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Offenlegung potentieller Interessenkonflikte

e Anstellungsverhaltnis oder Fihrungsposition
keine
e Beratungstatigkeit
Eli Lilly, Roche, Servier, Merck-Serono, Sanofi-Aventis

e Aktienbesitz
keine

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

e Finanzierung wissenschaftlicher Untersuchungen
StudienTeilfinanzierung durch Eli Lilly.

e Gutachtertatigkeit
keine

e Andere finanzielle Beziehungen
keine
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Magenkarzinom
(incl. AEG)

Biomarker:

Her2/neu

PDL-1: CPS
Grenzwert?

MSI

Claudin 18.2
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Aktualisierte ESMO-Leitlinien erweitern
Empfehlungen fur Biomarker-Tests bei
Speiserdhrenkrebs

Previous ESMO Guidelines (2016)* Updated ESMO Guidelines (2022)%3

Marker Method Use Marker  Method Use OAC oscc

IHC for HER2

L . Select patients with metastatic
protein expression

Select patients with HER2 disease for treatment with a \/ X
. - or ISH for HER2 . K
IHC for HER2 protein metastatic disease ene amplification trastuzumab-containing regimen
HER2 expression or ISH for HER2 ~ for treatment with a J P
gene amplification trastuzumab-
containing regimen IHC for PD-L1 Patients who are candidates for \/ \/
PD-L1 . . first-line treatment with a PD-1 cPS CPS TPS
protein expression . . . S .
inhibitor—containing regimen
Patients with locally advanced
z/ll\?lll;/IHR/ Not specified and unresectable or metastatic \/ X
HER2/neu disease
AN G
M B A & PDL-1
93 \, | ;? - AN S D I + Diagnosis should be made from multiple (5-8) endoscopic biopsies to guarantee
I i [ ® : - Q] >s‘ . an adequate representation of the tumour [IV, B].
g Y @® ‘,."' ik & B R
% b L y ) . . . . Y
A % 3 Qe ..,: ,.‘_ ’(’ o * The histological diagnosis should be reported according to WHO criteria [V, B].
¥ v oy o TR % & ¢ M
s ’ g 2 . I L e
W0 - ﬁ e el ¥ "5' L » HER2 expression by IHC and/or amplification by in situ hybridisation [I, A;
' ¥ AR > 9 .
2/ «? 7'—‘-‘?.‘ o | ;.{ : ESCAT score: I-A], PD-L1 by IHC according to CPS [l, A] and MSI-H/dMMR [Il,
;,‘,," [ S e L}-?fs =4 A; ESCAT score: |-B] are validated predictive biomarkers for drug therapy.
4 Her2; diffus 1+ y i S A
$ X D e *(@:"’*, !
W ok | dMMR, mismatch repair deficient; ISH, in situ hybridisation.

1. Lordick F, et al. Ann Oncol. 2016;27(suppl 5):v50-v57; 2. Obermannova R, et al. Ann Oncol. Published online 29 July 2022;
2. 3. Lordick F, et al. Ann Oncol. Published online 29 July 2022.
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PD-L1 Expression: Kontroversen und
Herausforderungen

PD- L1

PD-L1

Unterschiedliche Auswertescores Unterschied: Primar-

Score Name

Tumor Proportion

TPS Score

Combined Positive

cPs Score

Immune Cells

Definition

Verhéltnis PD-L1 positiver
Tumorzellen zu
Gesamttumorzellen

(Verhéltnis PD-L1 positiver
Tumor- und Immunzellen zu
Gesamttumorzellen) * 100

Anteil PD-L1 positiver
Immunzellen zur Tumorflache
(IC0-3)

tumor/Metastase

Kategorien

Maximalwert 100

IC0:0-1%
IC1:21%-<5%
IC2:5%—-<10%
IC3:210%

PDL-1
Unterschiedliche Antikorper....
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ldealer CPS-Bestimmungszeitpunkt?

Post-CRT Changes in PD-L1 Expression

g . r‘i :
f E=—— > CPS Zunahme bei 50%!
3¢ E > PD-L1 Expressionsanderungen
; 5 vorrangig in Immunzellen
? (Lymphozyten, Makrophagen)
5
& Pre-CRT =
O Post-CRT B
0 25 50 75 100 0 25 50 75
PD-L1 CPS= TC PD-L1b (%)

Kelly et al ESMO GI 2023
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Metastasiertes Magen Ca/AEG -
EMA zugelassene Substanzen 2023

5-Fluorouracil Oxaliplatin Irinotecan FTD/TPI 102 T-DXd Trastuzumab
& Derivate Trastuzumab | Ramucirumab

Deruxtecan
(seit 12/2022) | Pembrolizuma
bNivolumab

N o " o .
Nz\ o 0 - ‘N\’ O ‘Z”o oy : gt inding
| ﬁ O’ I . #VTW Rl N7 | &
F " e T S— e
0 O orug
Antibody C mmmmmmm
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Zulassung zielgerichteter Therapien in der Erstlinie

© N OEEQE=O)=)

ToGA!?

Phase Ill RCT
1L HER2 pos.
Addition of trastuzumab to
chemotherapy improves

(O

e
I —

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

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

CheckMate 6492
Phase Il RCT
1L non-HER2 pos.
Addition of nivolumab to
chemotherapy improves

OS, PFS with PD-L1 CPS
25

é
S

2Nivolumab in combination with
fluoropyrimidine- and platinum-
containing chemotherapy in 1st;
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 improves

ORR

e
i —

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

5. May 2021: FDA approval

29. August 2023: EMA approval:
HER?2 positive, PD-L1 CPS =1

1Bang et al., Lancet. 2010, 2Janjigian et al., Lancet. 2021, 3Janjigian et al., Nature. 2021
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ESMO GUIDELINES 2022: 1ST-LINE — HER2 NEGATIV

October 13, 2023 7:45 am ET

Opinion granted based on positive overall survival results from the Phase 3 KEYNOTE-859 trial

If approved, a KEYTRUDA combination would become an option in the EU for the treatment of both HER2-negative
and HER2-positive gastric or GE. i in tumors
expressing PD-L1(CPS 21)

RAHWAY, N.J.--(BUSINESS WIRE)-- Merck (NYSE: MRK), known as MSD outside of the United States and Canada,
today announced that the European Medicines Agency's Committee for Medicinal Products for Human Use (CHMP)
adopted a positive opinion recommending approval of KEYTRUDA, Merck’s anti-PD-1therapy, in combination with
fluoropyrimidine- and platinum-containing chematherapy, for the first-line treatment of locally advanced
unresectable or metastatic HER2-negative gastric or gastroesophageal junction (GEJ) adenocarcinoma in adults

whose tumors express PD-L| (Combined Positive Score [CPS] 21).

Advanced/metastatic unresectable gastric cancer

'

1*line treatment

!

Platinum—fluoropyrimidine doublet ChT*

Addition of trastuzumab Addition of nivolumab'
[I. A; MCBS 3; ESCAT I-A]* [I. A; MCBS 4]

Radical resection to be considered
in highly selected cases®"

KN 859, PD-L1 CPS 21

100
HR 0.74 (95% CI, 0.65-0.84)
%9 P < 0.0001
80
70 )
112-mo rate
60 i524%
°\t ¢45.7%
8 50+ §24-mo rate
- 129.6%
40 17.7%
30
20
10
04

Tr!vrrrrrrri-r!TrrﬂTrni-'Trrrrrrrrrnrrrrrrrrrnq
0 5 10 15 20 25 30 35 40 45 50
Months

CHECKMATE-649, PD-L1 CPS 2 5

Nivolumzb plus Chemotherapy

90_\ chematherapy (n=473) alone n=482)
804 Medan, months (5% 0)  144(131-162) 111(100-21)

HRO71(984%1055-086), pe0-0001

Overall survival (%)

10| —Nivolomab s chematherapy Peo—o0
‘—-(hem(l‘«mik}m
T T T T T T T T T T T T 1
o 3 6 9§ o B B A U T I B ¥ B
Number atrisk
(number censored)

Nwlmabphs 473 48 3} W ¥ 8 My % & B 2 9 1 0
demothemgy () Q) O @) (@ By 69 6) (@0 B 0 @ @6 08y
Cemothempy 42 21 % @ m B B 5 ¥ 9 8 00

doe 0) 00 @ 09 @ 60 60 MW ® M m @ w

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

Rha SY et al. Ann Oncol 2023; 34:319-320
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KEYNOTE-859: Erstlinientherapie des
metastasierten HER2-negativen gastrod6sophagealen
Adenokarzinoms

PD-L1 CPS =21
?‘ e 05% c:b"
Key Eligibility Criteria Pembrolizumab 200 mg IV Q3W wen ¢ . mo

; ; - for <35 cycles (~2 yr) Pembro + chemo 78 1% 13.0 (11.8-13.2)
« Histologically or cytologically confirmed adenocarcinoma of + Placeho + Chemo 85 3% 11.4 (10.5-120)
the stomach or GEJ Chemotherapy? (FP or CAPOX)
. Locall.y advanced unresectable or metastatic disease ‘Ez: HR 0.74 (95% CI, 0.65-0.84) ]
+ No prior treatment . > £ < 0.0001
» Known PD-L1 status (assessed centrally using PD-L1 IHC el
22C3) Placebo IV Q3W e
+ HER2-negative status (assessed locally) for <35 cycles (~2 yr) :: -;4;:
iaatEiE Chemotherapy:(FP or CAPOX) = 404
78% der Patienten mit
gastrobsophagealem Adeno Ca
profitieren (CPS = 1): Merck Receives Positive EU CHMP Opinion for
Medianes OS: 12.9 vs 11.5 Monate KEYTRUDA® (pembrolizumab) Plus
(HR 0.78) Chemotherapy as First-Line Treatment for HER2-
Medianes PFS: 6.9 vs 5.6 Monate Negative Advanced Gastric or Gastroesophageal
(HR 0.72) Junction (GEJ) Adenocarcinoma Expressing PD-L1
ORR: 52.1% vs 42.6% (p=0.0004) (CPS >1)
DOR: 8.3 vs 5.6 Monate
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Zweitlinientherapie Her-2 negatives Magen Ca

Was tun bel Progress? Rezidiv?
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Folgetherapien beim metastasierten Magen Ca
(2004-2012 US)

First line Second line Third line

100%

[ | Proportion of treated patients B Proportion of treated patients B Proportion of treated patients

Erwartetes OS in der 2nd Line
Pacitl casodice | 40-50% der Patienten sind in der Lage,

(RAINBOW/) | . I
Packitasel (RANBOW) eine Zweitlinienbehandlung zu erhalten?

Ramucirumab monotherapy |
(REGARD) |

2L Behandlung verlangert das Uberlebent

Irinotecan (Korean trial)

Docetaxel (COUGAR-02)

Second-line chemot herapy with
or without ramucirumab

Best supportive care |
(UK and Korean m'als)_

jilij

*N=1982 patients with gastric cancer and EMR data who received chemotherapy between January 2004 and January 2012 in oncology practices subscribing to the US-wide IMS Health
Oncology Database.

EMR, electronic medical record; mGC, metastatic gastric cancer.
Hess LM, et al. Gastric Cancer. 2016;19:607-15.
Smyth E. et al. Lancet 2020;398:635-48.
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Metastasiertes Osophagus- oder
Magenkarzinom oder Karzinom des
gastrodsophagealen Ubergangs

900 Patient*innen
+ 250 ESCC

+ 150 EAC

+ 250 AEG

+ 250GAC

Prospektive Dokumentation

Bis zu 150 Zentren deutschlandweit

Projektdauer:
3 Jahre Rekrutierung +
2 Jahre Nachbeobachtung

Anzahl Patienten mit einer Zweitlinientherapie

100%

32%

80%

60%

40%

20%

0%
AEG Siewert Typ I/l

32%

AEG Siewert Typ llI

*, CCC MUNCHEN
| TZM e COMPREHENSIVE
** CANCER CENTER
.k kA KEK
Patientencharakteristika
% AEG AEG eAC
° (X ) . Siewert Typ I Siewert Typ lll
0 9% Comorehansive, Cancer Conters Patient*innen (N) 142 66 234
Geschlecht
* ey "’ Mannlich n (%) 127 (89.4%) 55 (83.3%) 137 (58.5%)
b/ Y 0 Alter bei Diagnose (Jahre)
e ¢ A4 * '. * Median (25-75% Quantile) 65.8(59.9 - 72.8) 64.4 (58.5 - 72.9) 67.0 (57.9-75.3)
. Y Mind. 1 bei Thera t
Niedergelassene Onkologen Jan (%) 119 (83.8%) 51(77.3%) 193 (82.5%)
= ' * Charlson Comorbidity Index bei Therapiestart
VI O cclo 92 (64.8%) 52 (78.8%) 175 (74.8%)
B A Metastasierung bel Erstdi
. 3 M1 n (%) 105 (73.9%) 57 (86.4%) 163 (69.7%)
e ’ ECOG Per Status bei Therapiestart
: (2 (Universitéts-) Kliniken 0n (%) 40 (28.2%) 18 (27.3%) 58 (24.8%)
1n (%) 64(45.1%) 22 (33.3%) 117 (50.0%)

Ca. 1/3 der Patienten sind vor Beginn einer
Zweitlinientherapie bereits verstorben.

Patient verstorben
= Dokumentation abgeschlossen
u Potential

m Zweitlinienbehandlung erhalten

Lorenzen et al DGHO 2022
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Zweitlinientherapie Magen Ca

Secondtline

v

v

v

| Kl against CTX j

[ Kl against anti-VEGF ]

NV N N NV
Ramucirumab-Paclitaxel Ramuclruma!b Taxan oder Irinotecan Pembrolizumab
Monotherapie

Ramucirumab versus BSC
A

100 HR (95% CI)=0776 (0-603-0-998)
Log-rank p value (stratified)=0-047
—— Ramucirumab (n=238)
80 — Placebo (n=117)
— I Censored
&
T 60
E Median: 3,8 vs. 5,2 Monate
T 40
IS
204
L — 4+ 1
Or—T—7T 7T T T T T T T T T T T T 17T T
12 3 45 6 7 8 Q1011 12 13 14 15 16 17 18 19 20 26 27 28
Number at risk
Ramucirumab 238 154 92 49 17 7 3 0 0
Placebo 117 66 34 20 7 4 2 10

Charles S. Fuchs et al. Lancet 2014;383(9911):31-39.

Paclitaxel + /- Ramucirumab

— Ramucirumab phes packtzeed
I Censored

— Placebopils pacitael

| Cemsorsd

Median: 7,4 vs. 9,6 Monate

O arall sursboal (1)
i

HR 0807 (95% O 0E7E-0.0632)
Stratifed bog-rank p-0.007

0 2 4 3 B 1] jH 14 3 18 0 2 4 E 3
Humber at risk
mudrmab phes 330 308 27 2B 185 48 né 78 & 41 F' ) 13 6 1 o
paclitzel
oplsmditeel 35 4 u1 180 3 109 B1 64 a 30 n 13 5 2 0

Hansjochen Wilke et al. Lancet Oncol. 2014; 15(11): 1224-35.
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NCCN 2nd Line Behandlungsempfehlungen
update 2023

National . . . ——
Comprehensive NCCN Guidelines Version 2.2023 NECH Gudelines Indox

(e{®'N Cancer o Gastric Cancer Discussion
Network

PRINCIPLES OF SYSTEMIC THERAPY

Systemic Therapy for Unresectable Locally Advanced, Recurrent or Metastatic Disease (where local therapy is not indicated)

Second-Line or Subsequent Therapy
* Dependent on prior therapy and PS

Preferred Regimens
» Ramucirumab and paclitaxel (category 1)*3 “

* Fam-trastuzumab deru_g(_'tg,gan-nxki for HER2 overexpression positive adenocarcinoma’

v
» Paclitaxel (category 1)33:34:45

* Irinotecan (category 1)45-48

« Fluorouracil®i and irinotecan46:49.50

« Trifluridine and tipiracil for third-line or subsequent therapy (category 1)5

Other Recommended Regimens

* Ramucirumab (category 1

+ Irinotecan and cisplatin20-33 .

» Fluorouracil and irinotecan + ramucirumab?i.54
« Irinotecan and ramucirumab®?

« Docetaxel and irinotecan (category 2B)56

Useful in Certain Circumstances

« Entrectinib or larotrectinib for NTRK gene fusion-positive tumors®7-58
« Pembrolizumab®:" for MSI-H/dMMR tumors59-61

* Nivolumab and ipilimumab9"18 for MSI-H/dMMR tumors

* Pembrolizumab%h for TMB high (210 mutations/megabase) tumors
« Dostarlimab-gxly9-"k for MSI-H/dMMR tumors28

» Dabrafenib and trametinib for BRAF V600E mutated tumors®3

« Selpercatinib for RET gene fusion-positive tumors54

62
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Inclusion (selection)

= Histologically proven
metastatic or locally

advanced' STRATIFICATION
adenocarcinoma
stomach/EG)

progression during /

es vs. No
within 6 months of Yz2ve. 00

Time of

the last dose of first- == progression during
or after end of first-
line therapy
<3 months vs. >3

line platinum and
fluoropyrimidine
doublet with or
without anthracycline months

Previous docetaxel-
containing therapy

or docetaxel

= ECOG <1

PFS (prior docetaxel)

RANDOMISATION

v
Arm A

v
Arm B

1.04
m— FOLFIRE: 0 =48, 38 events, median = 4.6 months
Paclitaxel: n = 24, 23 events, median = 2.1 months
0.8
g
@ 06
5
2
=
H
g 04
o
0.2
0.0+ B
T T T T T
i} & 10 15 20
months
#atrisk 48 a 12 [} 3
24 & 2 1

Lorenzen S et. al. European Journal of Cancer 2022; 165: 48-57

RAMIRIS Phase |l

Irinotecan 180 mg/m?
5-FU bolus 400 mg/m?
Leucovorin* 400 mg/m?
5-FU 2400 mg/m? 46-
hour continuous
administration day 1 and
15, qd28
plus
Ramucirumab 8 mg/kgi.v.
infusion
day 1 and 15, qd28

67 patients

Paclitaxel 80 mg/m?
day 1,8, 15
plus
Ramucirumab 8mg/kg
day 1 and 15
qd28

34 patients

) CCC MUNCHEN
i COMPREHENSIVE
CANCER CENTER
European Journal of Cancer 165 (2022) 48—57
Available online at www sciencedirect.com r ] C
ScienceDirect .
B
journal homepage: www.ejcancer.com ‘ wan
Original Research
FOLFIRI plus ramucirumab versus paclitaxel plus m
P p p o=

ramucirumab as second-line therapy for patients with
advanced or metastatic gastroesophageal
adenocarcinoma with or without prior docetaxel — results
from the phase IT RAMIRIS Study of the German
Gastric Cancer Study Group at AIO

Sylvie Lorenzen “*, Peter Thuss-Patience ® Claudia Pauligk ©,

Eray Gokkurt 4 Thomas Ettrich ¢, Florian Lordick ', Michael Stahl *,
Peter Reichardt ”, Martin Sékler *, Daniel Pink ™, Stefan Probst ',
Axel Hinke ™, Thorsten O. Goetze “*', Salah E. Al-Batran ™'

Tab.1 Progression-free survival (total population), Kaplan-Meier estimation

Type Arm A Arm B
n 72 38
PFS events 58 34
Median PFS (months) 4.4 3.6
95% confidence interval 3.3-6.8 21-55
PFS rate at 6 months 40% 25%
95% confidence interval 30 — 54% 14 — 44%
p (logrank, 2sided) 0.12
Hazard ratio (arm B as standard) 0.72
95% confidence interval 0.47-1.10
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RAMIRIS: Phase Ill Trial- Design

Inclusion (selection)

Advanced/metastatic
adenocarcinoma of
the stomach or EGJ

Progression during or
after the last dose of a
first-line platinum,
fluoropyrimidine-
containing therapy.

Prior treatment with a
taxane

ECOG <=1

)

=STRATIFICATION = :
Disease

progression =
<3 months vs. > 3 9
months during or after —
end of first-line -
therapy —
=
ECOG ©
Ovs. 1 -
: z
<
o

./

) CCC MUNCHEN
)i COMPREHENSIVE
CANCER CENTER
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IKF

Arm A

Ramucirumab 8 mg/kg i.v.
day 1+15, qd28

plus

FOLFIRI
Irinotecan 180 mg/m?2
5-FU bolus 400 mg/m?
Leucovorin 400 mg/m?
5-FU 2400 mg/m?2 46-hour
continuous administration
day 1+15, qd28
159 patients
Arm B

Ramucirumab 8 mg/kg i.v.
day 1+15, qd28
plus

Paclitaxel 80 mg/m?
day 1, 8, 15
159 patients

Aktueller Rekrutierungsstatus 10/23: 238/318
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Andert sich der Therapiestandard durch IO Therapie in der

Wahrscheinlichkeit (%)

Erstlinientherapie?

Retrospektive Analyse aus Japan (Shitara et al.)

. ESMDOpen Improved efficacy of taxanes and

Progression-free survival

Ramucirumab + Taxan

100 o [l Anti-PD-1 exposed group
. PD-1 naive
80
Median
[ 4.8mo (4.2-5.4 mo)
60
B 3.4mo (2.9-3.9 mo)
40 HR =0.56
P-value = 0.004
20
0 T ¥ T ¥ il
0 2,5 5.0 7,5 10 12,5

Zeit (Monate)

Wabhrscheinlichkeit (%)

100 -

80 —

60 —

40

20 —

ramucirumab combination
“ chemotherapy after exposure to anti-
PD-1 therapy in advanced gastric cancer

Akinori Sasaki,'? Akihito Kawazoe," Testuya Eto,' Mashiro Okunaka,?

Saori Mishima @, Kentaro Sawada,’ Yoshiaki Nakamura,"* Daisuke Kotani @ ,'
Yasutoshi Kuboki,' Hiroya Taniguchi,’ Takashi Kojima,' Toshihiko Do,

Takayuki Yoshino @ ," Tetsuo Akimoto,? Kohei Shitara © '

Taxan Monotherapie

[[] Anti-PD-1 exposed group
. PD-1 naive

Median
[ 2.2mo (1.4-3.9 mo)
B 3.4mo (2.4-4.4 mo)

HR=2.1
P-value = 0.051

N =~

1
T 1 1 ' L
6 8 10 12 14

Zeit (Monate)

Ramucirumab plus Paclitaxel after Check-point Inhibition meaningful sequence!

Sasaki A, 2020. ESMO Open; 4: e000775
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The AIO-STO-0417 trial (Moonlight) is a four-arm investigator-initiated phase Il trial

Arm Avs.B

® Previously untreated
HER2 negative
metastatic or locally
advanced,
adenocarcinoma
stomach/EG)

" ECOG<1

Arm C

1 Previously untreated
HER2 negative
metastatic or locally
advanced,
adenocarcinoma
stomach/EG)

" ECOG=<1

—>

)
STRATIFICATION
froanncanonh, | roronpus
o] c Nivolumab plus
= <« Ipilimumab
=ECOG PS (O vs. 1) ﬁ i
=Tumor Status (prior |_| — |_ N=59
resection vs. no b=
prior resection) (@]
[a]
AN
<C
= E mFOLFOX
N=59
—/
(9]
Enrolment |3 g FLOT qw2 plus

Nivolumab qw2
< q

N=50

Arm Al vs. A2

* Previously untreated
HER2 negative
metastatic or locally
advanced,
adenocarcinoma
stomach/EGJ

* ECOG=1

STRATIFICATION

=ECOG PS (0 vs. 1)

"Tumor Status (prior
resection vs. no
prior resection)

—

RANDOMISATION

J
Arm A2

mMFOLFOX gw2 plus
Nivolumab qw2 plus
Ipilimumab qwé

Arm Al

=
1l

30

2:1

mMFOLFOX gqw2 3x =2
Nivolumab gqw2 4x
plus Ipilimumab qw6é
2x #

= Nivolumab qw2
plus Ipilimumab qwé

N=59

nach vorangegangener IO Therapie?

Rolle der Angiogeneseinhibition in der Zweitlinientherapie

Supported with a Grant from BMS

Sylvie Lorenzen, et al. Journal of Clinical Oncology 2023 #4045
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Sekundaranalyse der prospektiven AIO-STO-0417
(Moonlight) far Patienten mit nachfolgender 2nd line
Therapie aus Ramucirumab plus Chemotherapie

RAM group Control group 1st-line responder (CR/PR)
Overall population n=38 n=45 Lo LT
Median 2™-line OS in months [95%CI] 6.5 [3.0,10.6] 6612984 ., L e ol 1 .
Median 2"-line PFS in months [95%CI] 4.5[2.6,6.0] 2.9[1.6,4.6] £ Ll Median 9. vs, 7.5 mo JTI_H Median 5.6 vs. 2.9 mo
ORR 16% 13% - b “I 1
DCR 40% 31% “| - o ]1
021 . n2 T

1%t-line responder (achieved CR or PR) n=15 n=24 ol wol L _—

3 & Ll 12 15 1B 1 M4 o El & r 15 IS Il. 34 T

9 I. 2
mragression-free survival time [months] after rhrtd!“lu

Median 2"-line OS in months [95%Cl] 9.6 [3.0,7] 7.5[3.9,21.2] ... sirvheitem monthe]serstartol e
Median 2"-line PFS in months [95%Cl] 5.6 [1.9,7.9] 29[1.6,6.1] PD-L1CPS21

20% T . e
DCR 53% 29% = 08 TL[ os ||
% | - 2.line 05 \7 L| 2etline PFS
;T 9 Median 6.5 vs. 3.9 mo 0.6 5 Median 4.5 vs. 1.6 mo
cds 1 p=18 o £ ) "—_L 0 ) LL
. I . o, | L
Median 2™-line OS in months [95%Cl] 6.5[2.7,9.6] 4 A0
. nd_[; P n.2 e — %] _I——j
ORR 25% 10% oo : | T .
L] 3 & 8 12 15 18 21 4 I g 3 & &8 12 15 18 11 M@ 7 N

survival time [months] after start of 2°¢ line prograssion-fres survtval time [manths] after start of 2 line

DCR 44% 30% Atrisk
[ — w B 5 o & & i
Abbreviations: 0S, overall survival; PFS, progression-free survival; 95% Cl, 95% confidence interval; ORR, overall s T woroeror

response rate; DCR, disease control rate; CR/PR, complete/partial response; CPS, combined positive score.

Ramucirumab ist wirksam als Zweitlinientherapie nach Progress unter 15t Linie FOLFOX plus
duale Checkpoint Inhibition, besonders bei Patienten die ansprechen und mit positiver PD-L1
Expression. .
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Anti-HER2
Anti-FGFR2

Intestinal Distal>proximal

CIN
* Intestinal histology
* TP53 mutation
* RTK-RAS activation

EBV
* PIK3CA mutation
*PD-L1/2 overexpression 0,
* EBV-CIMP 4%
* CDKNZ2A silencing
* Immune cell signalling

High mutational burden

MSI
* Hypermutation 5%
* Gastric-CIMP

* MLH1 silencing

Female>male 1 median age

Nivo + Chemo

* Mitotic pathways
) ) MSI-H MSS
» Diffuse histology NIV + chemo | Cheme NIVO + chemo | Cheme
'} n=23) n=21) n = 696) (n = 682)
.CDH1' RHOA mutations 100 1 Median 0%, me »7 2.3 1001 Median 05, mo 138 ns
* CLDN18-ARHGAP fusion w{ n o wann W % s Mas  posns
: - Unstratified MR (95% C1) 0.38 (0.17-0.84) Unstratified HR (95% CI) 0.78 (0.70-0.88)
* Cell adhesion 80 gt R = - 80 SR r3 =
g n . 11 ooy @) 1744 £n osnc) (5543) “2:51)
H H o | feo
Anti-CLDH1, anti-RHOA ? fo e R
3 3 \
S w0 Ko g w0
5
& 3 é 30 \“\\
T ——— [ P v 5 o KEYOTE- 661 2 - = 20 E \\‘_:T"_‘"_'M
100- \"-\ -
10 10 > -
® * 0 T p— T T e 0 T gy ey T
; &0 0 3 6 9 12 15 18 21 24 27 30 33 3% ¥ 4@ 45 0 3 6 9 12 15 18 21 24 27 30 33 36 39 4@ 45 48 51
H e Months Months
ic

Mo,k
ol 29 155 01 s3 16 o
w W6 w1 o= w1 o ]

Der MSI-H Status sollte standardmafig beim
fortgeschrittenen gastrodosophagealen
Adenokarzinom erhoben werden. Wirksamkeit der
IO Therapie unabhangig von der Therapielinie!

[€] il patients n KEVNOTE-062

ovesall survival %

Mo, 3t risk
Pesbolwsss 256 162 120 94 s1 ;o 4 g
Combiaion 357 194 1% BB 2 17 5 0
Chomomerspy 260 192 14 w18 2 0

The Cancer Genome Atlas Research Network; Bass et al Nature 2014
Smyth. Lancet 2020; 398: 635-8
Chao J et al. Jama Oncol 2021; 7(6): 895-902
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MSI-H Agnostische Zulassung

Pembrolizumab in MSI-H Tumoren

« Kolorektalkarzinom (nach FU basierter Therapie)
* Dunndarmkarzinom (nach Therapie)
R R Advanced/metastatic unresectable gastric cancer
« Magenkarzinom (nach Therapie)
« Biliare Tumore (nach Therapie) V
* Endometriumkarzinom l e et l
|
TABLE 3. Antitumor Activity for Tumor Types With Greatest Enroliment \% P \l/ \l, l
CR, PR, Median PFS, Months Median 0S, Months Median DOR, Months
Tumor Type No. MNo.  No. ORR, % (85% CI) (85% CI) (95% CI) (range) N o e
Endomeétrial 49 8 20 57.1 (42.2 to 71.2) 25.7 (4.9 to NR) NR (27.2 to NR) NR (2.9 to 27.0+) EﬁTcnntarralJtndmns for CCII'I'trTEDII'Ig:%hGI'IS cﬂal:llélll'lt!lﬁ‘hﬂllﬂt:ﬂl
Gastric 24 7 458 (256 to 67.2) 11.0(2.1 to NR) NR (7.2 to NR) NR (6.3 to 28.4+) I o angiogenic b ' angiogenic
Cholangiocarcinoma 22 2 7 40.9 (20.7 to 63.6) 4.2(2.1to NR) 24.3 (6.5 to NR) NR (4.1+ to 24.9+) L.
Pancreall 22 1 3 182(521040.3) 21(191034) 40(211098) 13.4 (8.1 1o 16.04)
Small intestine 19 = 5 42.1 (20.3 to 66.5) 9.2 (230 NR) NR (106 to NR) NR (4.3+ t0 31.3+)
Ovarian 15 3 2 33.3(11.8 to 61.6) 23(191w06.2) NR (3.8 to NR) NR (4.2 to 20.7+) -
—
Brain 13 0 0 0.0¢0.0to 24.7) 1100710 21) 56(1516.2) =
ne dose of pembrolizumab. Only confirmed responses are included. Response was Ramuciru dlh.lﬁl Hamudrumahmmuﬂlmpy Taxane or irinotecan Pembrolizumab mﬂﬂﬂ“
endent cen view [I, &; MCBS 2} 1, B; MCBS 1T 1, Al [1I, A; MCAS 3; ESCAT B
Al by the time assessment; CR, complete response; DOR, duration of response; NR, not reached;
‘ORR. obiective resoonse rate: 0S. overall survival: PFS. or n-free survival: PR. partial response.

Marabelle et al, J Clin Oncol. 2020 Jan 1;38(1):1-10 Lordick F . et al. Ann Oncol. 2022:
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ESMO GUIDELINES 2022: 1ST-LINE

Advanced/metastatic unresectable gastric cancer

'

1*line treatment

!

Platinum—fluoropyrimidine doublet ChT*

TOGA, Trastuzumab+Chemo, HER2-positiv

Events Median HR (95% Cl) [|. A]
overall
1.0 survival
(months)
094
— Trastuzumab 120 160 065 (051-083)

084 N plus chemotherapy

074 \‘\ — Chemotherapyalone 136 118
2
3 06 T
2 \\\ﬁ
B 0§ 3
= :
£ 044 i
B i

034

024 \_\-\—‘

01 H : . - r

18! {160 Addition of trastuzumab Addition of nivolumab'
2 4 6 B 10 12 14 16 18 20 22 24 2 28 30 3 34 36

[I, A; MCBS 3; ESCAT I-A]** [I, A; MCBS 4]¢

Ti th
Numberat risk me (months)

Trastuzumabplus 228 218 196 170 142 122 100 84 65 S1 39 28 20 12 11 5 4 1 0
chemotherapy

Chemotherapy 218 198 170 141 112 96 75 53 39 28 20 13 11 4 3 3 0 0 O l

alone

Radical resection to be considered

in highly selected cases®"

Lordick F, et al. Ann Oncol 2022

Lordick et al Ann Oncol 2022

CCC MUNCHEN
COMPREHENSIVE
CANCER CENTER

— HER2 POSITIV

CHECKMATE-649, PD-L1 CPS 2 5

1004 Nivolumab plus Chemotherapy
90_\\\ deabegy (-7 o)
%/ \\ Wedan, months (95%C)  144(133-162) 111(100-21)
o \
£ HRO71(984% (1053-086) pe0-0001
: 60
5 o4
L
204
104 — Nivolumab plos hemotherapy “no—ow
— (hemotherapy alone
v T T T T T T T T T T 1
0 3 b y o 5 B 1 A 7 P B ¥ B
Number at isk
(number censored)

Nwlmabphs 43 88 3} 3 M1 W u % & B n 9 1 0
demottesgy 0 Q) O @ (M By &5 B @) B @ 5 @) (6
Cemothempy 42 41 30 ;1 m B % % ¥ ¥ 8 2 0 0

dore (0)  G0) (B M9 @ 67 6O @ @ @3 m3) @ (@) (20

Janjigian Y, et al. Lancet. 2021 Jul 3;398(10294):27-40
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METASTASIERTES MAGENKARZINOM 1ST-LINE —
ESMO GUIDELINES 2022

August 29, 2023 6:50 am ET

3 KEYNOTE-811 trial

RAHWAY, N.J.--(BUSINESS WIRE)-- Merck (NYSE: MRK), known as MSD outside of the United States and Canada,

that the European Commission (EC) h YTRUDA, Merck's anti-PD-1 therapy, in
and p 9 for the fi
of factor receptor 2 (HER2)-positive gastric o
PD-L1 (Combined
[cPs)21).
Thi EC follows the posi ion from the Committee for Medicinal Products for Human
Use received in July 2023 3KEYNOTE-B11 trial. In the study, KEYTRUDA plus
pr ival (PFS)
(ORR), d lone in this patient population. In the study, more than 80% of

patients had tumors that were PD-L1 positive.

TOGA, Trastuzumab+Chemo, HER2-positiv

Events Median HR (95% Cl)

overall
10 survival
(months)
094
\\ —— Trastuzumab 120 160 065 (0.51-083)
084 plus chemotherapy
07 \1\ — Chemotherapyalone 136 118
2
3 06
2
505
3 h
S 044 H
03 i T
: —n
02 —
014 H s
18} 160
T T T T T 'r T T T T T T T T T T 1
2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Ti th
Number at risk e (months)

Trastuzomabplus 228 218 196 170 142 122 100 84 65 S1 39 28 20 12 11 5 4 1 0

chemotherapy

Chemotherapy 218 198 170 141 112 96 75 53 39 28 20 13 11 4 3 3 0 0 0

alone

KN811, Trastuzumab+Pembro + Chemo, HER2-

positiv, CPS > 1

80 ‘
5 704 ‘
gE
?m 60
i
5§
- 50 +
E% \
el | 59
g8 ] .
88
304
20+
104
o

Anzahl Risikopatienten
Pembrolizumab +SOC 298 250 200 150 116
soc 296 231 150 98 76

15 18 21 24 27 30 33 36 39 42

Zeitin Manaten

84 61 48 40 33 26 14 S 2 O
s4 38 24 20 15 12 6 3 1 o

Advanced/metastatic unresectable gastric cancer

'

1*line treatment

!

Platinum—fluoropyrimidine doublet ChT*
[, A]

Addition of trastuzumab
[I. A; MCBS 3; ESCAT I-A]*

Addition of nivolumab'
[I, A; MCBS 4]¢

Radical resection to be considered
in highly selected cases®"

Lordick et al Ann Oncol 2022
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Was tun bel Progress? Rezidiv?
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Intratumorale Heterogenitat und
klonale Evolution

ERBB2 FISH

34
Janjigian YY et al., Cancer Discov. 2017 Nov 9. pii: CD-17-0787
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Overall survival (%)

Number at risk
(number censored)

Trastuzumab emtansine
2-4 mg/kgweekly
Taxane

- kein Nutzen fur T-DM1 oder Trastuzumab nach

PR

Zwelitlinientherapie HER2+

Taxane Trastuzumab
(n=117) emtansine 2-4 mg/kg
weekly (n=228)
Median overall survival, months (95% Cl) 8.6 (7-1-11-2) 7-8 (67-9-5)
Number of events 71(607%) 164 (71-9%)

Unstratified hazard ratio (95% Cl)weekly  1-15 (0-87-1-51), p=0-86*
trastuzumab emtansine vs taxane

100—% —— Trastuzumab emtansine 2-4 mg/kg weekly
—— Taxane
ol T
!
\
A
“'.\\
40
20 ; ik, .
1]

T T T T T T T T T ]
0 3 3 9 12 15 18 21 24 7 30 33
Time (months)

228(0) 181(%) 134(11) 92(19) 57(32) 30(44) 21(48) 12(56) 4(61) 3(62) 1(63)

u7(0) 96(11) 68(16) 43(22) 26(30) 16(32) B(33) 6(40) S5(41) 3(43) 2(44)

Trastuzumabversagen

CCC MUNCHEN
COMPREHENSIVE
CANCER CENTER
100
PTX PTX + Tmab
— PTX (n=45) (n=44)
— PTX+Tmab Median, months 9.95 10.20
= (95% Cl) (7.56-13.08) (7.85-12.75)
iim ________________ Stratified HR (95% Cl) 1,230 (0.759-1.991)
3 P-value 0.199
4 (stratified log-rank test)
a
gl oo ow B w oy o e

8] 3 [} 9 12 15 18 21 24 27 30 33 36 39 42 as 48 51 54
No. of patients at risk Time (months)

45 41 35 25 19 10 10 6 6 4 3 2 2 1 1 1 1 1 0

4 41 37 24 17 10 7 4 2 1 0 0 0 0 0 0 0 0 0

Results from Biomarker study

HER2-positive rates in Before 1st line therapy  Before T-ACT trial
available paired samples ::2,25 IHC | FISH
(n=16) + 3 - + 3 +
100 i 3 - + 3 +
. + 3 - + 3 +
0 + 3 - + 2 +
o A + 3 - + 2 +
w \ + 3 - - 1 +
50 22 3 - 1 -
40 / — + 3 - 1 +
w + 3 - 1 -
2 + 2 |+ 1 +
+ 3 - 1] -
" 31% + 3 0
Before 1st line  Before + 3 = 0
therapy  T-ACT study + 3 0
+ 2 |+ | 0
+ 2 | o+ | 0 -
Definition of HER2 positive: IHC3+ or IHC2+ with FISH positive

Thuss-Patience et al 2017, Sukawa et al 2018

Makiyama et al, J Clin Oncol. 2020 Jun 10;38(17):1919-
1097
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Trastuzumab plus Ramucirumab-Paclitaxel in Her2+ mGC.:
Einarmige Phase Il 2nd Line HER-RAM-Studie aus Korea

100: B CR/PR
® ] W so Category Frequency (N = 50)
= i W FD
% ;9 50 “Ongoing response/disease control Best respol‘lse, No. {%)
0 CR
25 i CR 1)
£ PR 26 (52)
58 ]
2> ] ) 21 (42)
L
5% PD 2(4)
= 50 4
@ 1 ORR, % (95% CI)? 54 (39.3 to 68.2)
] DCR, % (95% CI)® 96 (86.3 to 99.5)
-100
B 100 | B CRPR 100 4
g W sD
] m D
E ;.:a: 50 » Ongoing 75
2z ]
T S —_
c; B = .
5~ 0 — 504 Median OS = 13.6 months
gl 3 (95% Cl, 9.4-17.7)
o 2
o) © 4
=
£33 ] 25 1
S 50 4
] — 0S
-100 r r r r T T T T T T T T
30 36 42 48 0 6 12 18 24 30 36 42 48
Time (months) No. at risk: Time After Treatment (months)
—_— 50 44 23 1 7 1 1 1 0

Kim CG et al. J Clin Oncol. 2023;41:4394-4405



TUMORZENTRUM
MUNCHEN

*ohkok g

TZM
**

PR

CCC MUNCHEN
COMPREHENSIVE
CANCER CENTER

&

Einfluss der Her-2 Expression auf das Uberleben

Best Change From Baseline

100

of Target Lesion (%)
o 8

&
=]
L

m PR
W sp

-100
HER2 status before first line [ N NEENEEEEEEEEEEEEE N

Response for first line

HER2 status before second line ....-..........-....-..

B HER2 HC 3+ Compl rtial for first-line
M HER2 IHC 2+, ISH + SD for first-line treatment
B HER2- PD for first-line treatment

100 A Median PFS
—— HER2 maintain 7.2 months
75 4 —— HER2 loss 6.4 months
P=.264
-Q\D
v« 504
[N
oo
25 -
T T T T T T T T
0 6 12 18 24 30 36 42 48
No. at risk: Time After Treatment (months)
— 15 9 4 1 0 0 0 0 0
e 8 4 2 0 0 0 0 0 0

Her-2 Expressionsverlust nach 1st line
Trastuzumab+ Chemo: 35% (n=23; 46%
Rebiopsien vor 2nd Line Therapie)

100 1 Median OS
—— HER2 maintain 15.1 months
75 —— HER2 loss 12.2 months
P=.554
=
P 50
o
25
T T T T T T T T
0 6 12 18 24 30 36 42 48
No. at risk: Time After Treatment (months)
— 15 1N 8 3 1 0 0 0 0
— 8 8 4 1 1 0 0 0 0

Kim CG et al. J Clin Oncol. 2023;41:4394-4405
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Derzeitige Standard 2nd Line Therapie: Trastuzumab
Deruxtecan- DESTINY Gastric 01 und 02

Hintergrund:

* Trastuzumab Deruxtecan (T-DXd): Kombination aus anti-HER2 und

Topoisomerase-I-Inhibitor

* Zulassung (FDA und EMA) fir met Brustkrebs nach >2 Vortherapien und

in Japan nach 1 CTX

bei fortgeschrittenem HER2+ GC

+ Phase-I-Studie: ORR 43,2% und medianes PFS 5,6 Monate mit T-Dxd e i%\\ /i

DESTINY-Gastric02: T-DXd in 2 2rd Line in
Kaukasiern

Key eligibility criteria Primary endpoint
+ Confirmed ORR by

+ Pathologically documented, ICR
unresectable or metastatic
gastric or GEJ cancer

Secondary endpoints®

« Centrally confirmed HER2 e 6.4 mg/kg Q3W + PFSbyICR
positive disease (defined as IHC « 0S8
3+ or IHC 2+/ISH+) on biopsy + DORbyICR

after progression on first-line « Safety and tolerability
trastuzumab-containing regimen

+ ECOGPSOor1

K ~ () €—— Tumourcells, TAMs

oy e e

Deruxtecan
é)‘ }i«/\qﬁ\)\ﬂ’g!‘m \)L‘; {:‘,gl 0 = Wﬂnw cell

Tetrapeptie-Based Cleavable Linker
{v/}‘ > >< DEATH

f Antigen O Lysosome

Pha es
gocyt Y mab ‘\Q Microtubules
3% Difusable drug 2 Cathepsin B

DESTINY-Gastric01: T-DXd in 2 3rd Line in Asien

= Multicenter, open-label, randomized phase Il study
Stratified by region (Japan vs Korea), ECOG PS
(0vs 1), HER2 status (IHC 3+ vs IHC 2+/ISH+)

Adult patients with HER2+*
Io‘::ally advanced or /
metastatic gastric or GEJ Randomized
cancer that progressed on e,
22 prior regimens’ \ " g/m? every 2 weeks or
(N=188) Paclitaxel 80 mg/m? Days 1, 8, 15 every 4 weeks
)

Until PD,
= unacceptable AEs,
or pt withdrawal

®  Primary endp

* Secondary endpoints: OS (key), DoR, PFS, DCR, confirmed ORR, safety

Shitara et al, Lancet Oncol. 2019 Jun;20(6):827-836,
Shitara et al, N Engl J Med 2020 Jun 18;382(25):
2419-2430.

Ku G et al. ESMO 2022; #1205
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Destiny Gastric 01: Drittlinientherapie mit T-DXd

100
904
Median
“n 80 Overall
T 704 No. of Deaths/ Survival O R R 430/
= No. of Patients (95% CI)
% 60 o 0
50+ Trastuzumab 62/125 12.5 (9.6-14.3)
% 0 ! T(';“tlﬁ“mab Deruxtecan m P FS 5 . 6 M O n ate
£ B | eruxtecan
8 ' Physician’s Choice 39/62 8.4 (6.9-10.7)
5 | of Chemotherapy mOS 12.5 Monate
204 ! Hazard ratio for death, 0.59
104 ! Physician’s choice (95% CI, 0.39-0.88)
i of chemotherapy P=0.01
0 T f T : T T T 1
0 3 6 9 12 15 18 21 24
Months
No. at Risk
Trastuzumab deruxtecan 125 115 88 54 33 14 7 3 0
Physician's choice 62 54 37 19 10 2 2 0 0
of chemotherapy

- HERZ2 Positivitat bei 30% Rebiopsie

Shitara et al., NEJM 2020
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Fdestiny Gastric 02: Zweitlinienth

7 T-DXd 6,4 mg/kg

404 (N=T79) 100
g
és 80
58 g
s z
3} E ol
£f 3
gg ’ 20
33

] ol
Gesicherte ORR: 38% (95% KI 27,3; 49.6)
-100 7 No. at Ri
- HERZ2 Positivitat bei 100% Rebiopsie

) CCC MUNCHEN
)i COMPREHENSIVE
CANCER CENTER

erapie mit T-DXd

T-DXd 6.4 mg/kg
(N = 79)

Median [95% CIJ: 12.1 (9.4,15.4)
Upper Limit

||||||||||||||||||||||||

o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23
ok Time (Months)
79 78 74 73 66 62 59 53 50 47 41 37 26 19 14 13 11 W0 9 7 5 3 1 0

MPFS 5.6 Monate
mOS 12.1 Monate

- Zulassung nach vorheriger Trastuzumabtherapie

Van Cutsem et al Lancet Oncol 2023
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DESTINY-GastricO1 DESTINY-Gastric 02

TEAEs bei 220% der mit T-DXd behandelten Patienten* TRAESs bei 215% der Patienten
Patienten
Table 3. Adverse Events Occurring in at Least 20% of the Patients Treated with Trastuzumab Deruxtecan.* N (%) (N=79)
Preferred Term Trastuzumab Deruxtecan (N=125) Physician’s Choice of Chemotherapy (N=62) Alle Grade Grad 23
Any Grade Grade 3 Grade 4 Any Grade Grade 3 Grade 4 - -
. Patienten mit
number of patients (percent) >1

Nausea 79 (63) 6 (5) 0 29 (47) 12) 0 21 TRAEs 74(93,7) 21 (26,6)
Neutrophil count decreasedt 79 (63) 48 (38) 16 (13) 22 (35) 10 (16) 5(8) TRAES mit einer Inzidenz von 21 5% a"er Patienten
Decreased appetite 75 (60) 21 (17) 0 23 (45) 8 (13) 0
Anemia 72 (58) 47 (38) 0 19 31) 13 (21) 1(2) | Ubelkelt 46 (58,2) 3 (3,3)
P\aselet count decreasedf 49 (39) 12 (10) 2(2) 4 (6) 1(2) 1(2) Fatigue 29 (36,7) 3 (3,8)
White-cell count decreasedq 47 (38) 26 (21) 0 22 (35) 5(8) 2(3)
Malaise 43 (34) 1) 0 10 (16) 0 0 |  Erbrechen 26 (32.9) 1(1,3)
Diarrhea 40 (32) 3 (2) 0 20 (32) 1(2) 0 . .
Vomiting 33 (26) 0 0 5 (8) 0 0 Dlarrho 22 (27’8) 1 (1’3)
Constipation 30 (24) 0 0 14 (23) 0 0 Vermlnderter
Pyrexia 30 (24) 0 0 10 (16) 0 0 Appetlt 18 (22,8) 1 (1,3)
Alopecia 28 (22) 0 0 9 (15) 0 0
Fatigue 27 (22) 9(7) 0 15 (24) 2(3) 0 Alopezie 17 (21,5) 0
Lymphocyte count decreased | 27 (22) 8 (6) 6(5) 2(3) 0 1(2) Anamie 15 (19 0) 6 (7 6)

Verringerte

Thrombozytenzahl 13 (16,5) 1(1,3)

Verringerte

Neutrophilenzahl 12 (15,2) 6 (7,6)

van Cutsem E et al. | Abstract #LBA55 | ESMO 2021, Virtuell
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Antiemese — NCCN Guidelines 2023

National

Comprehensive
IW[e{®'s Cancer

Network®

NCCN Guidelines Version 1.2023
Antiemesis

NCCN Guidelines Index
Table of Contents
Discussion

EMETOGENIC POTENTIAL OF PARENTERAL ANTICANCER AGENTS

LEVEL

AGENT

High emetic risk
(>90% frequency of emesis)?

* AC combination defined as any
chemotherapy regimen that
contains an anthracycline and
cyclophosphamide

* Carboplatin AUC 24

* Carmustine >250 mg/m?

« Cisplatin

* Cyclophosphamide >1500 mg/m?
* Dacarbazine

* Doxorubicin 260 mg/m?

* fosfamide 22 g/m? per dose
* Mechlorethamine

* Melphalan 2140 mg/m?

» Sacituzumab govitecan-hziy

[LLLE
|- Fam-trastuzumab deruxtecan-nxki

Streptozocin

Moderate emetic risk
(>30%—90% frequency of emesis)?

* Aldesleukin >12-15 million IU/m?
* Amifostine >300 mg/m?

* Bendamustine

* Busulfan

« Carboplatin® AUC <4

« Carmustine® €250 mg/m?

* Clofarabine

. Cyi.':lc:phosphamideb <1500 mg/m?
* Cytarabine >200 mg/m?

« Dactinomycin®

» Daunorubicin®

* Dinutuximab

» Doxorubicin® <60 mg/m?

* Dual-drug liposomal encapsulation
of cytarabine and daunorubicin

« Epirubicin® €90 mg/m?

» Idarubicin®

« Ifosfamide® <2 g/m? per dose

* Irinotecan®

¢ Irinotecan (liposomal)

* Lurbinectedin

* Melphalan <140 mg/m?

« Methotrexate? 2250 mg/m?
» Naxitamab-gqgk

« Oxaliplatin®?

* Romidepsin

* Temozolomide

» Trabectedin®

Adapted with permission from: Hesketh PJ, Kris MG, Grunberg SM, et al. Proposal for classifying the acute emetogenicity of cancer chemotherapy. J Clin Oncol 1997;15:103-109.
Grunberg SM, Warr D, Gralla RJ, et al. Evaluation of new antiemetic agents and definition of antineoplastic agent emetogenicity--state of the art. Support Care Cancer 2011;19:543-547.
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Interstitielle Lungenerkrankung (ILD) / Pneumonitis

DESTINY-Gastric-02: Ku G et al. ESMO 2022; #1205 — GC-02

% (n) 2.5(2) 5.1(4) 2.5(2) 10.1 (8)

* Median time to onset of drug-related ILD was 80.5 days (range, 42-344 days), with a median duration of 36.0 days

DESTINY-Gastric-01: Shitara K et al. NEJM 2020;382:2419-30 — GC-01

% (n) 2.4 (3) 4.8 (6) 2.4 (3) 0.8 (1) 10.4 (13)

* Median time to onset of drug-related ILD was 84.5 days (range, 36-638 days), with a median duration of 57.0 days

FAZIT: beherrschbare NW der T-DXd Therapie als 2L bei
kaukasischen Pat. mit HER2 pos. Magen/GEJ Karzinom
(10.2% ILD, CAVE 2 Todesfalle durch ILDs)

27% = Grad 3 TRAEs (weniger als in Rainbow)
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2nd-L Behandlungsoptionen (mGC)- Ausblick

ESMO Guidelines - 2022

Advanced/metastatic unresectable gastric cancer

N
2%-line treatment

! ! !

A4 A4 A4
No contraindications for Contraindications Contraindications for
ChT or antiangiogenic tx for ChT antiangiogenic tx

l | l

Ramucirumab—paclitaxel
[I, A; MCBS 2]

Taxane or irinotecan Pembrolizumab monotherapy Tras 2

[1, Al

Ramucirumab monotherapy
[, B; MCBS 1J*

[II, A; MCBS 3; ESCAT |-BJs>

adapted Lordick et al 2022
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DESTINY GASTRIC 04 STUDIE

REKRUTIEREND

DESTINY-Gastric04 study design

Stratification factors:

+ HER?2 Status (IHC3+ vs IHC2+/ISH+)
+  Geography (Asia [excl. mainland China] vs. US/EU vs. mainland China/ROW
+  Time to progression on 1L therapy (<6 months vs. 26 months)

Key Eligibility Criteria
5 Primary endpoint:

» Pathologically-documented, n=245 Slole s il . Osry .
inoperable, locally advanced, »| Day1 of each 21-day
recurrent, or metastatic GC cycle (Q3W) Secondary endpoints:
or GEJ cancer : PES

» Progressed on or after R * ORR (investigator's
trastuzumab containing 1.3 assessment)
feginch Ramucirumab 8 mg/kg * DOR

» HER?2 status, defined as Day1,15 of each 28-day cycle * DCR
IHC3+ or IHC2+/ISH+, at » + * Safety
post trastuzumab progression n=245| paclitaxel 80 mg/m? Day1,8,15 + PK

« ECOG PS 0 or 1 of each 28-day cycle « ADA/NAbs

Study Duration: 36 months (Accrual: 25 m + Follow-up: 11 m)
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Zusammenfassung metastasiertes gastroosophageales
Karzinom

Die Sequenztherapie hat sich beim metastasierten Magenkarzinom etabliert!
Allerdings < 50% der Patienten in Studien erhalten 2.Linientherapie

->Zweitlinientherapie: Chemo + Ramucirumab Standard (RAINBOW) -
KEIN Stellenwert der IO Therapie

Anti-angiogene Substanzen vermitteln auch immunmodulatorische Effekte:

->Die Sequenz von 18t Linien 10 + CTX gefolgt von Ramucirumab zeigte in
retrospektiven Analysen Vorteile in der Wirksamkeit gegentber historischen
Daten

-> Ramucirumab/Folfiri mdglicherweise neue Zweitlinientherapie Option nach
Taxan Vortherapie? Phase Il Ramiris Studie rekrutierend!

Her2 positiv: T-DXd neue Zweitlinientherapie! Konkordanz der Ergebnisse aus
Destiny Gastric 01 (kaukasier) und 02 Studie (Asiaten) bzgl. ORR, OS und PFS (ESMO
2022). Cave ILD und Nausea und Vomiting! Bestimmung der Her-2 Uberexpression vor
Beginn empfohlen

MSI-high-Tumore(~4%) hohe Sensitivitat fir IO Therapie- Testung ab Erstdiagnose!
Brauchen wir hier die Chemotherapie?
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