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Epidemiologie Osophaguskarzinom Osterreich
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Epidemiologie Magenkarzinom Osterreich

Eniwicklung der bisarfigen Neubildungen des Magens', Osterreich ab 2007 Altersverteilung und altersspezifische Inzidenz bzw. Mortalitit der bdsartigen Neubildungen des Maogens', 2015-2017
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Entwicklung der Perioperativen Therapie Uiber die Zeit

AlO FLOT4
FLOT-OP-FLOT
MAGIC FFCDC 5JUL: 45%
Alleinige Chirurgie ECF-OP-ECF CF“-OP-CF
5JUL: 23% 5JUL: 36% 5JUL: 38%

NEJM 2006 JCO 2011 ASCO 2017
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Entwicklung der Perioperativen Therapie Uiber die Zeit

Preoperative Chemoradiotherapy
for Esophageal or Junctional Cancer
P.van Hagen, M.C.C.M. Hulshof, J.J.B. van Lanschot, E.W. Steyerberg,
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» Paclitaxel 50mg/m2 + Carboplatin AUC2 d1,8,15,22,29
»Radiotherapie 23x1.8 Gy (41 Gy)
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m e ANNALS o
ONCOLOGY

driving innovation in oncology

SPECIAL ARTICLE

Gastric cancer: ESMO Clinical Practice Guideline for diagnosis, treatment
and follow-up™

F. Lordick’, F. Carneiroz'3'4, S. Cascinus, T. FIeitasG, K. Haustermans’, G. Piessena'g'm'n, A. Vogel12 &E.C. SmythB, on behalf

of the ESMO Guidelines Committee”

Recommendations

e Diagnosis should be made from multiple (5-8) endo-
scopic biopsies to guarantee an adequate representation
of the tumour [IV, B].

e The histological diagnosis should be reported according
to WHQO criteria [V, B].

e HER2 expression by IHC and/or amplification by in situ
hybridisation [I, A; ESCAT score: I-A], PD-L1 by IHC ac-
cording to CPS [l, A] and MSI-H/dMMR [ll, A; ESCAT
score: |-B] are validated predictive biomarkers for drug
therapy.
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M o ANNALS o
ONCOLOGY

driving innovation in oncology

REVIEW ARTICLE

Recommendations for the use of next-generation sequencing (NGS) for
patients with metastatic cancers: a report from the ESMO Precision
Medicine Working Group Mosele et al. Ann Oncol 2020 31(11):1491-1505

Table 2. Summary recommendations
Tumour types General recommendations for daily practice Recommendation for clinical research Special considerations for patients
centres
Gastric cancers No current indication for tumour multigene
NGS

,Das Ende meines Vortrags“
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Magen-/Ubergangskarzinome — TCGA Klassifikation

Vier Subtypen:

- CIN: Chromosomale Instabilitat

- GS: Genomisch Stabil
- MSI: Mikrosatelliten-Instabil
- EBV: Epstein-Barr-Virus

Cardia
7

CIN

e TP53 mutation

¢ Intestinal histology

¢ RTK-RAS activation

GS

¢ Diffuse histology

e CDH1, RHOA mutations
* CLDN18-ARHGAP fusion
* Cell adhesion

TCGA, Nature 2014;513:202-209.

EBV

* PIK3CA mutation

* PD-L 1/2 overexpression
* EBV-CIMP

* CDKN2A silencing

* Immune cell signalling

* Hypermutation

* Gastric-CIMP

* MLH1 silencing

¢ Mitotic pathways

MSI




Tumorbiologie Magen/GEJ-Karzinome

CIN Subtyp

Cardia

CIN
¢ |ntestinal histology
* TP53 mutation
* RTK-RAS activation

EBV
* PIK3CA mutation
* PD-L 1/2 overexpression
* EBV-CIMP
* CDKN2A silencing
¢ Immune cell signalling

- ’ p—

——— Mutually exclusive amplification
Co-amplification

MSI
* Hypermutation
* Gastric-CIMP
* MLHT1 silencing
* Mitotic pathways

Receptor Tyrosine Kinase Activation
Deng N, et al. Gut 2012;61:673-84

GS
« Diffuse histology
* CDH1, RHOA mutations
* CLDN18-ARHGAP fusion
* Cell adhesion




Tumorbiologie Magen/GEJ-Karzinome

CIN Subtyp

Anti-HER2
Positive Phase-3: ToGA, Bang et al, Lancet 2010
Positive Phase-2: Destiny Gastric02, van Cutsem, Ann Oncol 2022

Anti-EGFR

Negative Phase-3: EXPAND, REAL3
Lordick et al, Lancet Oncol 2013
Waddell et al, Lancet Oncol 2013

Anti-MET

Negative Phase-3: MetMab, RiloMet
Shah et al, JAMA Oncol 2017
Catenacci et al, Lancet Oncol 2017

=72/193 (37.3%)

Anti-FGFR
BFGFR2 MKRAS WERBB2 WEGFR GMET Negative Phase-2: Shine
BRTK/RAS Absent Van Cutsem et al, Ann Oncol 2017

Positive Phase-3: FIGHT
Deng et al, Gut 2012;61:673-684. Wainberg et al, J Clin Oncol 2021



Her2-gerichtete Therapie Neoadjuvant



ESMO Gastric Cancer Living Guideline

Localised gastric cancer

)

Stage IA T1 NO MO

Endoscopic (a) or surgical
resection (b) [lll, B]

Multimodality treatment

I
! !

Pre-operative ChT (c) [l, A] No pre-operative ChT (staging
issue or emergency surgery) (e)

|

Radical gastrectomy (d) D2 Radical gastrectomy (d) D2
lymphadenectomy [I, A] lymphadenectomy [, A]

Post-operative ChT (c) [, A] Post-operative ChT (f,g,h) [l, A]

(c) A triplet ChT regimen including a fluoropyrimidine, a platinum compound and docetaxel should be given when possible. Recommended treatment duration is 2-3 months pre- and post-operatively.
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Her2-gerichtete Therapie: HerFLOT-Studie

ITT population N %
Regression grading according to Becker 12 214
(centrally assessed, primary endpoint)
Her2- PoS. GEA Complete response (Mo residual tumor) 14 25.0
>
_CTZ’ any N’ cMO0 Subtotal response (<10% residual 10 17.9
TABLE 3  Surgery and surgical morbidity of patients included in tumon)
the intention-to-treat population (n = 56) Partial response (10%-50% residual 15 26.8
turnor)
Event N % . ,
Minor response (>50% residual tumor) 4 7.1
Operated 26 100 MNo response 1 1.8
Resected 56 100 .
. Mot determined
Resektion RO 52 929
ypT status (locally determined)
R1 2 3.6
0 13 23.2
Unknown 2 3.6
1 (2] 10.7
2 8 14.3
< I J 3 24 429
4 Y
4 5 8.9
L y ypM status (locally determined)
MNegative 33 58.9
Positive 23 411

Hofheinz et al, Int J Cancer 2021;49:1322-1331.
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Her2-gerichtete Therapie: PETRARCA-Studie

104 fe—— + Censored
Logrank p=0.1300
: ]
PETRARCA Study Design —
Randomized, multicenter, investigator-initiated, phase I1/1ll trial 08 S ,
FLOT x4 2 Lt NS —— —
06 1
= Esophagogastric adenocarcinoma Resection g
* ¢T2-4 cNany cMO or Tany ctN+ cMO FLOT x 4 a FLOT FLOT/T+P I
* HER2-positivity (centrally assessed) § 04 mDFS * 26 months  not reached “
* ECOG<2 FLOT x 4 + Tras + Per [13-n.r]
+
Resection |
Stratification factors - 02 HR (95% C!) for Arm B vs. Arm A:
* ECOG(0orilvs.2) : FLOT x 4 + Tras + Per 0.576 l0,278-1,139|_p—0,14
* Location of primary (GE-junction vs. stomach) "
* Age (< 60 vs. 60-69 vs. 270 years) Tras + Per (9 cycles 3-weekly)
00 4

0 6 12 18 24 3 3

Study FLOT FLOT + P * Frihe Beendigung als Phase I

= T pCR
= Trend zur verlangertem DFS
= Laufende Phase Ill EORTC-INNOVATION

Hofheinz et al, J Clin Oncol 2020;38; abstract 4502.
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Her2-gerichtete Therapie: EORTC 1203 INNOVATION-Studie

[ HER?2 " \ XC or FLOT* 1 o XC or FLOT*
-positive pn e
locally advanced SIORACYEIES 3 or 4 cycles

GC or GEJ
adenocarcinoma | | Chemo+T - ‘ Chemo + T T
(N=215) i 3 cycles [ il ] 3 cycles | forup to 1 year
Centrally

confirmed
Y Stages IB—IIIJ BN Chemo+TP Chemo + TP TP
| 3 or4cycles | 3 or4cycles for up to 1 year

T = trastuzumab; P = pertuzumab

Wagner et al, ASCO 2023, abstract 4057.
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Results: Adverse events
Primary endpoint analysis mpRR (%) and

Gr,

impact of CT backbone changeto FLOT " P vt " 29

32(94.1)

32 (48.5)

64 (97.0)

48 (69.6)

66 (95.7)

Anemia 1(2.9) 3(4.5) 2(29)  11(159)

B A data pooled Diarrhea 129  11(32.4) 2(3) 33(30)  15(21.7) 47 (68.1)

‘ FLOT or FOLFOX/CAPOX Mucositis oral 1(2.9) 4(11.8) 1(1.5) 12(18.2) 7 (10.1) 18 (26.1)

" § ., 37T9% N Nausea 14 (41.2) 2(3) 28(424)  8(116)  33(47.8)

CT+T+P A yyy————— ' CT Backbone Vomiting 1(2.9) 1(15) 6(9.1) 2(29)  18(26.1)

. Fatigue 10(294)  3{45)  19(288)  3(43)  23(333)

M CisPys-FU CT Backbone Neutrophil count decreased 9(26.5) 14(412) 16(24.2) 30(455) 14(20.3) 26 (37.7)

Waeight loss 4(6.1) 13(18.8)

RO resection rate and i"pact of CT White blood cell decreased 1(29) 6(9.1) 3(4.3) 13(18.8)

I Ancrexia 9 (26.5) 1(15)  13(19.7)  3{43)  15(217)
s — backbone change to FLOT Dysgeusia 8 (17.8) 7 (10.8) 8 (11.8)
Ny Paresthesi 6(17.6 12 (182 8(11.6

CT+T \\\\m\\\m 55 9% P::ie:hef:llasensory neuropathy 5 §14 7; 10 215 2; 9((1'5))

R R R - S A % A
16.7% €T+ T+P AUANUANEANEINEINEINGNGN 222 Eplstaxis 1 (2.0 L 41!

(i

cT

R . l;%}% =
T . EXpOSUre to neoadjuvant treatment

L3 A% 4% 60 0%, 100% v Number of cycles of FLOT, N (%)
0% 20% 40% 60% 4 15(93.8) 28 (93.3) 25(80.6)
FLOT Relative Dose intensity* (%) — Median

. o o o o . Oxaliplatin 99.0 939 879
The increase of 3.1% (80% CI [-9.5%, 15.7%)], one sided p=0.378) Socetaxel .y S o
in CT+T+P arm vs CT arm was not statistically significant. Folinic acid 99.1 916 932

. 0 5-FU 99.5 941 82.0
The increase in CT+T arm vs CT arm was of 13.7% (80% CI . s G5
[0.7%, 26.7%], one sided p=0.099). Pertuzurabd 1000

Wagner et al, ASCO 2023, abstract 4057.

*calculated based on the number of cycles actually started by the patient
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Her2-gerichtete Therapie: Uberblick

HerFLOT FLOT + Trastuzumab 21% 42.5 Monate
PETRARCA 1 FLOT vs FLOT/Trast/Pert 12% vs 41% 26 Monate vs nicht erreicht
INNOVATION I CTx vs CTx/Trast vs CTx/Trast/Pert  23% vs 37% vs 26% * Nicht berichtet

TRIGGER I S1/Cisplatin + Trastuzumab 23% vs 50% Nicht berichtet
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Her2-gerichtete Therapie Neoadjuvant zur Radiatio

Phase lll: NRG Oncology/ RTOG 1010
T1N1-2 oder T2-3N0-2, HER2-positiv, ECOG PS 0-2.

% Priifarm: 102 Pat R
Trastuzumab* und wochentlich Paclitaxel (50 mg/m* / ~N
und Carboplatin (AUC2) fir 6 Wochen mit s Primirer End
S : punkt
/ Rmn i 504 Gy in 26 fractions, geloigt von Erkrankungsfreies Uberleben
- h
\ Sekundéarer Endpunkt
i Kontrollarm: 101 Pat ) — | Gesamtiberieben
Wachentiich Paclitaxel (50 mg/m? und Carboplatin \_ 4
(AUC2) fiir 6 Wochen mit Radiotherapie 50-4 Gy in 28
fractions, gefolgt von Resektion

\_ -

*Trastuzumab (4 mg/kg Woche 1, 2 mg/kg wochentlich fir 5 Wochen wahrend RCTX, 6 mg/kg einmal vor Resektion, alle 3 Wochen fir 13
Behandlungen, Start 21-56 Tage nach Chirurgie

Safran et al, Lancet Oncol 2022;23:259-269.
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Her2-gerichtete Therapie Neoadjuvant zur Radiatio

Phase lll: NRG Oncology/ RTOG 1010

Erkrankungs-freies Uberleben Gesamtiberleben

Tume unce randombation (months
Number at risk Number at risk
(number censored) (number cemored)
Chemoradiotherapy 96 (0) 5103 70 30 (4 ) ¢ 181 Chemoradsother apy

Safran et al, Lancet Oncol 2022;23:259-269.



Prazisionsonkologie perioperativ: Jetzt und in Zukunft

Hirden: Intratumorale Her2-Heterogenitat

TOGA HER2 heterogeneity by IHC score

Heterogeneity = < 30% staining
IHC3+ 30%

ARG 4‘\ TOGA HER2 % of positive cells in IHC3 + patients
w. N

% cells <10% 10-30% 31-79% 280%

% patients 3% 27% 31% 39%

' o N HER2: diffuse 1+

‘o : A

Caak 0 S \"‘, » OFKA . =
Lgh s AV R AT |

) A 5 % L S, . '

: f YIRS “ ./_‘_,, ."h:‘ “;_-.I... o

SR ol o £ 0 L AR

AR P st B RS k| |

A MG L : N 5 AL N AN A Y ‘

Many patients have only a small proportion of their tumour
addicted to HER2 signalling

Lordick et al, Nat Rev Clin Oncol 2016;13:348-360. Van Cutsem et al, Gastric Cancer 2015;18:476-484.
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VARIANZ-Studie: Intratumorale Her2-Heterogenitat und Prognose

1 —— Central HERZ-, local HERZ-
—— Central HER2-, local HER2+°
—— Central HERZ2+, local HERZ+*
=—— Central HERZ+, local HER2Z-

Trastuzumab treated

08 (probability)

- JuF- s
a3 ta 1

Li 1 ¥ 1 1 L

1] 12 24 36 48 ol T2 84
_— Time (months)
Central Local Mo. at risk

205 832 27 5 3 1 0 0

85 25 g 1 0 D 0 0

B0 40 16 9 B 4 3 0

g & 0 0 0 0 0

Haffner et al, J Clin Oncol 2021;39:1468-1478.
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Neue Her2-Cutoffs?
d | N
VARIANZ-Studie:
vorgeschlagene optimisierte cut-offs fir 1L Trastuzumab
ICH: 40% positive Zellen

CEP17:Her2 Ratio =2 3.0
1\ J

—— High HER2Z/CEP17 amplification ratio
Low HERZ/CEFP17 amplification ratio

=1
1

= High HER2 cell staining
—— Low HERZ2 cell staining

s

HR, 0.36; 95% CI, 0.21 to 0.59

HR, 0.46; 95% CI, 0.29 to 0.73
P = 5.9e-05

P=.001022

0S (probability)
0S (probability)

0 12 24 36 48 60 72 84 0 12 24 36 48 60 72 84

Time (months) Time (months)

fic

Haffner et al, J Clin Oncol 2021;39:1468-1478.



Tumorbiologie Magen/GEJ-Karzinome

Cardia
7

CIN

¢ Intestinal histology

* TP53 mutation

¢ RTK-RAS activation

MSI-H Subtyp

EBV
* PIK3CA mutation
* PD-L 1/2 overexpression
e EBV-CIMP
* CDKN2A silencing
* Immune cell signalling

GS
« Diffuse histology
e CDH1, RHOA mutations
* CLDN18-ARHGAP fusion
* Cell adhesion

ATGAAAAAARATTC
TACTTTTTTITAAG
I.J; Normal
DNA replication it DNA replication |
normal e defect ’J b DNA
4 0 41 MSS
ATGAAAARAAATTC ATGARRATTC p
TACTTITTITIAAG TACTTTIAAG
ATGAAAARAAATTC ATGAAAATTC
TACTTTITITTAAG TACTTTIAAG i Tu mor
1 1 I DNA
oo NooT Aﬂ MSI
- - - R
- . < D
MSS MSI

MSI
e Hypermutation
* Gastric-CIMP
* MLH1 silencing
* Mitotic pathways




Tumorbiologie Magen/GEJ-Karzinome

MMRd/MSI-h Subtyp

Intestinal
> Diffu§e

Distal>proximal

10U
&
8 g
8. 751 2 9%
e3P E
a Sootwe Tumour purit §v 2
r%w";;y [ : ; I.|lll|l ||| 1 i : | €2 50 S 60 4
schamgh ILIEL L1 0 . ot avalal ° == g
Muﬂm;g (S0 1] I | — SIS (E s ] Moleoulacich g'a 25 4 E 30
L e— eatures )
ssencios WM T WIT KRR 11 e
QRS 1T 5§ T 111118 W1 S e — Sa— — ] -4 04-- - - 0-
EBvpostve I ] [ Not avalla v - v
o 10077 — - ahn ok o GE-junction Fundus Antrum
gg Tg;"g | "}"\ k\ EBV MSI GS COIN carca body pylorus
2™ o = T 100 » 901 P
— . @ :
i ~ : R ey e Y Yl M
§§ o | e 2 TSI T AP S 3 g 70{t
- fim i G e B, S Sl
r‘_m"n £ ~;;.-.~;.‘:‘ )'.\-' R § ::E 604 Z-'
< ]
% 01 |
§, 404
i . : e
High mutational burden EBV MSI GS CIN EBV MSI GS CIN
Female>male T median age

8%-10% operables Stadium
3%-5% Stadium IV

Bass et al, Nature 2014;513:202-209.
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Perioperative Chemotherapie bei MSI-H/dMMR

MAGIC CLASSIC Metaanalyse
S N=39 %

Chemotherapy and "‘1\ : '

surgery, MSS or MSI-L e T
surgery, MSI-FKH | v T e

100+

p—y
(=]
1

804

<
©

o
o]
|

=
‘©
=
35:- 60 - = 0.7 -
= Surgery, M55 or M5I-L | S 0.6
= Surgery, M5I-H @
S 401 | S 0.5
(%] E
Log-rank p<0.001 L 0.4 -
@ )
—— M55 & Surgery only Surgery only vs. Surgery + CTx. g 0.3 4 === MSI high, surgery only
204 S :sﬁ‘“‘!"""‘":': 2SS MSI-H @ 07 - —t= MSI high, chemotherapy
MEA-H & Sorgery +CTx p=9oom £=0m1 5 =t MSS/MSI low, surgery only
0.1 4 b MSS/MSI low, chemotherapy
04— T T T T T T T T T 1 ; e v . T T T T T T T
0 1 2 3 4 3 6 7 8 s 10 » “ ” % 0 12 24 36 48 60 72 84

Time From Surgery, .
ey Time (months)

Smyth et al, JAMA Oncol 2017;24:1449-1458; Choi et al, Ann Surg 2019;270:309-316; Pietrantonio et al, J Clin Oncol 2019;37:3392-3400..

Intrinsische Resistenz gegenuiber Platinen und 5FU
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AlO-DANTE: FLOT bei MSI-H/dMMR Magen-Ca

Arm B: FLOT x4 — OP - FLOT x4
Type 1-3
GEJ/GC
Arm A: FLOT/Atezo x4 — OP — FLOT/Atezo x4 — Atezo x 8

Pathological Regression Becker Classification
FLOT + Atezolizumab (arm A) vs. FLOT (arm B) TRG1a/b?
A B A B
All patients (N= 295; 146|149) 35 23 71 58
(24%) (15%) (49%) (39%)
PD-L1 CPS >1 (N=170; 82| 88) 20 13 42 40
(24%) (15%) (51%) (46%)
PD-L1 CPS >5 (N=81; 40| 41) 11 8 22 18
(28%) (20%) 55% 44%
PD-L1 CPS 210 (N=53; 27| 26) 9 3 18 10
(33%) (12%) (67%) (39%)
MSI high (N=23; 8|15) 5 4 6 7
(63%) (27%) (75%) (47%)

Al Batran et al, ASCO 2022, abstract 4003.
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Heidelberg Kohorte MSI-H/dMMR GEJ/Magen-Ca

Overall survival according to MSI status

104 e e e e K - Jo o= = - =k
Table 3. Histological regression after neoadjuvant treatment
(100 cases evaluable) and
Regression according to Becker MSS MSI-H '_E'
classification (91 cases) (9 cases) 5 o
TRG 1a (complete response) 0 (0.0%) 1(11.1%) g '
>
TRG 1b (<10% vital tumor) 19 (20.9%) 0 (0.0%) 2
TRG 2 (10-50% vital tumor) 26 (28.6%) 0 (0.0%) g%
TRG 3 (50% vital tumor) |_ 46 (50.5%) 8 (88.9%) ! 5
<y MSI status
_r_‘lmgs
-+ W\MSI-H
- 55% erhielten neoadjuvant FLOT o0 e

- obwohl haufiger TRG3 besseres OS in MSI vs MSS ; . : ' .
00 20,00 40,00 60,00 80,00
time (months)

Haag et al, IntJ Cancer 2019;144:1697-1703.
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MSI-H/dMMR — Immuntherapie neoadjuvant

NEONIPIGA-Studie

NEO-ADJUVANT treatment
6 cycles = 12 wks

TRG Mandard (N=29)
TRG 1: complete regression/fibrosis with no tumor cells

TRG 2: fibrosis with scattered tumor cells

ADJUVANT

treatment
9 cycles =9 mo

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

NIVOLUMAB
240 mg q2w (30 min IV)
+

IPILIMUMAB
1 mg/kg qéw (30 min IV)

C1 E2 C3 C4 C5 C6
Nivolumab | Nivolumab | Nivolumab | Nivolumab | Nivolumab | Nivolumab
+ +
Ipilimumab Ipilimumab

NIVOLUMAB

420 1ig oA (80 i ) TRG 4: fibrosis & tumor cells with dominance of tumor cells

TRG 5: tumor without evidence of regression

TRG Becker (N=29)

TRG 1a: complete tumor regression without residual tumor
TRG 1b: < 10% residual tumor per tumor bed

TGR 2: 10% to 50% residual tumor

TRG 3: > 50% residual tumor cells

Andre et al, ASCO Gl 2022, abstract 244.
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INFINITY: Neoadjuvante Immuntherapie

Trial Design

Ziel:
PCR und
Rsectable Gastric o ey e
or GF] cancer Sonot 5 ctDNA-Negativitat
Centrally

confirmed MSI-H Time, 12 Incomplete
& dMMR, EBV- weeks response

cT=2, any N, MO Restaging:
CT &PET scan
EUS with multiple biopsies/
) Liqu?:i?tlagsr\i/AMRD Evidence of Disease/ tumor regrowth
Tremelimumab
300 mg on day 1

Durvalumab
1500 mg on day 1, 29 and 57

. Non-operative Intensive
Intensive follow-up .
Every 12 weeks for 2 years: chest-abdomen-pelvis CT scan, EUS with Man agement follow up
multiple biopsies/nodal FNA, liquid biopsy MRD

Pietrantonio ASCO Gi 2023; abstract 358.
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Primary endpoint

TRG Becker
1a
1b
3

1 patient did not undergo surgery for PD

Among evaluable patients, rate of pCR was 60% and
rate of major to complete pathological response
(<10% viable cells) was 80%.
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Heterogeneous pMMR/dMMR status at surgery

Pietrantonio ASCO Gi 2023; abstract 358.
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Pradiktive Faktoren

Baseline clinical staging (EUS, CT +/- laparoscopy) Baseline Tumor Mutational Burden (Foundation One)

T4 T2 _T3 no pCR pCR -
PCR 1/6=17% PCR 8/9=89% No pCR: 26 Mut/Mb pPCR: 40 Mut/Mb

Significant correlation with pCR was found for Numerical correlation with pCR was found
baseline cT stage, but not for cN stage. for baseline TMB, but not for PD-L1 CPS.

Pietrantonio ASCO Gi 2023; abstract 358.
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Laufende Studien Immuntherapie resektables GEJ/Magen-Ca

__suie L ewe | nenpeome i i _

MATTERHORN
KEYNOTE 585
NEONIPIGA
INFINITY
VESTIGE
ATTRACTION 5
IMAGINE
IMHOTEP
GASPAR

FLOT * Durvalumab
Chemo + Pembrolizumab
Nivolumab/Ipilimumab
Tremelimumab/Durvalumab
Adj. Chemo vs adj. Nivo/Ipi
Adj. Chemo vs Adj.Chemo+Nivo
FLOT/Nivo vs Nivo/Relatlimab
Pembrolizumab

FLOT/Spartalizumab

TpPCR
EFS, pCR, OS MpCR, EFS n.s.
pCR
pPCR, ctDNA
DFS
RFS
pCR
pCR
pCR
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ATTRACTION 5: negatives Ergebnis

Nivolumab 360 mg IV Q3W

Key eligibility criteri Primary endpoint:
ey £HgIkiiity critorla + Chemotherapy
pStage Il GC/GEJC . , N=377 « RFS per BICR
D2 or more extended Wvesligalans U= 77} ints:
L choice of adjuvant Secondary endpoints:
chemotherapy ' . * RFS per investigator
ECOG PS 0-1 S-1°or CapeOX® Placebo IV Q3W 5%
Tumour tissue for PD L1 N=755 + Chemotherapy
- (N=378) » Safet
analysis Stratification factors: (N=378) y
« Stage (IIIA/IIIB/IC) Treatment duration:
« Country (Japan/Korea/Other) « Up to 1 year (Nivolumab/Placebo, S-1)
. Tk, = Placebo + (;h:mo(hevapy (N(:‘;Zn . Up to 6 months (capeox)
-
—_ BO ]
§ 70 1 Tumor cell PD-L1 expression :
‘% 21% 9/52 15/34 0.33 (0.14-0.75) -—
g 60 <1% 103/309 106/333 1.06 (0.81-1.40) o
% s Chemotherapy regimen :
& S-1 46/132 45/135 1.01 (0.67-1.53) .
Z Nivolumab + Placebo + CapeOX 67/245 791243 0.83 (0.60-1.15) ——
2 Chemotherapy Chemotherapy r T T T T 1
2 3. (N =377) (N=378) ; 0 1 2 3 4 . SP
8 : % avours Nivolumab avours Placebo
o i ':3:;32 (a5%ICl) NAINA, NJ:‘=)0.4363 :g (NA. N.A) + Chemotherapy + Chemotherapy
10J Hazard Ratio (95.72%Cl) 0.90 (0.69, 1.18)
3-year RFS rate (%) (95%Cl) 68.4(63.0,73.2) 65.3(59.9,70.2)
0 -

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

O369121518212427303336394245485154576063666972
Relapse Free Survival (months)

Terashima et al, ASCO 2023, abstract 4000.
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VESTIGE: negatives Ergebnis

Nivollpi arm

DmTﬁ}fm 23.26 11.93
- . &) (11.79-NE)  (8.36- 16.82)
= 1 1
Gastric or EG) adenocarcinoma stage Ib-1V el h"‘u-‘ 3
Completed pre-operative chemotherapy with a fluoropyrimidine/platin-containing regimen followed by surgery within 12 weeks prior to randomization b k_“\ql
vered from surgery g " L“‘q, -
ypMN1-3 status according to current (8th) version of TNM classification system AND/OR H ® -
5 t(8th) version of TNM g = Y
= T Lesey
P ;
Surgery * 1
F-]
N e e o "‘f.:‘"" b
| e w6

g 2 4 & L] 1" 2 1" 16 " x = - = -

e T i S S
umab 3 C
Ipilimumab 1mg/| ] " DFS per arm in PD-L1 CPS 21
h | HR 1.35 (0.38-4.81), p=0.6432

FU: CT scan chest and abdomen

Postop 7 days max 3 monthly for 2 years, then every 6 months until year 5 ..- !

recovery period between
3 months max  randomization and

Dimeans free aurveeali%]

treatment start “
o
ol
T
3
e i mosmf
5
A Fa—
Time in
Paberiz-at Ak
Lapmrenrid feeieerd 17 w n ¥ ¢ 1 1] ] & B 3 i T
il MRS 10 n w * T ] ¥ 1 2 2 2 L]

Smyth et et al, WCGI 2023; abstract O6.
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Potentielle zusatzliche Targets

Perioperativ untersucht

Anti-EGFR

Negative Phase-2:

Mariette et al, J Clin Oncol 2015 (Cis/5FU/Cetuximab)
Lockhart et al, Ann Oncol 2019 (Doce/Cis/Panitumumab/RT)
Cao et al, Medicine 2021 (Nimotuzumab)

Anti-VEGF/R

Negative Phase-2/3:

Cunningham et al, Lancet Oncol 2017 (ECX = Bevacizumab)
Al-Batran et al, J Clin Oncol 2020 (FLOT = Ramucirumab)
Zhang et al, Cancer Manag Res 2021 (FLOT = Apatinib)

Perioperativ nicht untersucht

Negative Phase-2 mGC: SHINE
Van Cutsem et al, Ann Oncol 2017

Positive Phase-3 mGC: FIGHT
Wainberg et al, J Clin Oncol 2021

Anti-Claudin18.2
Positive Phase-3 mGC: SPOTLIGHT, GLOW

Shitara et al, Lancet 2023
Shah et al, Nature Med 2023
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Cohort 1: 11 patients
Whole exome
sequencing
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Distant
Metastasis

Primary

100%

0%

80%

40%

20%

Barrieren fur Prazisionsmedizin?
Genomische Heterogenitat

Gene Mutations

Gene Amplifications

22% in 58% 19% in 3% 31%in
primary  shared metastasis primary shared metastasis
only only only only

100

80%

60%

40%

20%

0%
BT RRPNT R i i B % Sl .
5665565006000 5000000606060

BMetastasis Only B Primary Only B Shared

A B
PANGEA Trial
28 patients
Distant
Circulating Metastasis
Plasma DNA
Primary
Guardant 360 Foundation Medicine
targeted sequencing targeted sequencing

e

Treatment assignment

No discordance between
primary and metastasis
requiring change in
treatment assignment

Biomarker discordance
between primary and
metastasis led to treatment
reassignment

Pectasides et al, Cancer Discovery 2018;8:1-12.

PANGEA1 TP53 NGS
EGFR MS
MET  NGS
PANGEA2 TP53 NGS
KRAS NGS
ERBB2 NGS

- metastasis cfDNA

ERBB2 IHC/FISH [nE ] I

PANGEA3 TP53 NGS
ERBB2 NGS

:
ErpB2 IHC/FISH I | NG | | nec |
| .

EGFR  NGS

EGFR  IHC/FisH (I | |

PANGEA4  TP53 NGS
EGFR NGS

PANGEA 5 TP53 NGS
ERBB2 NGS

(R0 || Rz || Rosen |

ERBB2 1HC/FISH [ neG | NN I

PANGEAG TPs3 NGs NN |
FGFR2 NGS A ]
PANGEA7 TPS3 NGS [N IO
gres2 NGs NN ReG|WNEG
ErBB2 HC/FisH NN | weg | |
FGFR2 NGS [ ec ] I N
PANGEAS EGFR NGS NN [REG [REG
EGFR  MS =T ]
PANGEA9 ARIDIANGS | EEENEN I
P53 NGS | Nec | R
EGFR  NGS [wea | wes
EGFR NGS [EEEEIONN NG I
KRAS  NGS nea | (TGN [OTSN
PANGEA10 TPs3 Ncs [N NS D
FGFR2 NGs  IEISONN [TNEGT I
[} nation [l o
W nsertion ] fusion || indeterminate

NGS: next genevation sequancing MS: mass spectometry

IHC: immunohistochemistry

FISH: fuorescent in situ hybridization
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Prazisionstherapie: VICTORY Umbrella trial

Zukunft molekular definierter Studien?

Tumor pathologic—genomic profiling:
1) Targeted tumor sequencing
2) NanoString (MEK signature)
3) IHC panel: MMR, EBV status, PD-L1, c-MET
4) Serial ctDNA sequencing

Biomarker Al: Biomarker AZ2:

ARAS mt MEK sig
ar amp high or low

Arm 1: Pll Selumetinib +
docetaxel

Y-

Arm 2: Pl

Arm 5: P
. Arm 4: Pl
Adavosertib + Savolitinib Savoalitinib +
paclitaxel docetaxel
Arm 4-1: Pll
Savolitinib +
docetaxel

Kim et al, Cancer Discovery 2019; 9:1388-1405.

Biomarker B: Biomarker D- Biomarker E:
TP53 MET am MET 3+
mutation P by IHC

Biomarker F:

All negative

¥

Arm B: Pl
Vistusertib +
paclitaxel

Arm 7: Pl
Capivasertib +
paclitaxel

Arm 8: Pl
AZDET3E +
paclitaxel

Biomarker G:
TSCZ null/
RICTOR amp

Arm 9
Vistusertib +

Arm 10*:
Vistusertib +
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Fazit

» Prazisionsonkologie hat derzeit keinen etablierten Stellenwert in der perioperativen Therapie
» MMRd/MSI-H Patienten profitieren weniger von der Kombination Platin/5FU
MMRd/MSI-H sprechen auf kombinierte Immuntherapie sehr gut an

» Her2-positive Patienten zeigen unter Trastuzumab + Chemo ein besseres Ansprechen



Prazisionsonkologie im perioperativen Setting:
Jetzt und in Zukunft

Danke fur lhr Interesse!
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Abteilung fir Hdmatologie und Internistische Onkologie

ececcs e .
KREBSGESELLSCHAFT ss2202 EUROPEAN| 74 tifiiartes KAB E G

Zertifiziertes s83sss EQSTCREES Onkologisches Zentrum | K| INIKUM KLAGENFURT

kologisch g
(Z):nt‘:uongrlsc = AM WORTHERSEE




	Folie 1
	Folie 2
	Folie 3
	Folie 4
	Folie 5
	Folie 6
	Folie 7
	Folie 8
	Folie 9
	Folie 10
	Folie 11
	Folie 12
	Folie 13
	Folie 14
	Folie 15
	Folie 16
	Folie 17
	Folie 18
	Folie 19
	Folie 20
	Folie 21
	Folie 22
	Folie 23
	Folie 24
	Folie 26
	Folie 27
	Folie 28
	Folie 29
	Folie 30
	Folie 31
	Folie 32
	Folie 34
	Folie 35
	Folie 36
	Folie 37
	Folie 38
	Folie 39
	Folie 40
	Folie 41

