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Diagnostik — Welche Marker brauchen wir?

e Erstlinie
* HER2
« PD-L1 (CPS)
* MSI
e Claudin 18.2

e Zweit-/Drittlinie
* NGS
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Diskordanz des HER2 Status
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Erstlinientherapie CTx+Trast+Pembro

Trastuzumab/Chemo +/- Pembro

Pembro Placebo

ORR and DCR, Arm Arm
% (96% CI) (N=133) (N=131)
ORR 74.4% §1.9%

(66.2-81.6) (43.0-60.7)

ORR difference® 22.7% (11.2-33.7)
P = 0.00006

DCR 96.2% 89.3%
(91.4-98.8) (B2.7-94.0)

CPS21 84%
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Erstlinientherapie CTx+Trast+Pembro

PFS in CPS>1 OS in CPS>1
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Ausblick - Chemotherapie fur alle Patienten?
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Ausblick - Chemotherapie fur alle Patienten?

Previously untreated
HER2+ locally
advanced of
metastatic EGA

[A] overall survival

1.04
Median 05 (95% Cl)
2 08 — 16.4mo (8.3-25.9)
= — 21.8mo (12.7-30.8)
=1
2 0.6
[
o
T 0.4-
=
5
v 0.24
0 T T T T T 1
0 200 400 600 800 1000
Time, d
No. at risk !
Ipilimumab 44 33 19 14 5 1
FOLFOX 44 38 24 13 5 1

Hubertus Wald
Tumorzentrum

C

I Hubertus Wald Tumorzentrum
Universitares Cancer Center Hamburg

ope

Ein Kompetenznetzwerk des UKE

( ~\
Trastuzumab+Nivolumab

+lpilimumab
. J

( ~\
Trastuzumab+Nivolumab

+FOLFOX

|\ J

Progression-free survival

1.04
Median PFS (95% CI)
> 0.8+ — 3.2mo (2.0-6.5)
= —— 10.7 mo (6.6-13.1)
o
2 0.6
=]
=
T 0.4-
s
S
0.2
0-— T T T T 1
0 200 400 600 800 1000
No. at risk Time to worsening after response, d
Ipilimumab 42 13 3 1 0
FOLFOX 43 29 12 2 1 0

Survival Probability

Product-Limit Survival Estimates

With Number of Subjects at Risk
10 + Censored
084
064
0.4
0.2+ T _
0.0+
1 40 36 w 2 2 al 0 18 12 10 7 6 5 4 1 o
s
o 3 [} 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Overall Survival [months]
[Treatment group 1 TrastNivolpl_—— - 2 TrastNivorFol |
NLR ratio< 5+ HER2 3+ L
1004+ Ipi OS NR
g 1 % - FOLFOX 0S 23.2
e ]
s h
> 504
5 ] i
3 ] i
o B | — T—
S ]
o ]
O A B B B e e e B
0 20 40 60
51% of patients OS (months)
Ipi 19 18 16 8 5
FOLFOX 22 21 13 6 2

Stein et al JAMA Oncol 2022, Tintelnot et al ASCO 2023

ISRAELITISCHES KRANKENHAUS HAMBURG
AKADEMISCHES LEHRKRANKENHAUS DER UNIVERSITAT HAMBURG
GEGRUNDET 1839



Immuntherapieeffektivitat beim EGA
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MSI-H/dMMR — pradiktiv fir anti PD-1/L1
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Immuntherapie 1st line EGA — CPS>10 (HER2-)

F5FU/Cisplatin +/- Pembrolizumab

HR 073 (95% C1 0-62-0-86)
p<0-0001
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= Pembrolizumab + Chemo in CPS>10
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Immuntherapie 1st line EGA — CPS>10 (HER2-
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Immuntherapie 1st line EGA — CPS>5 (HER2-

FOLFOX/CAPOX +/- Nivolumab

Nivolumab plus Chemotherapy
chemotherapy (n=473) alone (n=482)
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Overall survival (%)
-]
1

404
30
20
104 — Nivolumab plus chemotherapy
—— Chemotherapy alone
0 T 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 39
Numberat risk
(number censored)
Nivolumabplus 473 438 377 313 261 198 149 96 65 33 2 9 1 0
chemotherapy  (0) ()] (@) 1) (14) (39) (55) (91) (110) (133) (142) (155) (163) (164)
Chemotherapy 482 471 350 271 m 138 98 56 34 19 8 2 0 0

alone  (0) (10) 13) (19) (1) (37) (50) (78) (93) (103) (113) (118) (120)  (120)

Hubertus Wald
Tumorzentrum

C

J ebertus Wald Tamorentu Janjigian et al Lancet Oncol 2021

Universitares Cancer Center Hamburg

ope

ISRAELITISCHES KRANKENHAUS HAMBURG
Ein Kompetenznetzwerk des UKE AKADEMISCHES LEHRKRANKENHAUS DER UNIVERSITAT HAMBURG
GEGRUNDET 1839



Immuntherapie 1st line EGA — CPS>5 (HER2-

FOLFOX/CAPOX +/- Nivolumab
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Immuntherapie 1st line EGA — CPS>1 (HER2-

FP/CAPOX +/- Pembrolizumab
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ldealer CPS Cut Off?

_ Pembro (KN 062) | Pembro (KN 590) | Nivo (CM 649) | Pembro (KN 859)

0.74 (n=201) 0.74 (n=201) 0.78 (n=1579)
CPS<1 0.92 (n=265) 0.92 (n=344)
CPS>1 0.85 (n=507) 0.76 (n=1296) 0.74 (n=1235)
CPS<5 0.94 (n=606)
CPS>5 0.70 (n=955)
CPS 1-9 0.83 (n=682)
CPS<10 0.66 (n=100) 0.91 (n=794) 0.86 (n=1026)
CPS210 0.85 (n=189) 0.83 (n=97) 0.66 (n=768) 0.65 (n=551)
th]E | ! Shitf:] r'a et al 2020, Sun et al 2021,
Janjigian et al 2021/2023, Rha et al 2023
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CPS25 0.70 (n=955) —> akzeptabel HR 0.7
CPS 1-9 0.83 (n=682)

CPS<10 0.91 (n=794) 0.86 (n=1026)

CPS210 0.66 (n=768) 0.65 (n=551) —> ideal HR 0.66

th]E N = [T— Shitara et al 2020, Sun et al 2021,
pm—— Janjigian et al 2021/2023, Rha et al 2023
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|dealer CPS Cut Off?

_ Pembro (KN 062) | Pembro (KN 590) | Nivo (CM 649) | Pembro (KN 859)

0.78 (n=1579)

CPS<1 0.92 (n=265) 0.92 (n=344)

CPS>1 0.76 (n=1296) 0.74 (n=1235) = HR0.74/76
CPS<5 0.94 (n=606)

CPS25 0.70 (n=955) —> akzeptabel HR 0.7
CPS 1-9 0.83 (n=682)

CPS<10 0.91 (n=794) 0.86 (n=1026)

CPS210 0.66 (n=768) 0.65 (n=551) - ideal HR 0.66

th]E N [ T — Shitara et al 2020, Sun et al 2021,
pm—— Janjigian et al 2021/2023, Rha et al 2023
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ldealer CPS Cut Off?

_ Pembro (KN 062) | Pembro (KN 590) | Nivo (CM 649) | Pembro (KN 859)

0.78 (n=1579)

CPS<1 0.92 (n=265) 0.92 (n=344)
CPS21 0.76 (n=1296)  0.74 (n=1235) > HR 0.74/76 —
CPS<5
CPS25
CPS 1-9 0.83 (n=682) )
CPS<10
CPS210
> CPS 1-4 HR?

th]E N = [T— Shitara et al 2020, Sun et al 2021,
pm—— Janjigian et al 2021/2023, Rha et al 2023

enznetzwerk des UKE




|dealer CPS-Bestimmungszeitpunkt?

Post-CRT Changes in PD-L1 Expression

- "’:‘t a . :-:"‘i‘i-\
{ —> CPS Zunahme bei 50%!
- PD-L1 Expressionsanderungen vorrangig in
Immunzellen (Lymphozyten, Makrophagen)
& Pre-CRT =
O Post-CRT b
0 25 50 75 100 0 25 50 75
PD-L1 CPSa TC PD-L1® (%)
hDPE | i Kelly et al ESMO Gl 2023




Therapiealgorithmus Erstlinie

Adenokarzinom des Magens
oder gastroosophagealen

CAVE: Osophagus (Adeno) CPS>10

hope IS

I Hubertus Wald Tumorzentrum
Universitares Cancer Center Hamburg

enznetzwerk des UKE

Ubergangs
HER2 - HER2 +
CPS —

CPS + " (CPs<s?)]| cps+ | cps- |

" roLrox/capox+ ) [ ) C coLFox ICAPOX + ) 4 h
PD-1 Antikorper FOLFOX/CAPOX Trastuzumab + FOLFOX/CAPOX +
Pembrolizumab CPS>1 (FLOT) ) Trastuzumab
Nivolumab CPS$25 Pembrolizumab

N — J N J \_ J \_ J

MSI-H/dMMR - friihe Chemotherapiedeeskalation




Therapiealgorithmus Erstlinie (nach periop)

Adenokarzinom des Magens oder
gastrodsophagealen Ubergangs
(<6-12 Monate nach periop FLOT)

Rebiopsie

(HER2, CPS, MSI)

I Hubertus Wald Tumorzentrum
Universitares Cancer Center Hamburg

enznetzwer|

k des UKE

HER2+ und/oder
CPS+

\ 4

—

HER2- und
CPS-

[

5FU/(Cis)Platin +/- anti-PD-1 +/- Trastuzumab
Pembrolizumab CPS>1, Nivolumab CPS>5

v

KP.W!\’!—‘\

RAMIRIS Studie (Pacli-Ram vs. FOLFIRI Ram)
FOLFIRI (bevorzugt bei ausgepragter PNP)
Paclitaxel+Ramucirumab

bei >6 Monaten ggf. nochmal FU/Platin

ISRAELITISCHES KRANKENHAUS HAMBURG
AKADEMISCHES LEHRKRANKENHAUS DER UNIVERSITAT HAMBURG



/olbetuximab+FP+0OX in Claudin 18.2+ EGA

Mechanism of Action

of Zolbetuximab
zobetwimab
-~ a2
1
T y ‘ {Q& :
477 N
7
“cyR+ Effector Cell CLDMN18.2 Complement

Shitara et al LBA 292 ASCO GlI, Xu et al ASCO Plenary 2023




/olbetuximab+FP+0OX in Claudin 18.2+ EGA

Mechanism of Action
of Zolbetuximab

zobetwimab

" "
- ffzi‘
77 NN

“¢cyR+ Effector Cell

v

¢ )

CLDN18.2 Complement

rsitares Cancer Center Hamburg
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FOLFOX | FOLFOX CAPOX+ CAPOX+
+Zol +Pla Pla

60.7 62.1 54% 49%
PFS 10.6 8.7 0.75 8.2 6.8 0.69
OS 18.2 15.5 0.75 14.4 12.1 0.77

ca. 20% CPS>5 (17?)

CPS 1-9 (+anti PD1) > HR 0.83

Shitara et al LBA 292 ASCO GlI, Xu et al ASCO Plenary 2023
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/weitlinientherapie HER2+

Overall survival (%)

Mumber at risk
(number censored)
Trastuzumab emtansine
2-4 mgkgweekly

Taxane

hope |

Taxane Trastuzumab
(n=117) emtansine 2-4 mg/kg
weekly (n=228)
Median overall survival, months (95% CI)  8-6 (7-1-11-2) 79 (67-9-5)
Number of events 71(607%) 164 (71-9%)

Unstratified hazard ratio (95% Clyweekly ~ 1-15 (0-87-1-51), p=0-86*

trastuzumab emtansine vs taxane

100—% —— Trastuzumab emtansine 2-4 mg/kgweekly
—Taxane
ol
kk
.
60 ﬂ—i—;
"'.-.1\
404
2o S agnpt e -
o 1 é. T T T T T T T T 1
0 3 9 12 15 18 21 4 ¥ 30 33
Time {(months)
22B(0) 181(8) 134(11) 92(19) 57(32) 30(44) 21(48) 12(56) 4(61) 3I(62) 1(63)
17(0) 96(11) EB(16) 43(22) 26(30) 16(37) B(39) 6(40) 5(41) 3(43) 2(44)

= kein Nutzen fir T-DM1 oder Trastuzumab nach Trastuzumabversagen._

Hubertus Wald
Tumorzentrum
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100
PTX PTX + Tmab

=PTX (n=45) (n=44)
— PTX+Tmab Median, months 9.95 10.20

S 3 (95% Cl) (7.56-13.08)  (7.85-12.75)

5, Stratified HR (95%Cl)  1.230 (0.759-1.991)

i P-value 0.199

1] ' g

2 (stratified log-rank test)

a f

0 h 5 o H ® ) g b ‘l'—--'

0 K 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
No. of patients at risk

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

44 41 37 24 17 10 7 4 2 1

Time (months)
1 1 1 0
0 0 0 0 0 0 0 1] 0

Thuss-Patience et al 2017, Sukawa et al 2018
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HER2 Status nach anti HER2 Therapie

HER2 status after 1st line chemotherapy

HER2-positive rates in available _Before 1st line therapy |  Before T-ACT trial |
paired samples (n=16)

HERZ status| IHC | FISH |HERZ status| IHC | FISH |

+
+

100%

CI O LI B O I B N W B )

31%
Before 1st Before
line therapy  T-ACT study

See Abstract 4029 Sukawa Y et al
for more biomarker data | Definition of HER2 positive

NN W W W WwN W W W W wwwww
O 00000 AaAaaanmnwww

S o S S S S S O S S

I Hubertus Wald Tumorzentrum Su ka Wa et a I . ASCO 20 18

Universitares Cancer Center Hamburg
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Antibody-Drug Conjugate (ADC)
Trastuzumab — Deruxtecan

/

Penetration of released

payload to neighbors Cancer cell /

T-DXd

f (/L -
Internalization ‘ ._,l,:‘
\*== payload release ) L’
A > /
‘ Nucleus

HER2 \ \ Nucleus

.. Cancer cell JV \I\ Topoisomerase | inhibition

/N \//\/Cell death

Shitara et al Gastric Cancer 2021
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Drittlinientherapie mit T-DX

100 |
90 i
|
80 |
2 |
3 704 '
£ 604 i
s i
g 501 ! ! Trastuzumab
o I I Trastuzumab Deruxtecan
T 404 | | deruxtecan . i
g ! ! Physician’s Choice
S 304 ! | of Chemotherapy
201 | o
104 ! Physician’s choice
: of chemotherapy
0 T i T : T T T 1
0 3 6 9 12 15 138 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

ope

Hubertus Wald
Tumorzentrum

C

Hubertus Wald Tumorzentrum
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Median
Overall
No. of Deathsf Survival
No. of Patients (95% CI)
mo
62/125 12.5 (9.6-14.3)
39/62 8.4 (6.9-10.7)

Hazard ratio for death, 0.59
(95% Cl, 0.39-0.88)
P=0.01

ORR 51%

MPFS 5.6 Monate

- HER2 Positivitat bei 30% Rebiopsie

Shitara et al., NEJM 2020

ISRAELITISCHES KRANKENHAUS HAMBURG
AKADEMISCHES LEHRKRANKENHAUS DER UNIVERSITAT HAMBURG
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/weitlinientherapie mit T-DXd

= T-DXd 6,4 mg/kg
(N =79)

ORR 38%
N R RHRHA{ATRART TPFS 5.5 Monate

3

Beste prozentuale Werandenung der Summe
der Durchmesser gageniber Basalin
8 8

- HER?2 Positivitat bei 100% Rebiopsie

8

Gesicherte ORR: 38% (95% Kl 27,3; 49.6)

— Zulassung nach vorheriger Trastuzumabtherapie

| Hubertus Wald Tumorzentrum VanCutsem et al Lancet Oncol 2023

eeeeeeeeeeeeeeeeeeeeeeeeeeeeeeee
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Wirksamkeit bei HER2 low?

IHC 2+/ISH-
40 -

20

20 4

Percent

—40 ) o
- Received prior irinotecan

- Received prior irinotecan

60 -

—80 -

80 -

I Hubertus Wald Tumorzentrum

Hubertus Wald Tumorzentr Yamaguchi et al JCO 2022
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MSI-H - Agnostische Zulassung

Pembrolizumab in MSI-H Tumoren

e Dinndarmkarzinom (nach Therapie)
 Magenkarzinom (nach Therapie)
 Biliaren Tumoren (nach Therapie)
 Endometriumkarzinom

Kolorektalkarzinom (nach FU basierter Therapie)

TABLE 3. Antiturnor Activity for Tumor Types

With Greatest Enroliment

ORR, % (95% CI)

Median PFS, Months
(95% CI)

Median 0S, Months
(95% CI)

Median DOR, Months
(range)

57.1(42.2 to 71.2)

25.7 (4.9 to NR}

NR (27.2 to NR)

NR (2.9 to 27.04)

458 (256 to 67.2)

11.0 (2.1 to NR)

NR (7.2 to NR)

NR (6.3 to 28.4+)

I Hubertus Wald Tumorzentrum
Universitares Cancer Center Hamburg

Ein Kompetenznetzwerk des UKE

409 (20.7 to 63.6)

4.2 (2.1 to NR)

243 (6.5 o NR)

NR 4.1+ to 24.9+)

18.2 (5.2 to 40.3)

2101910 34)

40(2.1109.8)

134 (8.1 to 16.0+4)

42,1 (20.3 10 66.5)

9.2 (23 to NR)

NR (10,6 1o NR)

NR (4.3+ 10 31.3+)

333(11.8to 61.6)

23(19106.2)

NR (3.8 to NR)

NR (4.2 to 20.74)

CR, PR,
Tumor Type No. No. No.
Endometrial 49 8 20
Gastric 24 4 7/
Cholangiocarcinoma 22 2 /
Pancrealic ; 1 3
Small intestine 19 3 5
Owvarian 15 3 2
Brain 13 0 0]

I version 1.1 by indepen

Ab e by

dent central r

0.0(0.0te 24.7)

the time of la

Marabelle et al., JCO 2020

1.1(0.7102.1)

56 (1.5t 16.2)

ORR. obiective response rate: 0S. overall survival: PFS. oroeression-free survival: PR. partial response.

nent; CR, complete response; DOR, duration of response; NR, not reached;

ISRAELITISCHES KRANKENHAUS HAMBURG
AKADEMISCHES LEHRKRANKENHAUS DER UNIVERSITAT HAMBURG
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https://www.ncbi.nlm.nih.gov/core/lw/2.0/html/tileshop_pmc/tileshop_pmc_inline.html?title=Click%20on%20image%20to%20zoom&p=PMC3&id=8184060_jco-38-1-g004.jpg

/weitlinie - Ramucirumab

Ramucirumab versus BSC Paclitaxel + /- Ramucirumab

A A
100 HR (95% Cl)=0-776 (0-603-0-998) 100 — Ramucinamab plus paditzed
Log-rank p value (stratified)=0-047 I Censored )
a0 —— Placeho plus paciitzoel
— Ramucirumab (n=238) § I Censored
80 — Placebo (n=117) 804 “
I G N *
= ensored 70 .
3 60- Median: 3,8 vs. 5,2 Monate E g Median: 7,4 vs. 9,6 Monate
E E .
éi!:‘ 40 P=0.047 . ] L P=0.017
v B a0 :
3 2
30 HR 0807 (a5% O 0-678-0.963)
20 - . Stratified log-rank p=0.07
I‘| 1 L 4 1 10+
0 — T T T T T T T T T T T T T T T T T T 1 T 1
012 3 45 6 7 8 9 1011 12 13 14 15 16 17 18 19 20 26 27 28 0 . . : : . . . : : . . ; . ,
0 2 4 3 B 0 1 14 16 18 0 1 4 k. 3
MNumber at risk Humber at risk
Ramucirumab 238 154 92 49 17 7 3 0 0 muciru‘n:t-plu: 330 308 267 128 185 148 116 78 4] 41 14 13 [ 1 0
clitmoel
Placebo 117 66 34 20 7 4 - 10 mpius;d:md B o194 241 0 3 e M 64 g 30 pr 13 5 2 0
] ertuswaldTumorzentum Fuchs et al., Lancet Oncol 2014,
Universitares Cancer Center Hamburg
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Leitlinienempfehlung Zweitlinie

Advanced/metastatic unresectahle gastric cancer

N

2"-line treatment

! ! | !

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

l l l

Ramucirumab—paclitaxel
I, A; MCBS 2]

Trastuzumab-
Deruxtecan

Taxane or irinotecan
[1.Al

Ramucirumab monotherapy
[I, B; MCBS 1]

Pembrolizumab monotherapy

[11, A; MCBS 3; ESCAT |-B]=*

IHubertusWaIdTumorzentrum ada pted Lord|Ck et al 2022

Universitares Cancer Center Hamburg

Ein Kompetenznetzwerk des UKE
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Drittlinie-/Salvagetherapie

TAGS

100 + FTD/TPI Placebo
(n=337) (n=170)
Events, no. (%) 244 (72) 140 (82)
Patients with mGC 80 7 Median, months 5.7 3.6
(including GEJ cancer)
o, —
. 22F'prior regimzps: FTD/TPI 4+ BSC HR (95% ClI) 0.69 (0.56-0.85)
— Fluoropyrimidine (n=337) -5i
— Platinum 35 mg/m2BID orally on Days 1-5 60 - 1-sided P2 0.0003
Py o *
— Jaxane and/or irinotecan it e L S€ 6-month OS: aStratified log-rank test
- HER2 inhibitor, if available, = a7% I
for HER2+ disease 8
— Refractory to/intolerant S 40 -
of last prior therapy FTD/TPI
* ECOG PS of 0 or 1 6-month OS: ! 12-month OS: — Placebo
» Age 218 y (220 y in Japan) o 21%
33% !
Stratification: ECOG PS (0/1), region 20 : :
(Japan/ROW), prior ramucirumab : !
*Treatment until progression, intolerable toxicity, or patient withdrawal (VES/HO) i 12-month OS: i
! 13% 1
OT—T T T T T T T T T T T T T T T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 1011 12 13 14 15 16 17 18 19 20 21 22 23 24 25
: risk Time (months)

Shitara et al., Lancet Oncol 2018
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Biomarkerbasierte Salvagetherapien

 NTKR — Entrectinib/Larotrectinib

Off label
* HER2 low — Trastuzumab Deruxtecan
 MET Amplifikation — Crizotinib
 FGFR2 Amplifikation — Futibatinib
 BRCA/-ness — PARPi (+/- PD-1i)

—> Artzenroth et al Poster heute abend

Yamaguchi et al 2022, Aparicio et al 2021,
Meric-Bernstam et al 2022

hope IS




Vielen Dank fur lhre
Aufmerksamkeit

stein@hope-hamburg.de
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