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BiLESKE TUMORLERINDE ONKOLOJIK TEDAVi
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Kisisellestirilmis Tedavi

— -HER2 amplification (IHC/ISH)

— MSI-H (PCR/NGS) or dMMR (IHC) OGB Neoadjuvan Tedavi
— PD-LL elevation (IHC) e
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Erken evre gec kanserinin tedavisinde cerrahi temel yapi tasidir
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OGB ve Mide Kanserinde Sadece Cerrahi ile Sagkalim
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Evre l1A igin 5 yillik sagkalim <%50

Years

Rice et al, Dis Esophagus. 2016 Nov;29(8):897-905

Neden ameliyattan daha fazlasi gerekli?
Biyolojik bir bakis agisi
Radikal olarak rezeke edilmis 6gb ve mide kanserli

hastalar
ve saglkl goniilliilerde dolagan tiimér hiicreleri

Sadece cerrahi (kontrol kolu)

* RO rezeksiyon yapilan hastalarin %60 ‘i niiks etmektedir

* Rezektabl hastalarda 5 yillik sagkalim %10-30 arasindadir

Hastalarin ¢cogu cerrahiye ilave tedaviye ihtiyac

duymaktadir
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Kang HM, Plos One 2017

Neoadjuvan Faz lll Calismalara Genel Bakis
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D2 diseksiyon: %42
David Cunninghamt al, NEIM 2006

D2 diseksiyon: %92

Schuhmacher et al.J Cin Oncol 2010 Ychou. et al Ciin Oncol 2011

Meta-Analiz 2015: OS ve PFS
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* Rezektabl bileske kanserinde neoadjuvant H 2 :
oterapi hem RO rezeksiyon oranini, hem PFS’yi

hem de genel sagkalimi uzatmaktadir
Yehou 2011 7o 08910 %, 095

Total (95% CI) 100.0%
Total everts
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Test for overall efiect 2= 362 (P = 0,000

073062, 0971

02 s 1 2 5
Tours DE0MGHINL Chemotherapy F ivours sudery alone
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Neoadjuvan tedavi sonuglari tatmin edici

Acaba karsi kolda adjuvan tedavi olsa idi sonuglar degisir mi?
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PRODIGY, 2021

Randomize Faz lll

Rezektabl Evre Il-lll

n:530
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RO rezeksiyon orani:
%95 vs %84 r -
p<0.0001 o From Random Asignmont (o)

Yoon-Koo Kang, J Clin Oncol 2021 i

ideal Neoadjuvan Kemoterapi Rejimi Nedir?

ideal Neoadjuvan Kemoterapi Rejimi Ne Olmali?
FLOT4 TRIAL

FLOT x 4 - Cerrahi — FLOT x 4
Mide veya gastroozofageal n:356

bileske (Tip I-1ll) adenokarsinom /
* Operabl —
* cT2-4 / cNany / cMO veya n:716 \

+ cTany/cN+/cMO

Primary endpoint OS (ITT)

ECF/ECX x 3 - Cerrahi — ECF/ECX x 3
n:360

Stratification: ECOG (0 or 1 vs. 2), location of primary (GEJ type | vs. type Il/Ill vs. stomach), age (< 60 vs. 60- 69 vs. 270 years) and nodal status (cN+ vs. c-).

| Lancet. 2019 May 11;393(

FLOT4 TRIAL: Sonuglar

ECX/ECF FLOT
n: 360 n: 356 P

FLOT kemoterapisi ARTTIRIYOR ...

Cerrahi rezeksiyon - Cerrahi rezeksiyon oranini

RO rezeksiyon - RO rezeksiyon oranini

Cerrahi komplikasyon FLOT kemoterapisi ETKILEMIYOR ...

- Cerrahi morbiditeyi

90 giinlik mortalite %3 %S X X
- Cerrahi mortaliteyi
ECX/ECF FLOT
n: 360 n:356 p
YPT stage 0.001 k olarak
<T1 53 (%15) 88 (%25)
YPNO stage 146 (%41) 174 (%49) 0.029

ABatran SE et al, Lancet. 2018 May 11383(10184):1848-1557

FLOT4 TRIAL: Sagkalim
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ECX/ECF FLOT ECX/ECF FLOT
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3 yillik %37 %46 3yillik %48 %57
5 yilik %31 %41 5 yillik %36 %45
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FLOT4 TRIAL: Subgrup Analizi

no signet cells

* Rezektabl bileske kanserinde neoadjuvant

tedaviye Taxan ilavesi hem RO rezeksiyon oranini,

hem PFS’yi hem de genel sagkalimi uzatmaktadir

Bu etkinlik tim alt gruplarda benzerdir

N+ N signet cells

Al-Batran SE et al, Lancet 201 May 11;393(10182):1848-1957

Neoadjuvanda FLOT’un Etkinligini Arttirmak Miimkin mii?
RAMSES/FLOT7 TRIAL

Fazll

Operabl, cT2-4 / cNany / cMO

RO Rezeksiyon Oranlari

Lokal ileri bileske ca’da neoadjuvanda FLOT’a Ramicurumab ilavesi FLOT-Ram
: 1:86 (%)

RO rezeksiyon oranini arttiriyor (%83 vs %97)

%97
* Buartis T4 timérde ve diffiiz tipte daha belirgin 3 %100
* Primer endpointlerden pCR calismada verilmemis %95

Cerrahi - FLOT/Ram x
4-Ramx 16

ESMO 2020

Galisma halen devam ediyor

Neoadjuvanda FLOT’un Etkinligini Arttirmak Miimkiin mii?
FLOT’a anti-HER2 ilavesi

FAZII
Randomize Faz Il
HER-FLOT  Operabl, cT2-4, No/+ PETRARCA - FLOT6 ———
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* Lokal ileri Her-2 pozitif bilegske ca’da neoadjuvanda FLOT’a anti-Her2 FLoT
Cerrahi

ilavesi RO rezeksiyon oranlarini ve patolojik tam yanitlari arttirmaktadir FLOT

« Sagkalim igin uzun dénem takipleri beklenmeli eoadjuvan FLOT’a
lzumab ilavesi ile:
PCR: %21, near CR:%24, PCR: %12 vs %35
RO rezeksiyon 93% RO rezeksiyon: %90 vs %93

ESMO 2020

OGB Adenokarsinomlarinda
Neoadjuvan Kemoradyoterapi

Ozefagus veya OGB Tiimérlerinde (SCC ve Adeno) Neoadjuvant KRT
CROSS
48.6 vs 24.
Non Opere Rezektabl
Ozefagus/6GB
Evre I
- 10 SCC: 81.6 vs 21.1 ay (HR 0.48,Cl: 0.28-.83)
r 094 deno: 43 vs 27 ay (HR 0.73,C1:0.55-0.98)
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=
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C,P=001.
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N Engl) Mied 2012:3662074-84Lancet oncol 3015 671090°88

Ozefagus veya OGB Tiimérlerinde (SCC ve Adeno) Neoadjuvant KRT
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: : 60
LED " Median takip stresi: 10 yil
PCR: %2 vs %14, p=0.03
Plantanan hasta sayist: 354 .
Alinan hasta savn‘; 119 R1 rezeksiyon: %15 vs %4
J Clin Oncol 27:851-655, 2009, European Journl of Cancer, 2017
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Preop Tedavi alan Hastalarda Postop Tedavi Gerekli mi?
e

OGB Adenokarsinomlarinda Neoadjuvant KT vs KRT Ozefagus veya OGB Tiimérlerinde (SCC ve Adeno) Neoadjuvant KRT
NEO-AGIS RTOG 1010
Non Opere Rezektabl Non Opere Rezektabl
N Arm A (Magic/FLOT)  Arm B CROSS OGB adenokarsinom 0.
OGB adenokarsinom o g ) & 5
negative margins % % ) et
Evre II-1ll Her-2 (+) . ]
YPNO 44.5% 60.1% "

Tumor regression grade 1 &2 12.1% 41.7% o — S — =095 (wo-sded tog ank)|
r - - [ Bcarmaen |01 ]
[ Pathologic complete response % 16% n T

= 3 Yillik OS: Neutropenia (Gr 3/4) 14.1% 2.8% coemm R He n
%57 vs %56 Neutropenic sepsis 27% 0.6% © Sy,

L e,

Postoperative in-hospital deaths 3% 3% fibr|
/ \ Postoperative Pneumonia/ARDS 20%/0.6% 16%/4.3% Neoadj KRT Neoad] KRT- =
n:101 Trastuzumab
Neoadj KT Neoadj KRT Anastomotic Leak 12% 11.7% n: 102
ECF/ FLOT CROSS Clavien-Dindo > III<V. 23.6% 229% R R
Plarianan hasta says: 571 F B R
ASC0 2021 £sM10 2020
Preop Tedavi Alanlarda Postop Tedavi
Gerekli mi? Bu calisma bir total neoadj tedavi tasarimi degil
3 kiir preop FLOT veya ECF A, pro- and postoparatve c1x || B10]
| : £ FE—
Preop KT sonrasi cerrahi 3 procperaive CTXonly || 2 st
i

* Neoadjuvan’da 3 kir preop tedavi alip opere olan hastalarda postop
adjuvan tedavi gereklidir

* Bu gereklilik 6zellikle postop rezidusu yiksek hastalar da daha belirgindir

1o and postoperatve CTX

procperatve CTX ooy

Preop Tedavi Alanlarda Postop Tedavi Gerekli mi?

Checkmate 577
No.of Median Disease-free
Patients Survival
mo (95% C)
* Nivolumab 532 224 (166-340)
Placcho 262 110(83-143)
- azand rtio for disease recurenceordeath,
9 96.4%.1,056-036)
boor

FAZ I

Neoadj. KRT sonrasi rezidii

* Neoadjuvan tedavi alip opere olan ézefagus ve OGB tiimérlii hastalarda

postop rezidii varliginda adjuvan nivolumab SCC’de daha belirgin olmak
No.of Median Diseseiee

- m Paents  Saial

lizere tiim gruplarda sagkalimi uzatmaktadir e 055

V6 1040594

W 1163168

oz i fordisese recurence o deh,

5 3 l0%5-00)

Nvolumab, SCC 155 297 (144-N)
whoScC 75 11005173)
Hazad o fordieserecurence o deth

% "Taewa on-om

Nivolumab Plasebo

Ronan J. Kelly, NEIM 2021

Herkese neoadjuvan tedavi verelim mi?
e




4/6/22

Neoadjuvan Tedavide Amag: Herkese mi ?

MAGIC Galismasi, Altgrup Analizleri
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Elizabeth C, J Clin Oncol 2016

| KT KRT

OGB / Dista 6zefagus

[ 4 galisma M 1 calisma

(Adenokarsinom) (SCC + Adeno)

Giincel ajanlarin M Taxan-platin

kullanimi

Hedefe yonelik [ Her-FLOT M 1 galism:

tedavilerin yeri M PETRARCA/FLOT6 negatif

[ KT KRT ]

pCR & %1

RO rezeksiyon %80-90 %90

Toksisite: 0GB Yonetilebilir Yonetilebilir

Oligometastatik OGB Tiimérler de Tedavi

Oligometastatik hastalikta perioperatif KT

(FLOT)

nt Chemotherapy Followed by Surgical

Resection on Survival in Patients With Limited Metastatic
Gastric or Gastroesophageal Junction Cancer
The AIO-FLOTS3 Trial

S2srteduamk @ sautestoamt: L3 srttdtomc
0 e e st [—

3y
ey
(BT
s

Intraabdominal, retroperitoneeal LN (Para-

| aortik, intraaortic-parakaval, peripancreatic, or
= mesenterial lenf nodlari)
* 5 ten az KC met
+ PI1 ve P2 PK skor dahil edilmis
Bilateral veya unilateral Krukenberg tiimorler
dahil
2o LN ve i LN dahil
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Effect of Neoadjuvant Chemotherapy Followed by Surgical
Resection on Survival in Patients With Limited Metastatic
Gastric or Gastroesophageal Junction Cancer

The AIO-FLOT3 Trial

OGB Tiimérler de Devam Eden Calismalar

KEYNOTE-585: Phase III study of perioperative
chemotherapy with or without pembrolizumab for
gastric cancer

Yung-Jue Bang ', Eric Van Cutsem 2, Charles S Fuchs 3, Atsushi Ohtsu 4, Josep Tabernero 3

David H llson ®, Woo Jin Hyung 7, Vivian E Strong 8, Thorsten Oliver Goetze 9, Takaki Yoshikawa ©
Laura H Tang 8, Peggy May Tan Hwang ", Nancy Webb 1, David Adelberg ', Kohei Shitara 4

Study Schema
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Ne kadar basarili bir neoadjuvan
tedavi,o kadar basarih bir cerrahi ve
uzamis sagkalim.
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