS analysis

mMELQT/TFOX FOLFOX
(N=254) (N=252)
80 - Events, n (%) 195 (76.8) 212 (84.1)

m FOLFOX mFLOT/TFOX () FLOT 23) ]
g

Docetaxel 50 mg/m2 50 mgl m2 Median, months (95% CI)  15.08 (13.70-16.72)  12.65 (10.94-14.00)
HR (95% CI) 0.82 (0.68-0.99)

P value 0.04

Oxaliplatin 85 mg/m2 85 mg/m2
5FU bolus 400 mg/m2

Overall Survival probabili

5FU continuous 2400 mg/m?

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40

N at Risk Time (Months]
FOLFOX 252 240 222 194 171 147 124 100 88 66 56 438 36 30 24 18 17 15 12 1 11
MFTFOX 254 239 220 206 181 158 137 123 100 83 66 58 47 9 32 27 26 22 18 15 15

Zaanan A ESMO 2023; # 3625
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1sine treatment

-

Platin-fluoroprimidine doublet ChT () [, Al

HER2-positive (b)

[ESCAT A (d)] HER2-negative

PD-L1-positive CPS 21 PD-L1-negative PD-L1-positive Claudin18.2 positive PD-L1-negatve @ | dVMR/

[ESCAT I-A (d)] CPS <1 CPS 21 [ESCAT I-A (d)] >75% IHC 2+ or 3+ CPS <1 and [ESCAT IFA (d)]
[ESCAT I-A] Claudin18.2-negative

Consider addition of PD-1ICI (f, g) for CPS

Addition of trastuzumab 1-4; [, B, MCBS 4 (c)];
[I, A; MCBS 3 (c)] Recommendation: add PD-1 ICI for CPS =5

(f, 9) [I, A: MCBS 4 (c)]

Addition of trastuzumab
and PD-1ICl (e)
[I, A; MCBS 2 (c)]

Addition of PD-1CI (i)

Addition of zglbefuximab Addition of docetaxel in
f.A [Il, A, MCBS 3 (c)]

selected patients (h)
[l.C]

GastFox

KEYNOTE-590
CheckMate 649

SPOTLIGHT/
GLOW

KEYNOTE-859/
CheckMate 649
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Erstlinientherapie des HER2- GEA: CLDN18.2

A Progression-free Survival

Median

100+ Progression-free
90 No.of  No. of Survival
Patients  Events (95% CI)
80+ o
‘2 70 Zolbetuximab + Chemotherapy 537 312 9.2 (8.4-10.4)
% - Placebo + Chemotherapy 535 369 8.2 (7.6-8.4)
& il
% Hazard ratio for disease progression or death,
g 50 0.71 (95% Cl, 0.61-0.83)
£ 40
@
v
S 30
a
204 Zolbetuximab + chemotherapy
10
Placebo + chemotherapy
L s e e s S e SRS N SR S S S S S S D S S B S S R S — p— —
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52
Months
No. at Risk
Zolbetuximab 537 459 397 321 249 183 145 120 100 82 72 58 42 39 31 28 21 19 16 11 10 8 5 1 1 1 0
Placebo 535 474 400 300 220 143 101 82 59 46 37 30 22 20 15 10 7 5 5 4 4 2 1 0 0 0 O
B Overall Survival
Median
100 Overall
904 No.of  No. of Survival
Patients Deaths (95% Cl)
804 mo
8 50 Zolbetuximab + Chemotherapy 537 377 16.4 (15.0-17.9)
K Placebo + Chemotherapy 535 424  13.7 (12.3-15.3)
= "
- 60 Hazard ratio for death, 0.77 (95% Cl, 0.67-0.89)
]
S so-
)
)
T 40
@
e
g 304
20
Zolbetuximab +
104 chemotherapy
0 ! Placebo + chemotherapy
|||||||||||||||||||||||||||
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54
Months
No. at Risk
Zolbetuximab 537 497 462 427 387 343 303 273 249 213 174 159 140 109 96 75 60 47 39 30 25 20 14 10 7 6 3 O
Placebo 535 506 463 409 362 317 278 239 204 169 135 119 102 85 65 50 38 28 21 17 17 11 6 3 3 0 O O

CLDN18.2 wird in ~40% aller GEA in
hoherem Maf3e exprimiert (2+/3+in >
75% der Tumorzellen).

Eine auf CLDN18.2 gerichtete Therapie
mit Zolbetuximab in Kombination mit
5FU/Platin verbessert das PFS und OS

CLDN 18.2 ist ein validierter Biomarker
in Verbindung mit einer Therapie.

ESMO 2024:Y -K. Kang et al., 1438P
Shitara et al.Lancet. 2023 May 20;401(10389):1655-1668
Shah et al. Nat Med. 2023 Aug;29(8):2133-2141.
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Zolbetuximab — Uberleben in Subgruppen

B Zolbetuximab Plus Placebo Plus
Chemotherapy Chemaotherapy Hazard Ratio (95% Cl)
Subgroup no. events/no. patients
All patients 377/537 424/535 - 0.77 (0.67-0.89)
Age
<65 yr 241/357 284/361 —- 0.73 (0.62-0.87)
65 yr 136/180 140/174 — 0.85 (0.67-1.07)
Sex
Male 243/335 272/331 - 0.78 (0.66-0.93)
Female 134/202 152/204 —— 0.76 (0.60-0.96)
Region
Asia 166/245 190/247 - 0.71 (0.58-0.88)
Non-Asia 211/292 234/288 — 0.83 (0.69-1.00)
Number of metastatic sites
0-2 274/408 312/407 - 0.76 (0.65-0.90)
>3 103/129 112/128 R 0.78 (0.59-1.02)
Prior gastrectomy
No 276/378 303/378 . 0.83 (0.71-0.98)
Yes 101/159 121/157 —— 0.65 (0.50-0.85)
Lauren classification
Diffuse 120/169 164/217 e B 0.82 (0.65-1.04)
Intestinal 75/106 90/107 —— 0.65 (0.47-0.88)
Mixed/other 96/135 85/103 — 0.88 (0.66-1.18)
Primary site
Stomach 301/438 331/419 == 0.72 (0.62-0.84)
Gastroesophageal junction 76/99 93/116 —a— 1.02 (0.76-1.39)
Race
White 175/234 183/224 —i 0.89 (0.72-1.09)
Asian 171/254 196/255 —— 0.69 (0.56-0.85)
0. ; 25 0. IZS 0! 5 1 -;

-

Zolbetuximab Plus Chemotherapy Better Placebo Plus Chemotherapy Better

Cl, confidence interval; HR, hazard ratio.

O

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

25 July 2024
EMA/CHMP/318981/2024
Committee for Medicinal Products for Human Use (CHMP)

y of opinion! (initial authorisation)

Vyloy
zolbetuximab

On 25 July 2024, the Committee for Medicinal Products for Human Use (CHMP) adopted a positive
opinion, recommending the granting of a marketing authorisation for the medicinal product Vyloy?,
intended for the treatment of gastric or gastro-oesophageal junction (GEJ) adenocarcinoma.

The full indication is:

Vyloy, in combination with fluoropyrimidine- and platinum-containing chemotherapy, is indicated
for the first-line treatment of adult patients with locally advanced unresectable or metastatic
HER2-negative gastric or gastro-oesophageal junction (GEJ) adenocarcinoma whose tumours are
Claudin (CLDN) 18.2 positive (see section 4.2).

Shitara K et al. N Engl J Med. 2024 Sep 26;391(12):1159-1162
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Zolbetuximab — Unerwiunschte Effekte

Table S$9. Treatment-Emergent Adverse Events*, T in the Safety Analysis Set in the Combined Analysis

Zolbetuximab + Placebo +
Event — no. (%) chemotherapy chemotherapy
(n =533) (n = 527)

All grade Grade 23 All grade Grade 23
Nausea 405 (76.0) 67 (12.6) 296 (56.2) 25 (4.7)
Vomiting 356 (66.8) 76 (14.3) 180 (34.2) 26 (4.9)
Decreased appetite 241 (45.2) 34 (6.4) 183 (34.7) 13 (2.95)
Anemia 199 (37.3) 53 (9.9) 199 (37.8) 54 (10.2)
Diarrhea 197 (37.0) 27 (5.1) 212 (40.2) 28 (5.3)
Neutrophil count decreased 167 (31.3) 95 (17.8) 150 (28.9) 93 (17.6)
Peripheral sensory neuropathy 164 (30.8) 13 (2.4) 175 (33.2) 21 (4.0)
Neutropenia 152 (28.5) 97 (18.2) 129 (24.5) 72 (13.7)
Constipation 141 (26.5) 3 (0.6) 166 (31.5) 4 (0.8)
Fatigue 118 (22.1) 25 (4.7) 136 (25.8) 24 (4.6)
Aspartate aminotransferase increased 113 (21.2) 10 (1.9) 122 (23.1) 16 (3.0)
Abdominal pain 111 (20.8) 15 (2.8) 143 (27.1) 11(2.1)
Asthenia 108 (20.3) 28 (5.3) 96 (18.2) 10 (1.9)
Weight decreased 108 (20.3) 7(1.3) 81 (15.4) 4 (0.8)
Hypoalbuminemia 103 (19.3) 20 (3.8) 53 (10.1) 6 (1.1)
Platelet count decreased 102 (19.1) 22 (4.1) 111 (21.1) 27 (5.1)
White blood cell count decreased 102 (19.1) 13 (2.4) 86 (16.3) 26 (4.9)
Pyrexia 95 (17.8) 2(04) 73 (13.9) 1(0.2)
Hypokalemia 88 (16.5) 30 (5.6) 80 (15.2) 27 (5.1)
Alanine aminotransferase increased 83 (15.6) 4 (0.8) 103 (19.9) 17 (3.2)

"The all-grade events reported here occurred in 215% of patients in either treatment group in the combined analysis.
TPreferred terms were defined according to the Medical Dictionary for Regulatory Activities terminology version 25.0.

Shitara K et al. N Engl J Med. 2024 Sep 26;391(12):1159-1162
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Zolbetuximab — Unerwinschte Effekte

Algorithmus fir die antiemetische Prophylaxe bei intravenoser Tumortherapie

4[ Risiko ]
I fiir Ubelkeit und Erbrechen | l l l
hocht moderat ‘ gering ’ ‘ minimal ‘ ‘ antizipatorisch

Carboplatin-
haltigs andere
Zolbetuximab L I

I DRe | [ WL I [ SRS l [ Metoclopramid I keine Patienten-
H routis ankige individuell
I St h O C h e m eto g e n ' in Kombination mit in Kombination mit in Kombination mit oder Prophylaxe Mafinahmen

. + - - -
I S5-HT; RA ] [ 5-HT; RA ] [ Dexamethason ] I 5-HT; RA ]
akut und in Kombination mit und in Kambination mit oder akut

Tag 1 * == (Tag 1)
E n tS p re C h e n d e ( d | Dexamethason | [ Dexamethason ]

T
ggf. in Kombination mit

antiemetische ————

I
P rO p h y | a X e gaf. gefolgt von gaf. gefolgt von gefolgt von
¥ > L

NK, RAZ NK; RAZ
Tag 2+3 Tag 2+3

Dexamethason4
Tag 2+3

in Kombination mit

Pausen und = e,
Dexamethason

. i

| a n gs a I I | e re =) gof. in Kombination mit 2:5)

Infusionsrate bei
Nausea & Emesis Legende:

1Zur hoch emetogenen Risikogruppe zéhlen auch Patient*innen mit Mammakarzinom, die eine Anthrazyklin/Cyclophosphamid-basierte Chemotherapie erhalten.
2Gabe an den Tagen 2 und 3 bei Aprepitant_erforderlich; bei Fosaprepitant und Netupitant (NEPA) erfolgt die Gabe nur an Tag 1.
3Randomisierte Studien liegen nur fir Carboplatin AUC = 4 vor.

4Gabe von Dexamethason in der verzégerten Phase nur bei Chemotherapien mit erhéhtem Potential fiir verzégertes Erbrechen (z.B. Oxaliplatin, Doxorubicin, Cyclophosphamid.
Abklirzungen: NK;1-RA - Neurokininy-Rezeptorantagonist; 5-HT3-RA - 5HT3- Rezeptorantagonist

) . ; . ] ) Karin Jordan et al., Onkopedia.de
Antiemese bei medikamentoser Tumortherapie — Onkopedia P



https://www.onkopedia.com/de/onkopedia/guidelines/antiemese-bei-medikamentoeser-tumortherapie/@@guideline/html/index.html
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Lorenzen update Onkopedia LL Okt 2024

Fortgeschrittenes Osophaguskarzinom

(Adenokarzinom)

Update erforderlich! Erstlinientherapie

Platin—Fluoropyrimidin Doublette Chemotherapie

l

HER2- / PD-L1- (CPS <1) HER2+ / PD-L1- HER2+ / PD-L1+ HER2-, PD-L1+ MSI-H/dMMR
plus Docetaxel in ausgewahlten plus Trastuzumab und plus Nivolumab? oder plus Nivolumab* oder
Fallen phus TTasieumat Pembrolizumab? Pembrolizumab? Pembrolizumab?




Erstlinientherapie HER2 +: Update ESMO Living
Guideline September 2024

1stling treatment

v1.4 — September 2024

idine doublet ChT (a) [1, A]

HER2-positive (b)

[ESCAT IFA (d)] HER2-negative

PD-L1-positive CPS 21 PD-L1-negative PD-L1-positive

Claudin18.2 positive PD-L1-negative
275% IHC 2+ or 3+ CPS <1 and
[ESCAT I-A] Claudin18.2-negative

[ESCAT A (d)] CPS <1 CPS 21 [ESCAT I-A (d)]

[ESCAT 1A (d)]

Consider addition of PD-1ICl (f, g) for CPS

Addition of trastuzumab 1-4; I, B, MCBS 4 (c)];
[I, A; MCBS 3 (c)] Recommendation: add PD-1 ICI for CPS 25

(f, g) [I, A: MCBS 4 (c)]

Addition of trastuzumab
and PD-1ICl (e)
[I, A; MCBS 2 (c)]

Addition of zglbefuximab Addition of docetaxel in
[I, A] selected patients (h)
[L.C]

Addition of PD-11CI (i)
[ll, A, MCBS 3 (c)]

KEYNOTE
811

SPOTLIGHT/ GastFox KEYNOTE-590
GLOW CheckMate 649

KEYNOTE-859/
CheckMate 649
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Immuntherapie 1st-line, HER2-pos.

KEYNOTE-811: Randomisierte globale Phase Il
First-line fortgeschrittenes HER2-positives Magen-Ca/ AEG

Double-Blind Phase 3 Study of Pembrolizumab + Trastuzumab and Chemotherapy vs Placebo + Trastuzumab and
Chemotherapy as First-Line Therapy For HER2-Positive Unresectable or Metastatic G/GEJ Cancer (NCT03615326)

Patients
» Advanced G/GEJ Pembrolizumab 200 mg IV Q3W

+ Gual Primary End Points \

adenocarcinoma

« No prior therapyin Trastuzumab and FP or CAPOX2 + OS

advanced setting for up to 35 cycles « PFS (RECIST v1.1 per BICR)
« HER2- iti

poStive Secondary End Points
* ORR (RECIST v1.1 per BICR)

Stratification Factors Placebo IV Q3W + DOR (RECIST v1.1 per BICR)
» Geographic region + + Safety
* PD-L1CPS Trastuzumab and FP or CAPOX2 \ /

* Chemotherapy choice

for up to 35 cycles

aTrastuzumab dose: 6 mg/kg IV Q3W following an 8 mg/kg loading dose. FP dose: 5-fluorouracil 800 mg/m2 1V on D1-5 Q3W + cisplatin 80 mg/m2 IV Q3W. CAPOX dose: capecitabine 1000 mg/m2 BID on D1-14 Q3W +

oxaliplatin 130 mg/m2 IV Q3W.
BICR. blinded independent central review: CPS.combined positive score (number of PD-L1-stainina cells [tumor cells. Ivmphocvtes. macroohaaesldivided bv the total number of viable tumor cells. multiolied bv 100).

Janjigian YY et al., Lancet. 2023; 402(10418):2197-2208



°% | onkopedia

Erstlinientherapie des Her2+ GEA: KEYNOTE- 811

A All Participants
1001n.

Percentage of Participants
@
o
1

Pembrolizumab

Placebo

Pembrolizumab

104 Placebo
0 T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66
Months
No. at Risk
Pembrolizumab 350 311 243 192 144 116 84 62 49 32 5 0
Placebo 348 292 220 165 125 102 74 59 37 16 6 0

Median
Overall
Survival

No. of Events (%)  (95% Cl)

mo
267 (76) 20.0 (17.8-22.1)
288 (83) 16.8 (14.9-18.7)

Hazard ratio for death, 0.80
(95% Cl, 0.67-0.94)
P=0.004

B Participants with PD-L1 Combined Positive Score of =1
100w,
904
804
704
60+
50+
404
304
204
104
0

Percentage of Participants

Pembrolizumab

Pembrolizumab
Placebo

Placebo

T
0 6 12 18 24 30 36 42
Months

No. at Risk
Pembrolizumab 298 265 207 166 127 102 78 59
Placebo 296 244 180 135 104 85 63 50

T T T 1
48 54 60 66

48 32 5 0
30 13 3 0

Median
Overall
Survival

No. of Events (%) (95% CI)

mo

226 (76) 20.1 (17.9-22.9)
244 (82) 15.7 (13.5-18.5)

Hazard ratio for death, 0.79
(95% Cl, 0.66-0.95)

Figure 1. Kaplan—Meier Estimates of Overall Survival.

Shown are survival estimates in all the participants (Panel A) and in participants with tumors with a programmed death ligand 1 (PD-L1)
combined positive score of 1 or more (Panel B) at the time of the final analysis.

1. HER2+ bei 18-30% der GEA

2. Wie PD-L1istauch der Grad der HER2-
Expression/Amplifikation von Bedeutung

3. 10 zu 5FU/Platin/Trastuzumab
verbessert PFS und OS bei HER2+ (> bei
PD-L1+)

PD-L1 CPS 21 PD-L1 CPS 1

Pembrolizumab Placebo Pembrolizumab
Placebo Group
Group Group Group N = 52
N =298 N =296 N =52

PFS, median 10.9 7.3 9.5 9.5

0S, median

HR (95% Cl)

0.79 (0.66-0.95) 1.10 (0.72-1.68)

Janjigian et al, ESMO 2024, Rha et al, ESMO Asia 2024
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Die Zukunft der 1L ist kompliziert, aber hoffnungsvoll

SPOTLIGHT (CLDN18.2), HER2-, PD-L1- B
SPOTLIGHT (CLDN18.2), HER2-, PD-L1+ B
SPOTLIGHT (CLDN18.2), HER2-, FGFR2+, PD-L1+ B
CM-649 (PD-1), PD-L1+ CPS > 10 B
CM-649 (PD-1), PD-L1+ CPS <10 N
CM-649 (PD-1), PD-L1+ CPS >1, CLDN18.2+ B
CM-649 (PD-1), PD-L1+ CPS >1, FGFR2+ 10% B

CM-649 (PD-1), PD-L1+ CPS >5, FGFR2+ 5% .

KN-811 (HER2), HER2 IHC 3+, PD-L1-, FGFR2+ 5% .

KN-811 (HER2), PD-L1+ CPS >1, HER2 IHC 3+, FGFR2+ .

FORTITUDE (FGFR2), PD-L1+ CPS >1, FGFR2+ 5%, CLDN18.2+ .

FORTITUDE (FGFR2), PD-L1-, FGFR2+ 5%, CLDN18.2- .

FORTITUDE (FGFR2), PD-L1+ CPS > 1, FGFR2+ 10%), .
CLDN18.2-, HER2+

P n

Favors Experimental Favors Control
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Fortgeschrittenes Adenokarzinom des
Osophagus

Zweitlinientherapie

l l

HER:l;positive Bio::’sie Keine Kontraindikationen Kontrair:likati_onen -
nach lrastuzumaty- Kontraindikationen gegen Chemotherapie Eegen anti-angiogene
Vorbehandlung Therapie
Trastuzumab Ramucirumab— Ramucirumab Taxan oder pembrolizumab

Deruxtecan * Paclitaxel Monotherapie Irinotecan
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Algorithmus fir die Drittlinientherapie
des Adenokarzinoms des Osophagus im Stadium IV

Lorenzen update Onkopedia LL Okt 2024

Fortgeschrittenes Adenokarzinom des
Osophagus

l Drittlinientherapie

HER2-positiv und frithere Trastuzumab-

Therapie und kein Trastuzumab-Deruxtecan Chemotherapie

in zweiter Linie

|

Trastuzuma b-
Deruxtecan !

Orale Therapie moglich

|

Trifluridin—Tipiracil

i.v. Therapie bevorzugt

Taxan oder Irinotecan

i

Personalisierte Therapieempfehlung aus molekularem
Tumorboard entsprechend ESCAT Level | oder Il



Zusammenfassung Leitlinie 0“. ‘ onkopedia

Was ist neu?

@ Lokal fortgeschriittenes AEG:
- perioperativ FLOT nach ESOPEC Studie
- HER2+: kein Trastuzumab zu FLOT nach INNOVATION Studie
- AMMR/MSI high: zusatzlich Immuntherapie zu FLOT
(DANTE/KN585/MATTERHORN)

@ SCC Zweitlinientherapie: Nivolumab und Tislelizumab unabhangig
von der PD-L1 Expression

O Adeno Ca Erstlinientherapie: Fir selektionierte Patienten
Ist eine Triplet-Chemotherapie (MFLOT/TFOX) eine Erstlinientherapie

Update erforderlich: Tislelizumab in der Erstlinine bei SCC und Adeno Ca ab TAP >/=5 zugelassen
Zolbetuximab bei CLDN 18.2 + Tumoren (Adeno) in der Erstlinientherapie

zugelassen



Abschlussfragen Kasuistik: Oktober 2024! % onkopedia

Wie wirden Sie entscheiden: 6 Monate nach Abschluss
FLOT adjuvant

QB: Re-Exposition mit systemischer CTX mit FLOT ) Alles mogliche Therapien

A/B) pro: initiales Ansprechen contra: PNP
Grad Il

C) +lO- pro: gute Vertraglichkeit, contra:
grenzwertiger CPS

D) +Zolbetuximab:- pro: gute Response

) wenn NW beherrscht!

G Systemische CTX mit Folfox

CE Systemische CTX mit Folfox + 10

C[; Systemische CTX mit Folfox + Zolbetuximab

@ FOLFIRI

Q:/ Ramucirumab + Paclitaxel

CAVE: Kumulative Neuropathie mit

Oxaliplatin!

E). FOLFIRI pro: NW contra: nicht
Biomarker getriggert

D) Ram/Paclitaxel: pro: Standard 2nd
Line; contra: Kreuzresistenz Taxan
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