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5.en sik kanser

Kanserlericinde 3. en stk olum nedeni

Genclerde (<45 yas) ve gelecekte I

%70 gelismekte olan ulkelerde

%50 si dogu Asya’ da

E/K: 2/1



Genetik Mide

Kanseri?

o ‘\;‘\";‘V” . 4
%10 Ailesel aggregasyon

Herediter mide kanserleri

e OD

e 1- HDGC, <%1, %30-40 CDH1 Testi ile
tarama, %70 belirsiz

e 2- Familiyal intestinal gastrik kanser

e 3- Gastrik adenokarsinom, proksimal
mide polipozisiyle birlikte




Risk faktorleri

= H.pyloriinfeksiyonu o Slga Fa

e Nonkardiya tumorleri icin en iyi
tanimlanmisg e Alkol

e YUksek tuz kullanimi

+ Aile 6ykiisii

o~ leriyas
* Pernisy0z anemi

s Meyve ve sebzeden az beslenme

* Yuksek riskli toplumda

mm DUSUk sosyoekonomik durum

yasamak



Yuksek tuz +
H.Pylori

Genetik+Cevresel
etkenler

* Mide mukozasinda kronik
infeksiyon

* Atrofik gastrit

* Intestinal metaplazi




H.Pylori eradikasyonu ?

* Pangastrit

* Korpus predominant gastrit
* 1. derece akrabasinda mide kanseri oykusu
* Gastrik neoplazi oykusu




* Erken evre 2 Endoskopik rezeksiyon

* Erken evre olmayan operabl = Cerrahi rezeksiyon +
D2 diseksiyon

» =Evre 1b > Perioperativ yada adjuvan KT sagkalimi
artirir

ot * |leri evre > Platin ve floropirimidin birlikte ilk
e aVI secenek KT (ortalama survi<1 yil)
* Hedefe yonelik tedavi

* HER2+ jse Transtuzumab ilk secgilecek tedavi
(%20 olguda+)

* Ramucirumab, anti anjiyojenik ikinci basamak

* Nivolumab veya pembrolizumab, anti-PD-1
3.basamak




* H.Pylori eradikasyonu

* Endoskopi

Sikligl ve mortalite 1



Erken evre mide kanserinde
Histolojik siniflama — Makroskopik

Paris siniflamasi PrOt ru d e 9 Ti p 1

Superfisyel 2 Tip2

e 1-Eleve
o 2-Flat
e 3-Deprese

Ekskave—2>Tip3




llerlemis erken evre mide kanserinde
Histolojik siniflama - Makroskopik

e Borrmann siniflamasi

* Prognostik onemivar —Tip 4 en kotusu

* Tip1—2>Genis zemin ve llserasyon olmadan polipoid tip
* Tip2—> Eleve ve keskin sinirli Glserasyon alani
* Tip3—> Zemini diffiz infiltrasyon gosteren llsere tip

* Tip4->Duvarda kalinlasmaya neden olan diffliz infiltrasyon



Diger siniflamalar?

Nakamura siniflamasi
* Erken evre mide kanserinde endoskopik rezeksiyon kriterleri

Lauren
* intestinaltip
. Diffiiz tip
+ indetermine
* Siniflanamayan

WHO
* Adenokarsinom alt tipleri

* Tubuler, pariyeteal hiicre, papiler, mikropapiller, mukoepidermoid, musindz, poorly cohesive, tasli
yuzuk hucreli, meduller karsinom- lemfoid stroma, hepatoid ve Paneth hicreli)




Genomik siniflama sistemi

* Rutin klinik kullanimi hentz yok

* The Cancer Genome Atlas
1. EBV+
2. MSI (Mikrosatellit instabil)
3. Genomik olarak stabil
4. CIN(Kromozomal instabil)

* Mismatch repair gen eksikligi ve HER2 rutinde bakilmasi dnerilir.
* Transtuzumab ve diger ila¢ segimiigin




8th Edition of the AJCC Gastric Cancer Staging System
T category definitions, gastric cancer

TX Primary tumor cannot be assessed

TO No evidence of primary tumor

Tis Carcinoma in situ: intraepithelial tumor without invasion of the lamina propria
T1 Tumor invades lamina propria, muscularis mucosae, or submucosa

Tla Tumor invades lamina propria or muscularis mucosae

T1b Tumor invades submucosa

T2 Tumor invades muscularis propria

Tumor penetrates subserosal connective tissue without invasion of visceral peritoneum or

T3 adjacent structures. T3 tumors also include those extending into the gastrocolic or
gastrohepatic ligaments, or into the greater or lesser omentum, without perforation of the
visceral peritoneum covering these structures

T4 Tumor invades serosa (visceral peritoneum) or adjacent structures

T4a Tumor invades serosa (visceral peritoneum)

Tumor invades adjacent structures such as spleen, transverse colon, liver, diaphragm,
pancreas, abdominal wall, adrenal gland, kidney, small intestine, and retroperitoneum

T4b Tumor invades adjacent structures such as spleen, transyerse colon, liver, diaphragm,
pancreas, abdominal wall, adrenal gland, kidney, small intestine, and retroperitoneum




N category definitions, gastric cancer

NX Regional lymph node(s) cannot be assessed
NO No regional lymph node metastasis

N1 Metastasis in 1 to 2 regional lymph nodes

N2 Metastasis in 3 to 6 regional lymph nodes

N3 Metastasis in 7 or more regional lymph nodes

M category definitions, gastric cancer

MO No distant metastasis
M1 Distant metastasis




Anatomic stage/prognostic groups, gastric cancer

Stage [ T1: T2, NO MO
Stage IIA T1, T2 NI1,N2,N3 MO
Stage 1IB T3, T4a NO MO

Stage 111 T3, T4a NI1,N2,N3 MO
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American Joint Committee on Cancer (AJCC)
TNM Staging Classification for Carcinoma of the Stomach (8th ed., 2017)
Table 1. Definitions for T, N, M
T Primary Tumor Regional Lymph Nodes
™ Primary tumor cannot be assessed Regional lymph node(s) cannot be assessed
TO No evidence of primary tumor No regional lymph node metastasis

Tis Carcinoma in situ: intrae|
tamina propria, high-grade dysplasia

™ Tumor invades the lamina propna, muscularis mucosae, or
submucosa

T1a Tumor Invades the lamina propria or muscularis mucosae
T1b Tumor invades the submucosa
T2 Tumor invades the muscularis propria®
T3 Tumor

T4a Tumor Invades the serosa (visceral peritoneum)
T4b Tumor invades adjacent structures/organs

*A tumor may penetrate the muscularis propria with extension into the
otmwllc or gaslrohopauc ligaments, or info the greater or lesser o
without perforation of

the visceral peritoneum covering these structures. In

ial tumor without invasion of the

tes the subserosal connective tissue without
invasion of the visceral peritoneum or adjacent structures™ ***

T4 Tumor invades the serosa (visceral peritoneum) or adjacent
structures**-***

Metastasis in one or two regional lymph nodes

Metastasis in three to six regional lymph nodes

Metastasis In seven or more regional lymph nodes
3a Metastasis In saven to 15 regional lymph nodes
N3b Metastasis in 16 or more regional lymph nodes

_BEEZEE=

M Distant Metastasis
MO No distant metastasis
M1 Distant metastasis

this case, the tumor Is classified as T3. If there is perforation of the visceral
peritoneum covering the gastric ligaments or the omentum, the tumor shoul
be classified as T4,

**The adjacent structures of the stomach include the spleen, transverse col
lkver, diaphragm, pancreas, abdominal wall, adrenal gland, kidney, small
intestine, and retroperitoneum,

***Intramural extension to the duodenum or esophagus is not considered
Invasion of an adjacent structure, bul is dassified using the depth of the
greatest invasion in any of these sites.

Continued

Used with parmission of the American College of Surgeons, Chicago, lllinois. The original source for this information is the AJCC Cancer Staging Manual, Eighth Edition

(2017) published by Springer International Publishing.
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American Joint Committee on Cancer (AJCC)
TNM Staging Classification for Carcinoma of the Stomach (8th ed., 2017)

Stage | T NO MO StagelA T1 NO MO T2 NO MO
T2 NO MO StagelB T1 N1 MO T1 N1 MO
StagellA T1 N1, N2, N3 MO T2 NO MO Stagell T3 NO MO
T2 N1, N2, N3 MO StagellIA T1 N2 MO T2 N1 MO
StagellB T3 NO MO T2 N1 Mo T1 N2 MO
T4a -~ NO MO T3 NO MO T4a NO MO
Stagelll T3 N1,N2, N3 MO StageliB T1 N3a MO T3 N MO
T4a  N1,N2,N3 MO T2 N2 MO T2 N2 MO
StageIVA T4b  AnyN MO T3 N1 Mo TT N3 MO
StageIVB AnyT AnyN M1 T4a  NO MO Stagelll T4a N1 MO
3 N2 Mo T2 N3 MO
T4a N1orN2 MO Tab  NO MO
T4b  NO MO Téb N1 Mo
Stage IIIB I; :g: m Tda N2 MO
T3 N3 MO

T3 N3a MO
T4b N2 MO

T4a N3a MO
T4b N3 MO
T4b N1orN2 MO Td4a N3 MO

Stage llIC T3 N3b MO
b 10 StagelV AnyT AnyN M1

T4b N3aorN3b MO
Stage IV AnyT AnyN M1

Used with permission of the American College of Surgeons, Chicago, lllinois. The original source for this information is the AJCC Cancer Staging Manual, Eighth Edition
(2017) published by Springer International Publishing.
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JGCA 2021
Kilavuzu -

Genel Bakis
& Yenilikler

,-

32 adet Klinik Soru ile kanita dayali tip

Baslica Yenilikler:

Ozofagogastrik bileske kanseri igin cerrahi yaklasim ve lenf nodu
diseksiyonu algoritmasi (JGCA-Japan Esophageal Society ortak
calismasi).

Laparoskopik ve robotik cerrahide guncel kanitlarin entegrasyonu

Ileri evre/rekiirren mide kanserinde immiin kontrol noktasi
inhibitérlerinin (nivolumab, pembrolizumab) tedavi algoritmasina
eklenmesi.

Kemoterapi rejimleri "Onerilen Rejimler" ve "Kosullu Onerilen
Rejimler" olarak siniflandirildi.

N\

\



Evreleme ve Tedavi Algoritmasi (Genel

Prensip)

Evreleme: Japanese
Classification of Gastric
Carcinoma 15. Baski / UICC
TNM 8. Baski.

Tedavi Secimi Temel

Algoritmasi:

Erken Evre (T1a, bazi T1b,
NO): Endoskopik rezeksiyon
(EMR/ESD) 6ncelikli.

Kuratif Cerrahi Adayi Lokalize
Hastalik (T1b-T4a, N+/-,
MO0): Cerrahi rezeksiyon +

uygun lenf nodu diseksiyonu

(D1/D2) = adjuvan kemoterapi.

ileri/ Metastatik Hastalik
(M1): Sistemik kemoterapi +
hedefe yonelik tedaviler +
palyatif cerrahi.



Cerrahi
Tedavi -
Rezeksiyon
Sinin &
Gastrektomi
Turleri

Rezeksiyon Siniri:

e T2+ tumorler: Diffuz paternigin =23 cm,
infiltratif paternicin 25 cm.

e T1 tiumorler: Makroskopik olarak =22 cm.

Gastrektomi Turleri:

e Distal Gastrektomi: Distal yerlesimli
tumorler.

e Total Gastrektomi: Proksimal yerlesim,
yetersiz proksimal sinir, pankreas invazyonu.

¢ Pilor Koruyucu Gastrektomi (PPG): Orta
1/3'teki erken evre tumorler (CQ4).

¢ Proksimal Gastrektomi: Proksimal erken evre
tumorler (CQ5, CQ14).




Cerrahi sonrasi rekonstruksiyon?

1. Total gastrectomy
3. Pylorus-preserving gastrectomy

* Roux-en-Y esophagojejunostomy. « Gastro-gastrostomy

* Jejunalinterposition.
* Double-tract method.

4. Proximal gastrectomy
* Esophagogastrostomy.
* Jejunal interposition.
* Double-tract method.

2. Distal gastrectomy
* Billroth | gastroduodenostomy.
* Billroth Il gastrojejunostomy.
* Roux-en-Y gastrojejunostomy.
* Jejunal interposition.



Cerrahi Tedavi - Lenf Nodu
Diseksiyonu (D Seviyeleri)

» Standart: D2 lenf nodu diseksiyonu (kuratif cerrahide altin standart).

* D Seviyeleri: Gastrektomi tipine gore tanimlanir (Total, Distal, Proksimal, PPG).

« Ozofagus invazyonu: Ozofagus invazyonu varli§inda mediastinal lenf nodlari (No.
19, 20, 110) D2'ye eklenir.

* Omentektomi: T3+ tumorlerde standart, T1/T2'de omentumun bir kismi
korunabilir (CQ6).

* Bursektomi: Serozayi penetre posterior duvar timorlerinde sagkalim faydasi
kanitltanmamistir (JCOG1001).




Abdominal lenf nhodu diseksiyonu




N1 Lymph nodes (perigastric)

1 Right cardiac nodes

7 Left cardiac nodes

3 Nodes along the lesser cusvatyee

4d Lymph nodes along the short gastric
and the left gastroepiplon vessels

4s Lymph nodes along the right
gastroepiplok vessols

5 Suprapylork nodes

6 Infrapyloric nodes

N2 Lymph nodes (branches coeliac axis)

7 Nodes along root left gastric attery
8 Nodes along common hepatic artery
9 Nodes around coelac s

10 Nodes at spienic hilum

11 Nodes along splenic artery

N3 Lymph nodes

12 Nodes at the hepatoduadenal kgament
13 Retropancreatic [peviduodenal) nodes
14 Nodes at theroot of the mesentery

N4 Lymph nodes

15 Nodes along the maddie colic vein
16 Para-acrtic nodes



Fig.2 Lymph node dissection in total gastrectomy. Lymph node sta-
tions in blue need to be dissected in D1 dissection. In addition, lymph
node stations in orange need to be dissected in D1 +dissection and
lymph node stations in red as well in D2 dissection




Fig.3 Lymph node dissection in distal gastrectomy. Lymph node sta-
tions in blue need to be dissected in D1 dissection. In addition, lymph
node stations in orange need to be dissected in D1 +dissection and
lymph node stations in red as well in D2 dissection




Fig.4 Lymph node dissection in pylorus-preserving gastrectomy.
Lymph node stations in blue need to be dissected in D1 dissection.
In addition, lymph node stations in orange need to be dissected in
D1+ dissection




Fig.5 Lymph node dissection in proximal gastrectomy. Lymph node
stations in blue need to be dissected in D1 dissection. In addition,
lymph node stations in orange need to be dissected in D1+ dissection
and lymph node stations in red as well in D2 dissection




Ozofagogastrik Bileske (OGB)
Kanseri - Cerrahi Yaklasim

 Ozofagus invazyon Uzunluguna Gore Algoritma (CQ12):

* =2.0 cm: Abdominal transhiatal yaklasim. Alt mediastinal lenf nodu
diseksiyonu (No. 19, 110).

* 2-4 cm: Abdominal transhiatal yaklagsim. Alt mediastinal lenf nodu
diseksiyonu (No. 19, 110).

« >4.0 cm: Sag transtorasik yaklasim. Ust/Orta/Alt mediastinal lenf
nodu diseksiyonu.

» Cerrahi Yontem: Proksimal gastrektomi veya total gastrektomi + alt
ozofagus rezeksiyonu (CQ14).




Fig. 6 Algorithm of the surgi-
cal approach and lymph node
dissection for esophagogastric
junctional carcinoma

cT2-T4 Junctional cancer (Nishi classification)

Clinically node positive in

the upper/middle
mediastinal field

Esophageal infiltration length

2.1-4.0 cm

2.0 cm

Lymph node dissection of stations 1, 2,
3a,7,8a,9, 11p, 19,
106recR, 107, 108, 109, 110, 111, 112

Lymph node dissection
of stations 1, 2, 3a, 7, 8a,
g9,11p, 19,110

Lymph node dissection
of stations 1, 2, 3a, 7,
8a, 9, 11p, 19

Transhiatal approach




Minimal invaziv Cerrahi -
Laparoskopik & Robotik

» Laparoskopik Distal Gastrektomi:
* Evre l: Acik cerrahiye esdeger, kuvvetle onerilir (JCOG0912, KLASS-01).

* Evre ll/1ll: Guvenlik verileri mevcut, ancak uzun donem sagkalim sonuclari
netlesmek tzere (KLASS-02, CLASS-01). Net 6neri yok (CQ2).

* Laparoskopik Total/Proksimal Gastrektomi:
* Evrelicin zayif 6neri (CQ1).
* Robotik Cerrahi:

* Evre licin zayif oneri. Komplikasyonlari azaltma potansiyeli var, ancak
ustunlik kaniti icin randomize ¢calismalar (JCOG1907) devam ediyor (CQ3)




Endoskopik Rezeksiyon
(EMR/ESD) - Endikasyonlar

*  Amag: Lenf nodu metastaz riski <%1 olan erken evre tumorlerde kur saglamak.

*  Absolute Endikasyon (ESD):
» Diff. tip, UL(Ulserasyon)0, T1a, cap >2 cm.
* Diff. tip, UL1, T1a, cap <3 cm.
* Undiff. tip, ULO, T1a, cap <2 cm.

* Genisletilmis Endikasyon: Belirli T1Tb-SM1 (<500um) lezyonlar.
» Kiratif Degerlendirme (eCura Sistemi):
» eCuraA/B: Takip.
* eCura C-1: Tekrar ESD, cerrahi veya yakin takip.
* eCura C-2: Cerrahi (lenf nodu diseksiyonu ile gastrektomi) kuvvetle énerilir.




Endoscopic resection

\ i
Diff-type Undiff-type
dominant dominant

(1) pTla, ULO
(2)

pTla, ULO, =2 cm
HMO, VMO, Ly0, VO

Yes | J, No No J/——\]/ Yes
HM1 or HMX eCura C-2 eCura A
Ves { 1 No Add surgery Observation
eCura C-1 eCura A, B
Re-ESD Observation
Coagulation

Observation
Add surgery

Fig.7 Algorithm showing curability decision and additional treat-
ments for patients who have undergone endoscopic resection



Table 2 Incidence of nodal metastasis in various categories of early gastric cancer observed from surgically resected specimens operated at
National Cancer Center Hospital and Cancer Institute Hospital [34]

Depth | Ulceration i tiated type Undifferentiated type
Tumor diameter <2cm >2cm <2cm
ULO Incidence of nodal metastasis 0% (0/437) 0% (0/493) 0% (0/310)

95% confidence interval 0~0.7% 0~0.6% 0~0.96%

Tumor diameter <3cm > 3cm <2cm
ULI Incidence of nodal metastasis 0% (0/488)
95% confidence interval 0-0.6%
Tumor diameter <3cm >3cm
SM1 Incidence of nodal metastasis 0% (0/145)
95% confidence interval 0~2.6%

Green zone indicates absolute indication for endoscopic resection, yellow zone indicates expanded indication and red zone indicates relative
indication



Gastric Adenocarcinoma

T

Endoscopy. CT, Ultrasound, Staging Lap

J
M1

! [ v / " ] " V
cT1a(M) NO | cT1b(SM) NO cT1 N+ ! No.16 a2/bl Resectable [ CY1, Pla l { Other M1

Liver M

Endoscopic : -
Resection —— Bulky N7 Other non-curative factor?
Indicated?

No MNo

cc')'vm ] [ cézo

eCural A

Curative ER? },, Chemotherapy

Radiation
eCuraA/B

(CQ2, 3, 6-9, 12-15) (CQ18-27)

) Gastrectomy k1 k4 Palliative op
y D1/D1+ Gastrectomy D2 BSC

| Obs;ﬁation | (CQ1, 3-5)

After gastrectomy
pStage 111! pStage IV
| Excl. pT1, pT3(SSINO

Y

Chemotherapy

| Adjuvant chemotherapy] BSC (CQ29)

Fig.1 Algorithm of standard treatments. T/N/M and Stage are used in conjunction with the Japanese Classification of Gastric Carcinoma 15th
edition [1] and TNM classification 8th edition [2]




« HER2-Negatif:
« Onerilen: Fluoropirimidin (S-1/Cape/5-
FU) + Platin (Cisplatin/Oxaliplatin) =
Nivolumab.

ileri * *Not: Nivolumab eklenmesi, ozellikle PD-
L1 CPS =5 olan hastalarda sagkalim

Evre/Meta stati k avantaji gosterdi (CheckMate 649). CPS

<5ic¢in risk/yarar dengesi hasta bazinda

Mide Kansel"i degerlendirilmeli*

* MSI-High: Pembrolizumab (2. basamak ve
(AGC) - 1. sonrasi).

Basamak Tedavi - HER2-Pozitif (IHC 3+ veya FISH+):

 Onerilen: Trastuzumab + Fluoropirimidin
+ Platin (XP/SP/CapeOX/SOX +
Trastuzumab).




Ileri Evre/Metastatik Mide Kanseri
(AGC) - 2. ve 3. Basamak Tedavi

Onerilen: Ramucirumab + Paklitaksel (RAINBOW calismasi).

2. Basamak: Kosullu Onerilen: irinotekan, Doksetaksel, Ramucirumab (mono), Nab-paklitaksel = Ramucirumab.
MSI-High: Pembrolizumab.

3. Basamakve Onerilen: Nivolumab, irinotekan, Trifluridin/Tipirasil (FTD/TPI).
Sonrasi: HER2-Pozitif: Trastuzumab Deruxtecan (T-DXd) (DESTINY-Gastric01).




° * Adjuvan Kemoterapi (RO Rezeksiyon Sonrasi):
Adj uvan Ve e Evrell: S-1 (1 yil) 6nerilir.

* Evre lll: S-1 + Docetaxel veya CapeOx

N eoa dj uva n kombinasyonlari 6nerilir (JACCRO GC-07,

CLASSIC). SOX de ARTIST2 calismasiile

KemOte Fa pi etkin bulunmustur.

* Neoadjuvan Kemoterapi:

* "Bulky N" veya lokal ileri hastalikta (0zellikle
Bati ve Asya calismalarinda) etkinlik
gosterilmistir.

* Ancak, Japonya'da rutin uygulama icin net

bir oneri yoktur (CQ28). Preoperatif

evreleme hatasi riski ve cerrahi morbidite
artisi endiseleri vardir.




o * Palyatif bakim, yasam kalitesini artirmak icin
Pa lyatlf Ba kl m tani anindan itibaren entegre edilmelidir.

ve Destek » Ozel Uygulamalar (JGCA):

* CQ26: Gastrik cikis obstruksiyonunda

TedaVi lel‘i gastrointestinal stent veya

gastrojejunostomy.

 CQ27: Asiticin hucresiz konsantre asit
reinfuzyon tedavisi (CART) — net oneri yok,
hasta/fonksiyon bazinda degerlendirme.

 ERAS (Enhanced Recovery After Surgery)
protokolleri kuvvetle onerilir (CQ16).
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CLINICAL PRACTICE
GUIDELINES

ESMO Gastric Cancer Living Guideine
v1.4 September 2024

Staging

Diagnostic and Staging
Investigations
in Gastric Cancer

Procedure Purpose

FBC Assess for iron deficiency anaemia

Assess renal and liver function to determine appropriate therapeutic

Renal and liver function

options
CT of thorax + abdomen Staging of tumour - to detect local/distant lymphadenopathy
+ pelvis and metastatic disease or ascites

Accurate assessment of T and N stage in potentially operable tumours

EUS Determine the proximal and distal extent of tumour

May improve detection of occult metastatic disease in some cases.

PET, if available Often negative in diffuse-type gastric cancer

May detect relevant dietary and nutritional deficiencies in both localised

Assessment of nutritional status and advanced disease sefings

£ 2025 ESMO. All rights reserved. hitps:/www.esmo. orgliving-guidelines/esmo-gasiric-canceriving guideline
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Localised Gastric Cancer

*Engoscopic resaction indicated 1 () confined 1o mucoss; (§) wat-gifferentiated G1-2; (I =2 em
{iv) non-uicerntod. Endoscopic resection 13 be corsidarad i nd mare than two axpanded onlarin
are met

ULymen node dstechon for T1 1umows migy ba confined 10 pengasine pneh roades and inciude
jocal N2 rodda{D1+ lymphadenacionty, with varation in nodal groups dissacted acoording %o sile
ol cancu)

CADTPONT regimen lnchiding a Nuarogyrimdne, a platininy ofenpound bid doostsxe should bs
ghwem whan possibie. Recommended troatmort durasion 6 2-Xmontns pro- and poastaperatively
Forosllents with s18ge =18 gasiic canver wha have L iirpons surgety withou! edministration of
precpamitive CnT. Howtver, 8 pec-operalive mppeade ia prafarrad a5 acjuvant ChT 1s loss wet
folorated than nacadivant ChT and neanciuvent therapy leads to tumowr downaizing, allowng for
more curative resachions

*Subtalal gastraciomy may be camied out # a macroscopic peooxdma! margin of 23 cm Gan be
achioved, For cancars of the poody cohesivaidMuse sudtype, a margn of 25 cm s advecated

A doutiol ChT Tor & loksl duration of 6 mondhs cortaining a Nuoropyrimadine plus oxalplstn o
docotaxel I recommended

SFor pationts with gn R1 rasection. ecjuvant RT or ChT mignt be consicanad 83 an indivicual
recommendation Sut is not standard

"For patients with MSLH gastrio cancers wha fave undorgone sumpary. adjivant ChT connct be
recommanded

Localised gastric cancer

N
Stage IA Stage IB-Ii
T1 NO MO =T1 and/or =NO MO
N

Endoscopic® or Multimodality treatment

surgical resection®
(i, 8}

| Pre-operative ChT®
L (1, A)

Radical gastrectomy” Radical gastrectomy®
D2 lymphadenectomy D2 lymphadenectomy
[1,A) . (I A]

N (s N\

Post-operative ChT* | Post-operative ChT'#"
LAl ‘ [LA]

© 2025 ESMO. All rights reserved. hitps.ivww esmo. orgliving-gquidelines/asmo-gastric-cancer-iving guideline
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Multidisciplinary treatment planning before any treatment decision is mandatory

ESMO Gasliric Cancer Living Guideling

v1.4 September 2024
Endoscopic or surgical resection alone is appropriate for selected very early tumours I B
(stage IA) ’

LOC&IISEd Gastr IC Cancer For stage I1B-lli gastric cancer, peri-operative therapy and radical gastrectomy | A
is recommended ‘
Patients should undergo D2 resection in a high-volume surgical centre Il,B

m £ 2025 ESMO. All ights reserved. hitps.ihwww.esmo. orgllving-guidelines’esmo-gastiric-cancer-living-guideling



CIJN'CAI. PHACTICE Summary of recommendations
GUIDELINES

Peri-operative (pre- and post-operative) ChT is recommended for patients with stage >I8.

ESMO Gasfric Cancer Living Guidesi SHINEY SR ILA
vid Septembir Ng:r | - resectable gasmc cancer
Atriplet ChT regimen including a fluoropyrimidine, a platinum compound and docetaxel LA
. . should be given when possible [ESMO-MCBS v2.0 score: A (PT)] :
Peri-operative ChT
Peri-operative use of FLOT is standard of care for patients who are able to tolerate a triple I A
cytotoxic drug regimen [ESMO-MCBS v2.0 score: A (AT, PT)] '
For patients unfit for triplet ChT, a combination of a fluaropyrimidine with cisplatin or B

oxaliplatin is recommended

m G 2025 ESMO. All rights ressrved, httpsiiwvw.esmo.ongliving-guldelines/esmo-gastric-cancer-living-quidealine
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Adjuvant Treatment

Suininaly Ul 1S Ieauvie Lk, GUn
for patients with:stage 2IB gastric cancer who have undérgone surgery without LA

administrationof preoperative ChT, adjuvant ChT is recommended

no added benefit and should not be given Wb
For patients undergoing peri- or post-operative ChT, the addition of post-operative RT has L £
no added benefit and should not be given )
For patients who have not received preoperative ChT and have not undergone an I C
appropriate D2 lymphadenectomy, adjuvant CRT can be considered !
For patients who have undergone surgery with involved margins (R1), adjuvant RT or CRT VG
might be considered as an individual recommendation, but is not standard '
For patients with MSI-H gastric cancer who have undergone curative surgery, adjuvant ChT

cannot be recommended, but if a response is required to downstage a tumour before v.D

surgery, FLOT is recommended

© 2025 ESMO. All rights reserved. hitps/www.asmo.org/living-guidelines’esmo-gasiric-canceriving-guidaline
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Metastatic Disease

Advanced/Metastatic Unresectable Oesophageal, Oesophagogastric
Junction and Gastric Adenocarcinoma: First-line Therapy (HER2-positive)

HERZ IMC 3+ or IMC 2+ and FISH 22

"ESCAT sonres appiyto gaiomio aknmtions only. These scoms have bagn dafinad by the guideling authers and
validated by the ESAO Translationsl Rasearch and Pracision Maedicine Wetking Group (Matea, 2018)
Recommended platyim compounds are coosiplatin or caplatin, Cxsiplabe = predered, sspecially for older
patlerts. Recomumended Nuceopyrimigings arg Intravanous 5-F U el ¢adeciatine of ofal S-1. Innotscan-5-FU
Gan be sorsidated on allemaive opton for palients who do ol letehele platnum comoounds o for pabients who
have pregressed shorty after adjuvant platinum-based themapy

Fambralizumab-rastuzumab-ChT. n combination with flugscpyrimaine and platinum-gontaning ChT, &
recommentad for the frst-ing lreatment of locally advanost unrasectable or malesialic HERZ-pastive gantris o
gastro-cesophagaal junciinn adanooarcinoms in aduts whnse umours axprass PO-LT with 5 CPS 21, EMA and
FOA approved. Rasulla from 15 rancomised AIC Intega study suggest safety and activty for Ihe combinaton of
nvolumab-trasturumab-{~OLFOX [Stein, 2022), oot EVMA ard not FDA approved far this incicabion
SCASTaCIomy 5 NoL IeCOMMancad i Metasianc gasine cancer unkss required for palkation of symeicms
Resaction of melastases ane oomsduclive sirgery in case of pentones melastases cannot be recorsnended n
geoeral but might be considered as an ndividual approach in highly seloctec casas with cligcmatastatic disesse
and responae 10 ChT. Resection of malastasss in sdcition 10 systemic ChT was nat shown Lo Imgrove scivive! In
the Renaissance inl. Cytoreductive surgery for pertonaal metsstasas meay even be detrimenty. The standard of
care B systamic thampy with Bn estatlishes and recaommuandad regmen for stage [V disease. Surgery cannct he
recommanded cutaide the coglexd of & clirical Tal or in Wy sedaciod Gasas, sflee & sucantly lorg peviod of
syatemic treatrnent (standard o care) and aftar cobonl ciscusmian in a mulidbacigitry tumour boaed o a high
VORI 1ertiary relenéd cantrs

Advanced/metastatic unresectable oesophageal,
oesophagogastric junction or gastric adenocarcinoma,

HER2-positive® [ESCAT I-A)*

N
1*-line treatment

v

Platinum=iuon pyrimidine doublet ChT* [I, A]

PO-L1-positin° CPS >1 PD-L1-negative
{ESCATF A]" CPS <1

I

SRS Addition of trastuzumab
ant PD-1 ICP 1, A: MCBS 3]

oA WS3]

Radical resaction 1o be considered

~1

in highly selected cases

© 2025 ESMO, All rights reserved. hitps.ivww.esmo.orgliving-guidelines/asmo-gastric-cancer-ivingguideling



CLINICAL PRACTICE
GUIDELINES

First-line ChT with'aplatinum and fluoropyrimidine is-fecommended. Oxaliplatin is preférred,

I, A

ESMO Gastric Cancer Living Guideline : : 4% ¢ : :
1.4 Sépterber 2024 g especially for older patients. S-1 is commonly used in Asian patients
Due to higher levels of toxicity and uncertain survival benefit over recommended doublet | C
: ; regimens, first-line taxane-based triplet ChT is not recommended as a standard approach :
Metastatic Disease
First-line Therapy Irinotecan—5-FU can be considered an alternative option for patients who do not tolerate B

platinum compounds

Claudin-18.2-positive LoE, GoR

The addition of zolbetuximab [ESMO-MCBS v2.0 score: 2] to ChT is recommended for
patients with HER2-negative and PD-L1-negative tumours in the first-line metastatic
disease setting I,A

Zolbetuximab is a potential option for some patients with claudin-18.2-positive, HER2-
negative and PD-L1-positive tumours. However, the addition of one of the approved immune
checkpoint inhibitors for this indication is a valid alternative I,C

m © 2025 ESMO. All rights resarved. hitps:/www.esmo. orgliving-quidelines/esmo-gastric-cancerivingguideline
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Metastatic Disease

Firstine Therapy — PD-L1-positive
and HER2-positive

Summary of recommendations

PD-L1-positive

W\ hT is recommended for advanced, untreated AC of gastric, OGJ and
seseprageal cancer with a PD-L1 CPS 25, based on the results of CheckMate 649

[ESMO-MCBS v2.0 score: 4]

YNOTE-853 [ESMO-MCBS v2.0 score: 4]

Pembrolizumab-ChT should be considered for AC of the oesophagus with PD-L1 210

based on the results of KEYNOTE-530 [ESMO-MCBS v2.0 score: 4]

HER2-positive

hT is recommended in patients with HER2-positive tumours
S v2.0 score: 3; ESCAT score: |-A]

Trastuzumab
= MOLMCS

Pembrolizumab-trastuzumab-ChT is recommended in patients with HER2-positive tufnours

and PD-L1 CPS =1 [ESMO-MCBS v2.0 score: 2; ESCAT score! |-A]

® 2025 ESMO. All rights reserved. hitps.www.ezmo.org/livinp-guidelines/esmo-gastric-canceriving-guideline
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Metastatic Disease
Surgery for Metastatic Gastric Cancer

ENVIL

Summary of recommendations

Gastrectomy is not recommended in metastatic gastric cancer unless required for palliation )

OF SYMDLOM

© 2025 ESMO. All rights resarved. htps:iww.esimo. orgliving-guidelinesiesmo-gastric.cancesiving-guldeling
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Advanced/metast>cemmeas-table oesophageal,
oesophagogast<junction and gasins adenocarcinoma

N
[ 2°-Jine treatment

[ I
Metastatic Disease [é‘:#’:’?i’:&‘;‘;';?;ﬁé‘lj [ N J

! !

N AV
ez ] [ HER2-positive! ]

Contraindications for
anfiangiogemnic ix

Advanced/Metastatic Unresectable Oesophageal, --— \,

Oesophagogastric Junction and Gastric Remucinumat- Texane or Trastuzumat
p 999 3 ‘ paclitaxe! Ramucnlun_tab irinotecan Pembroﬁ_mgx'ab derintacan

Adenocarcinoma: Second-line Therapy 0.4 MCBS 23 fl, B; MCBS 1] LAl {1, A MCBS 3] 0 &: MCBS 4]

“HER2 INC'34 or IHC 2+ and FISH 22

m © 2025 ESMO. All rights ragerved. hitps /iavw.esmo.orgliving-guidelines/esma-gastric-cancerlving guideling
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Metastatic Disease

Advanced/Metastatic Unresectable Oesophageal,
Oesophagogastric Junction and Gastric
Adenocarcinoma: Third-line Therapy

"HERZ 1NC 3+ or IHC 2+ ored FISH 22
=H rol sdministsred in second line
& peX glven previously for advancedimetaststic dissase

Advanced/meta<eniciinresestable oesophageal,

oesophagogasiZ«€ junction and gastn. adenocarcinoma

a4
[ 3.line treatment

"
[ HER2-negative ] rHERZ-posiuve' ]

!

Trastuzumab denndecan®
[1, A: MCBS 4]

A

N N
Oral therapy possible [ L.v. therapy preferred

Taxane or irinotecan® I, 8]

£ 2025 ESMO. All rights reserved. hitpsiivww.esmo.oraliving-guidelines/esmo-gastric-carcer-livingguideling
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Metastatic Disease

Second-, Third- and Later-line Treatment

Summary of recommendations | LoE, GoR

Ramucirumab-paclitaxe! is recommended for second-line treatment of gastric cancer [ESMO- ILA
MCBS v2.0 score: 2]

Ramucirumab monotherapy is also an option [ESMO-MCBS v2.0 score: 1] [, B
Where ramucirumab is not available, paciitaxel, docetaxel or irinotecan monotherapy [I, A] or LA/ILB

FOLFIRI[II, B] are recommended

s previously treated with two lines of therapy, trifluridine-tipiracil is recommended
I, A; ESMO-MSBS v2,0 score: 3], Altemative treatments include a taxane or irinotecan [il, B]

LA/ B

LoE, GoR

Il A

LoE, GoR

I,D

Trastuzumab deruxtecan is recommended for patients with HER2-positive advanced gastric
mab-based regimen [ESMO-MCBS v2.0 score: 4] I, A

0, AlLzaflis resarved, hitpsiaww,.esme.orgllving-guidelines/esmo-gastric-canceslving-guidaline
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Metastatic Disease
Surgery

Surgery for metastatic gastric cancer

Gastrectomy is not recommended in metastatic gastric cancer unless re

symptoms

Resection of metastases g ~ : :
highly selected cases\with oligometastatic disease and response V,C

an individual approach ig
to ChT

& 2025 ESMO. All rights resarved, hitps./)
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v1.4 September 2024

Zare for patients wiR gastric cancer should include an early palliative care referral and

nutritional support

|, A

Low-dose olanzapine yith dietary support should be considered to improve appetite and
weight gain

Supportive Care
and Nutrition

“ © 2025 £SMO. All rights zeserved. hitps /vww.esmo.orgliving-quidelinesiasmo-gastric-cances-livingguidaling
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Follow-up, Long-term
Implications and
Survivorship

Summary of recommendations LoE, GoR

Regular follow-up is recommended for investigation and treatment of symptoms, e
psychological support and early detection of recurrence '

Follow-up should be tailored to the individual patient and stage of disease V,B
Dietary support is recommended with attention to vitamin and mineral deficiencies VB
In the advanced disease setting, regular follow-up is recommended to detect symptoms of VB

disease progression before significant clinical deterioration

adiological investigations, specifically CT of thedhorax and abdomen, should be€arried 0

every 6-12 weeks in patients who are candidates for further cancer specific therapies V.8

© 2025 ESMO. All rights resarved. hitpsiwww.esmo.org/iving-guidelines’esmo-gastric-cancer-livingguideline
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NCCN recognizes the importance of clinical trials and encourages participation when applicable and available.
Trials should be designed to maximize inclusiveness and broad representative enroliment.

NCCN Guidelines for Patients® available at www.nccn.org/patients
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DDITIONAL'EVALUANON

WORKUP CLINICAL STAGE

* FDG-PET/CT evaluation (skull base to mid-thigh)
for locally advanced or metastatic disease® or if
clinically indicated

* CBC and comprehensive chemistry profile Medically fit >
» Endoscopic ultrasound (EUS) is recommended if cTis <

early-stage disease suspected or if early versus or

locally advanced disease needs to be determined cT1a Nos—errrrrt—eidate| ——»

(preferred)

» Endoscopic resection (ER) is essential for the Medically fit % Recommenri
NERCRIY. 11t laparosco iscipli
accurate staging of early-stage cancers (T1a or potentially —»|13P Py | u!tid sciplinary __ AST-
21?; Early-stage cancers can best be diagnosed eastihls :;::bgym iew preferred"”
y ER.
* Biopsy of metastatic disease as clinically indicated
» Universal testing for microsatellite instability (MSI , /" \Medically fit, Consider
by PCR/next-generation sequencing (NGS) or MM oxoregional [ \g, oicallyftk |—s[lapParoscopy
by IHC is recommended in all newly diagnosed Ny N) Aresectable with
patients? cytology™

« Universal testing for programmed death ligand 1
(PD-L1) is recommended in all newly diagnosed
patients®

* HER2 testing if advanced/metastatic disease is

Non-surgical
candidate'

Palliative

documented/suspectedd®

* CLDN18.2 testing if advanced/metastatic disease is Manag-o o
documented/suspected® Stage IV " (GAST-9)

* NGS should be consideredd (cM1)

+ Assess Siewert category’

*» Nutritional assessment and counseling

* Smoking cessation advice, counseling, and
pharmacotherapy as indicated?

* Screen for family history"

» Test for H. pylori infection and eradicate in all
patients with early gastric cancer if positive.
Conduct genetic testing as needed and recommend
H. pylori testing of close family members'

[ Note: All recommendations are category 2A unless otherwise indicated, ]
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National
Comprehensive
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NCCN Guidelines Index
Table of Contents

Notwori® Gastric Cancer Discussion
CONCLUSIONS OF MULTIDISCIPLINARY FINAL STAGE! PRIMARY TREATMENT
REVIEW Non surglcal
’ » ER? » | Endoscopic
cTis or cT1a < Bpdidets ER? » |surveillance®
Medically fit'* & |°r o — » | Surgical Outcomes
- ————lsar patients Who
cTib ——— Surgery®!© ed
» | Systemic Therapy
Medically fit,"* fo (GAST-4)
potentially g:’ rgery”
resectable Perioperative systemic therapyP
: (category 1)
cT2 or higher, e Response

Any N

Consider neoadjuvant or
perioperative immune checkpoint
inhibitor(s) (ICL) if tumor is
MSI-H/dMMRP:

Locoregional Medically fit,
disease surgically >
(cMO, Any N) unresectable’

Non-surgical candidate' >

Metastatic disease (cM1) >
Footnotes on GAST-2A

I Note: All recommendations are category 2A unless otherwise indicated.

ChemoradiationP"

s | Assessment

or
Systemic therapy?

Palliative Management (GAST-9)

Palliative Management (GAST-9)
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Assessment/
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NCCN It Gastric Cancer Discussion
PRIMARY TREATMENT RESPONSE ASSESSMENT OUTCOME ADDITIONAL MANAGEMENT
FOR PATIENTS WHO

ARE MEDICALLY FIT Surgical Outcomes

Surgery®f.© for Patients Who Have
(preferred) Received Systemic
Reteuime o N Therapy (GAST-5)
alliative Manageme
* Chest/abdomen/ GAST-9
stosbcriontd pelvis CT with oral (GAST)
thy: AP — | and IV contrast
(b 34 1) * FDG-PET/CT as
gory clinically indicated
Unresectable
or -+ Palliative Management (GAST-9
Metastatic disease
Mo «idence Observation » Follow-up (GAST-7)
i qu — [OF
flocadiuvantor [\ ||FOGPETCT as ciicaly | 1 Siseas Surgory?1 s e
ICI if tumor is f gl:iczte:; CT with Surgery Received Systemic
'rnictr??telweh oraelsanad I\;,::':aenntrast | Perslsteqnt local . |(preferred)f:y —————— |Therapy (GAST-5)
;'l‘ﬂssf-l-:);tny\i-srlgatch (not required if FDG-PET/ disease g;Iliaﬁve Management
repair deficient CT is done)' (GAST-9) 9
dMMR)P9 * EGD and biopsy" New metastatic
Aesass ——— Palliative Management (GAST-9)

9 Principles of Pathologic Re_vnew and Biomarker Testing (GAST-B).

f Principles of Surgery (GAST-C).

© Surgery as primary therapy is appropriate for 2T 1b cancer or actively bleeding
cancer, or when postoperative therapy is preferred.

P Principles of mic Ther, AST-F).

9In patients with an MSI-H/dMMR tumor, perioperative immunotherapy should CT if clinically indicated.
be considered in consultation with a multidisciplinary team. The role of surgery U See Post- .
after biopsy proven and radiologic/metabolic complete response on neoadjuvant Therapy (GAST-A 3 of 4).
immunotherapy is unclear. ¥ Feeding jejunostomy for postoperative nutritional support, generally preferred.

$ Assessment 25 to 8 weeks after completion of preoperative therapy.

l Note: All recommendations are category 2A unless otherwise indicated. I

GAST-3
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(ool Cancer Gastric Cancer ab QOD"' onten!
Network® iscussion
SURGICAL OUTCOMES/CLINICAL TUMOR POSTOPERATIVE MANAGEMENT
PATHOLOGIC FINDINGS CLASSIFICATIO
(Patients Have Not Received
Systemic Therapy)
Observation >
Observation
or
W Fluoropyrimidine (fluorouracil or capecitabine)P*
RO resection then fluoropyrimidine-based chemoradiation,P"*
then fluoropyrimidine (fluorouracil or capecitabine)P* for
selected patientsY
_,. Follow-up

Fluoropyrimidine (fluorouracil or capecitabine)P* [g AST-7)
then fluoropyrimidine-based chemoradiation,P:"* i

then fluoropyrimidine (fluorouracil or capecitabine)
PT3, pT4, Any i)\ if less than a D2 dissection (category 1)

or Any pT, N+ or
Chemotherapy for patients who have undergone primary D2
lymph node dissection®P (category 1)
R1 resection" » |ChemoradiationP (fluoropyrimidine-based) >
ChemoradiationP" (fluoropyrimidine-based) >
R2 resection" * |or
Palliative Management (GAST-9), as clinically indicated
Palliative
pM1 »Management
(GAST-9)

! Principles of Surgery (GAST-C).

| See Staging (ST-1) for tumor classification.

P Principles of Systemic Theérapy (GAST-F).

" Principles of Radiation Therapy (GAST-G).

W RO = No cancer at resection margins, R1 = Microscopic residual cancer, R2 = Macroscopic residual cancer or M1.

* Smalley SR, et al. J Clin Oncol 2012;30:2327-2333. See Principles of Systemic Therapy (GAST-F).

¥ High-risk features include poorly differentiated or higher grade cancer, lymphovascular invasion (LVI), neural invasion, or <50 years of age or patients who did not
undergo D2 lymph node dissection,

| Note: All recommendations are category 2A unless otherwise indicated. |

GAST-4

Version 32025, 0822/25 © 2025 C Carcnr N k® (NCON®), Al nghis resarvoed. NCCN Guidelines™ and this Tlustration may 6ot Be regeoduced  any form wihout the express wiltan parmisson of NCCN



"LE»\SEN‘O!EMWMMNCCNC«\!-M- emed by he End-User License wwyouuAVNOYmmquhmawn-MMymlmwmuw

Nat'onal on 302025 225:48 PM. Copyright © 2025 Natonal Comprehenaive Cancer Network, Inc. All Rights Resaerved ) )
Comprehensive NCCN Guidelines Version 3.2025 HEGHGU N o
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SURGICAL OUTCOMES/CLINICAL TUMOR POSTOPERATIVE MANAGEMENT
PATHOLOGIC FINDINGS CLASSIFICATION)
(Patients Have Received Systemic
Therapy)
RO resection¥ > Systemic therapy,P (category 1) >
Follow-up
ChemoradiationP (fluoropyrimidine-based) (GAST-7)
R1 resection¥ * |or _—
Consider re-resection
Chemoradlatlon"-' (fluoropyrimidine-based) | —_—
R2 resection¥ or

Palliatlve Management (GAST-9), as clinically indicated

Palliative
*> |Management
(GAST-9)

ypM1%

| See Staging (ST-1) for tumor classification.
P Principles of Systemic Therapy (GAST-F).
" Principles of Radiation Therapy (GAST-G).

W RO = No cancer at resection margins, R1 = Microscopic residual cancer, < Macroscopic residuasg
ZThe yp prefix is used to indicate cases in which staging is performed folloyiing preoperative therapy.

I Note: All recommendations are category 2A unless otherwise indicated, |
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FOLLOW-UP/SURVHILLANCE®®
Tis nths for 1-2 years, then every 6-12 months for 3-5 years
(successfully stry profile as clinically indicated
treated by — strointestinal (Gl) endoscopy (EGD) every 6 months for 1 year, then annually for 3 years
ER)bb * Routine imaging (CT chest/abdomen/pelvis with oral and IV contrast) as clinically indicated based on
symptoms and concern for recurrence

p stage | @—6 months for 1-2 years, then every 6-12 months for 3-5 years
(T1a gﬂ) + CBC and chemistry profile as clinically indicated
NO n:eate'd * For GD y for up to 5 years
by surgical | —> » Thereafter, as needed based on symptoms and/or radiographic findings Recurrence
sassction or * For patients treated by surgical resection, EGD as clinically indicated |, |[(GAST-8)
T1a treated « CT chest/abdomen/pelvis with oral and IV contrast as clinically indicated9d.ee or
b ER)"" * Monitor for nutritional deficiency in patients who have undergone surgical resection (especially after Survivorship99

y total gastrectomy) and treat as indicated"
p stage IlIl or * H&P every 3-6 months for 1-2 years, then every 6-12 months for 3-5 years
yp stage I-lll * CBC and chemistry profile as clinically indicated
(treated with * For patients who had partial or subtotal gastrectomy, EGD as clinically indicated
neoadjuvant —|» CT chest/abdomen/pelvis with oral and IV contrast every 6 months for first 2 years,
+ adjuvant then annually forup to 5 years“-"
therapy)P? * Monitor for nutritional deficiency in patients who have undergone surgical resection (especially after

total gastrectomy) and treat as indicated'

bb For patients undergoing total gastrectomy for curative intent, surveillance should follow these recommendations except for endoscopy. Endoscopy as clinically
indicated for routine surveillance for total gastrectomy unless patients are symptomatic.

€€ Principles of Surveillance (GAST-H).

d9d After 5 years, additional follow-up may be considered based on risk factors and comorbidities.

¢e CT scan preferred. For patients who cannot undergo CT scan, alternative imaging such as PET/CT or MRI as clinically indicated.

" Follow-up with appropriate practitioners or specialists should be established for lifelong monitoring and management of potential nutritional sequelae of gastrectomy,
which may include, but are not limited to, vitamin B, ,, iron, zinc, calcium, and vitamin D deficiencies. Consider routine supplementation with a daily multivitamin/mineral
complex, vitamin B, calcium, and vitamin D. See FBring‘plgg of Survivorship (GAST-I 2 of 4).

99 Principles of Survivorship (GAST-).

Note: All recommendations are category 2A unless otherwise indicated. I
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RECURRENCE

Resectable and C:msider surgery®'
- o
Ly o Palliative Management (GAST-9)
Locoregional recurrence
2:‘ :nezdlcall;e |_, Palliative Management
inoperable (GAST-9)
Metastatic disease = Palliati.ve Management

dpyi f P I i T

! Principles of Surgery (GAST- CJ
hh Review if surgery is appropriate for patients with isolated local recurrences. Surgery should be considered as an option for locoregional recurrence in patients who are
medically fit.

[ Note: All recommendations are category 2A unless otherwise Indicated. |
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ADDITIONAL

WORKUP

(IF NOT DON
PREVIO

TREATMENT RESPONSE
ASSESSMENT

cytoreductive surgery,
and intraperitoneal

Complete
cytoreduction ;he?r‘t’;zmgy (IC)y/
predicted yp

intraperitoneal

Low PCI (s10), chemotherapy (HIPEC)¥

disease, no
metastatic
progression,

|, Multidisciplinary
™ consultation”

Restaging no
* H&P with: extraperitoneal
« Staging with CT *CT scan disease CltntsSuias
chest/abdomen/ /\ nical tria
Feonest | Nghiswihorar oo oo |16
only IV con . Continue systemic
metastatic « Consider (GAST-F predicted therapyP
disease || diahnostic > :Bﬁr’%z»gl —
(including laparosco K
positive .pg*ng)l" mfus'umum
cytology) clinically :wn thsP Systemic therapyP
2 P":“::SW > gg?—:;’EO‘FICT progression of disease, > " ChL.
revie extraperitoneal metastases
* Consider EGD Bost supportive
care'

d Principles of Pathologic Review and Biomarker Testing (GAST-B):

" Principles of Multidisciplinary Team Approach (GAST-E).

P Principles of Systemic Therapy (GAST-F).

I Principles of Palliative Care/Best Supportive Care (GAST-J).

I Chicago Consensus Working Group. Ann Surg Oncol 2020;27:1768-1773.
kk Principles of Surgery (GAST-C 3 of 5).

| Note: All recommendations are category 2A unless otherwise indicated. |
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PRINCIPLES OF PATHOLOGIC REVIEW AND BIOMARKER TESTING

ext-Generation Sequencing (NGS):
At present, several targeted theraputic agents (GAST-F) have been approved by the FDA for use in gastric cancer. IHC/ISH/targeted PCR is
preferred approach {0 assest bIomarkors. initially. However, NGS testing through a CLIA-approved laboratory may be considered later in
the clinica : patients with sufficient tumor tissue available for testing. The list of targeted biomarkers includes:

» HER2 overexpression/amplification

» PD-L1 expression

» MSI

» CLDN18.2

» TMB

» NTRK gene fusion

» RET ene fuslon

Liquid Biopsy'213
* The genomic alter,

ons of solid cancers may be identified by evaluating circulating tumor DNA (ctDNA) in the blood, nce a form of “liquid

de le alterations or the
fion of clones with altered treatment response profiles. Therefore, when lim T for patients who have metastatic
or advanced gastric cancer who are not able to undergo a traditional biopsy, testing using a validated NGS-based comprehensive genomic
profiling assay performed in a CLIA-approved laboratory may be considered. A negative result should be interpreted with caution, as this
does not exclude the presence of tumor.

References

GAST-B
6 OF 7

[ Note: All recommendations are category 2A unless otherwise lndicandJ
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PRINCIPLES OF SURGERY

N Category Determination

* Determine extent of disease by CT scan (chest, abdomen, and pelvis) £ EUS (if no metastatic disease seen on CT).

* In patients being considered for surgical resection without preoperative therapy, Iaparoscopy may be useful in detecﬁng radiographically
occult metastatic disease in patients with cT3 and/or cN+ disease seen on preoperative imaging. If laparoscopy is planned as a separate

z alwashings with cytology should be performed as well.

*In patients recelvlng preoperstive therapy, a baseline laparoscopy along with peritoneal washings should be considered.

* Positive peritoneal cytology (parformed in the absence of visible peritoneal implants) is associated with poor prognosis and is defined as

pM1 disease.?

pwert CTassinication
. Slewen tumor type should be assessed in all patients with adenocarcinomas involving the EGJ.3#

» Siewert Type |: adenocarcinoma of the lower esophagus (often associated with Barrett esophagus) with the epicenter located within 1 cm to
5 cm above the anatomic EGJ.

» Siewert Type ll: true carcinoma of the cardia at the E

» Siewert Type lll: subcardial carcinoma with the tumor

esophagus from below.

ith the tumor epicenter within 1 cm above and 2 cm below the EGJ.
enter between 2 cm and 5 cm below the EGJ, which infiltrates the EGJ and lower

e NCCN Guidelines for Esophageal and Esophagogastric Junction Cancers.
thus should be treated as described in the NCCN Guidelines for Gastric Cancer.
ain adequate margins.>58

Eria of Unresectability for Cure
* Locoregionally advanced
» Disease infiltration of the root of the mesentery or para-aortic lymph node highly suspicious on imaging or confirmed by biopsy
» Invasion or encasement of major vascular structures (excluding the splenic vessels)
* Distant metastasis or peritoneal seeding (including positive peritoneal cytology)

Continued
References

[ Note: All recommendations are category 2A unless otherwise indicated, ] GAST-C
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* Tis or T1i tumors limited to mucosa (T1a) may be candidates for EMR or ESD if they meet appropriate criteria (in experienced centers). 8
» T1b-T39: Adequate gastric resection to achieve negative microscopic margins along with lymphadenectomy.
» Distal gastrectomy
» Subtotal gastrectomy
» Total gastrectomy
* T4b tumors require en bloc resection of involved structures.
» Gastric resection should include the regional lymoohatics—perigastrlc lymph nodes (D1) and those along the named vessels of the celiac axis
(D2), with a goal of examining 216 lymph nodes."
» Definition of D1 and D2 lymph node dissections
¢ D1 dissection entails gastrectomy and the resection of both the greater and lesser omenta (which would include the lymph nodes along the
right and left cardiac, lesser and greater curvature, suprapyloric along the right gastric artery, and infrapyloric area);
0 D2 dissection is a D1 plus all the nodes along the left gastric artery, common hepatic artery, celiac arle% and splenic artery.
. Routlne splonectomy is not indicated unless the spleen is involved or extensive hilar adenopathy is noted.
* Consid scitg Teeding tube in select patients undergoing total gastrectomy (especiany ifpestaperative chemoradiation appears a likely
recommendation)
* Minimally invasive surgical approaches may be considered for selected cases based on the followlng criteria
» The surgeon has experience performing laparoscopic or robotic foregut procedures and has expenence . phadenectomy.
» Bollres rdlocally advanced gastric cancers can be consldered for laparoscopic or robe#re-gastrectomy given evidence that supports
equivalent oncologic outcomes from the £a .
» Minimally invasive approaches are gonerally not recommonded for T4b or N2 bulky gastric cancer.

Continued
References
I Note: All recommendations are category 2A unless otherwise indicated. GAST-C
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PRINCIPLES OF SURGERY

EC/Pressurized Intraperitoneal Aerosolized Chemo y (PIPAC)18-21

> The evidence for the use of IC/HIPEC/PIPAC is limited. There iire no randomized trials to demonstrate efficacy, and results are limited to

eports and small series. However ICIHIPEC ma ctive in selected patients with low burden of tumor. The decision to pursue IC/
HIPEC sho Ty discussion.

» PIPAC is investigational and should only be done in the context of a clinical trial.

» IC/HIPEC may be a therapeutic alternative for carefully selected patients with peritoneal carcinoma as only disease.

0 Patients who are being considered for IC/HIPEC should undergo pre-treatment evaluation with a chest/abdomen/pelvis CT, diagnostic
laparoscopy with washings to assess for PC| and/or cytology-positive disease, and consider a PET scan to rule out distant metastatic
disease. Patients with documented peritoneal metastatic disease should begin with systemic therapy given for a minimum of 3 months.
Then patients should undergo re-staging and demonstrate stable or improving disease to be considered for further therapy. Treatment

adg in the context of a multidisciplinary tumor board. In this setting:

pa gher burden of peritoneal disease (PCi >10), IC/HIPEC may be considered in the setting of a clinical trial.
—The role of prophylactlc IC/HIPEC/PIPAC is currently investigational for patients with non-metastatic cancers and should only be
performed in the setting of a clinical trial.

# Cytoreduction of all visible nodules/plaques. Continued
References
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PRINCIPLES OF SU

Palliative Procedures
Should be reserved for the palliation of symptoms obstructnon or uncontrollable bleedin
disease when non-surgical options are not feasible such as endoscopic or

* Lymph node dissection is not required.

« In patients fit for surgery and who have a reasonable prognosis, gastrojejunostomy (open or laparoscopic) or endoluminal stenting are
options. Except for rare cases that may have slow growth, endoluminal stenting is preferred in patients with gastric outlet obstruction/
disease and very minimal metastatic disease, in the liver or other area not affecting the Gl tract. If longer term palliation is needed, surgical
bypass may be considered.

* Venting gastrostomy and/or feeding tube may be considered.

n patients with incurable
es (ie, endoscopic stenting).

I Note: All recommendations are category 2A unless otherwise indicated. I GAST-C
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PRINCIPLES SYSTEMIC THERAPV

Perioperative Systemic Therapy
TN (For patients who received less than a D2 lymph node

*» Fluorouracil ? leucovorin, oxaliplatin, and docetgxe! (FLOT)® dissection )
(category 1)" * Fluoropyrimidine (infusional fluorouracil® or capecitabine)

* FLOT® + durvalumab° for PD-L1 CPS 21 or TAP 21 before and after fluoropyrimidine-based chemoradiation®
(category 1)

uorop’ idine and oxaliplatin®®
Postoperative Chemotherapy

Qihﬂﬂﬁmgmmﬂ-ﬁmm For patients wh ndergone pri D2 lymph

* Fluorourag/l and cisplatin (category 1) s‘ o‘:Iro diss:cﬁon M’MP

~_— Preferred Regimens )

Neoadjuvant or Perioperative Immunotherapy « Capecitabine and oxaliplatin (category 1)°

Muﬂn&aﬂa.ln.ﬁlm%mmnm * Fluorouracil® and oxaliplatin

* MSI-H/dMMR tumors

» Nivolumab and Ipillmumab followed by nivolumab®?

Chemoradiation for Unresectable Disease
» Pembrolizumab®*> lona a repl
» Tremelimumab and durvalumab for neoadjuvant therapy only®87 gan;ue:wlnfgl)mrouracﬂ CELS gasd e

Preferred Regimens
* Fluorouracil® and oxaliplatin 1011
* Fluorouracil and cisplatin'?13

er R ended Regimen
* Fluoropyrimidine (ﬂuorouracll or capecitabine)
and paclitaxel (category 28)

@ | eucovorin is indicated with certain fluorouracil-based regimens. Depending on availability, these regimens may be used with or without leucovorin. For important
information regarding the leucovorin shortage, please see Discussion.

bF’u’inil.f'holoir\‘vn nd Biomarker Testing (GAST- :

d mw&m%%m%éhmd no EFS advantage when durvalumab was added to FLOT.

® The use of this regimen and dosing schedules is based on extrapolations from published literature and clinical practice. Continued

I Note: All recommendations are category 2A unless otherwise Indicated. I R_e'_z!:—:’—?rgi
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JGCA/ESMO/NCCN

Temel Benzerlijder
ve Farkliliklar (Ozet)

Cerrahi (D2 Diseksiyon): Ug kilavuz da kiiratif cerrahide D2
diseksiyonu altin standart olarak kabul eder.

Adjuvan Kemoterapi: JGCA ve ESMO/NCCN, Evre ll/lll igin
floropirimidin bazli adjuvan kemoterapiyi onerir.
Kombinasyon segimleri (S-1 bazli vs. FLOT/XELOX) bolgesel
farkliliklar gosterir.

1. Basamak AGC, HER2-Negatif:

* JGCA: Fluoropirimidin + Platin = Nivolumab (CPS=5
vurgusu).

* ESMO/NCCN: Fluoropirimidin + Platin + Nivolumab
(CPS=5i¢in 1. sira). Not: ESMO/NCCN, CPS
bakilmaksizin nivolumab+kemoterapiyi daha genis bir
sekilde onaylamis/6nerebilir.

1. Basamak AGC, HER2-Pozitif:

* Hepsi: Trastuzumab + Kemoterapi standarttir.

« NCCN/ESMO: ileri evrede immiinoterapi (6rnegin,
pembrolizumab) onayi/6nerisi daha genis olabilir.

2. Basamak AGC:

* Hepsi: Ramucirumab + Paklitaksel 6nemli bir

secenektir.
Neoadjuvan Kemoterapi:

* ESMO/NCCN: Lokalileri hastalikta (6zellikle FLOT
protokoll ile) daha gucgll ve yaygin bir sekilde onerilir.

* JGCA: Daha temkinli yaklasir, net 6neri sunmaz.




Sonug¢

JGCA 2021 kilavuzu, mide kanseri tedavisinde kapsamli, kanita dayali
ve guncel bir rehberdir.

Tedavi karari; hassas evreleme, histopatolojik/molekuler alt tip
belirleme (HER2, MSI, PD-L1) ve hasta performansina dayanmalidir.

Minimalinvaziv cerrahi erken evrelerde standart hale gelmistir.

immuino-onkoloji (nivolumab, pembrolizumab) ve hedefe ydnelik
tedaviler (T-DXd, ramucirumab), ileri evre hastalikta tedavi semasini
kokten degistirmistir.

ESMO ve NCCN kilavuzlari ile genel prensipler benzer olsa da,
immunoterapi kullaniminda ve neoadjuvan kemoterapi yaklasiminda
bolgesel farkliliklar bulunmaktadir.

Multidisipliner yaklasim (cerrahi, medikal onkoloji, gastroenteroloji,
radyasyon onkolojisi, palyatif bakim) optimal sonuglar igin esastir.




Neoadjuvan tedavi

RO rezeksiyon oralari artar
Uzak metastaz ve nuks azalir

Tumor evresi geriler

Optimum rejim ?

Optimum siklus ?

Histolojik alt tiplerin cevabi ?
Sag kalima katki ?




i' .
Amerika,
NCCN = =

Kim hangi T2N0-3MO0
hastaya, nasil bir
heoadjuvan
tedavi vermekte?
y Avrupa =2 o
> TONO II\E/I?A‘I\élacl)cgu|del|nes.
e o Ve
tUR FNCLCC/FFCD
rezektabl
calismalari

kanserler




Japonya 2>

e Erken tani orani ¢cok

e D2 diseksiyon ile basari yuksek

e 2018 JGCA 5. baski rehberinde neoadjuvan tedavi
cikarildi

e Mart 2019’ da D2 lenfadenektomi dusunuldiginde
rezektabl mide kanserinde neoadjuvan tedavinin bir
secenek olmadigina karar verildi.

Kore = Japonya ile benzer

Cin =2 T3 -T4N1 - 3MO lokal ileri kanserler

e Faz lll calismalar yetersiz




Current clinical indications of neoadjuvant chemotherapy and chemoradiotherapy for gastric cancer.

Guidelines Neo-chemotherapy Neo-chemoradiotherapy

Stage Regimen Evidence Stage Regimen Evidence

NCCN (2018.V2) >cT?2, Nany TX, TC, PFL, 1 >cT?2, Nany TX, TC, PFL, 2B
XELOX, FOLFOX,
FOLFOX, FLOT XELOX, CRT —
45 Gy
JGCA Guideline (5th Tany, Bulky N —
edition)
ESMO (2016) >TINO 5-FU and
platinum-based
CSCO (2019) Stage II1 ECF (2A), PF EGIJ Stage III CRT 45-50 Gy
(T2N3MO, T3N2- (2A), XELOX (T2N3MO, T3N2-  (5-FU/platinum-
3MOQ, T4aN1- (2A) 3MO, T4aN1- based/Taxol)
3MO) 3MO0)
Korean Practice Not considered for — Not considered for resectable GC
Guideline (2018) resectable GC|

NCCN: National Comprehensive Cancer Network; JGCA: Japanese Gastric Cancer Association; ESMO: European Society for Medical Oncology;
CSCO: Chinese Society of Clinical Oncology; TX: Taxol+ capecitabine; TC: Taxol, cisplatin; PFL: cisplatin, fluorouracil, leucovorin; ECF:
epirubicin, cisplatin, fluorouracil; PF: cisplatin, fluorouracil; XELOX: capecitabine, oxaliplatin; FOLFOX: fluorouracil, oxaliplatin. FLOT:
docetaxel, oxaliplatin, fluorouracil; EGJ: esophagogastric junction; CRT: Chemoradiotherapy; GC: gastric cancer.




Neoadjuvan
Kemoterapi

>1990 lokal ileri mide
kanserinde basladi.

2006 donum noktasi = MAGIC
calismasi

* En buyuk randomize Faz lll calisma
* 9 Amerikan hastanesi + bircok farkli tlke
* 503 hasta

e Sadece cerrahi & Cerrahi + perioperatif
KT (ECF 3 + 3 siklus)




eosaee RO rezeksiyon orani artti % 79 & % 70

Lenf nodu metastazi azaldi NO/N1 % 84 & %
71

5 yillik sag kalim artti % 36 & % 23

MAGIC

Progresyonsuz sag kalim artti




S 224 hasta NAK & Cerrahi

RO rezeksiyon orani artti %84 &
%73

5 yillik hastaliksiz sag kalim artti
%34 & %19

Fransiz FFCD9703




Bu iki calismada limitasyon neydi?

0

Sadece alt

ozofageal
adenokanserler ve
ozofagogastrik
bileske timorleri

02

D2 diseksiyon
sadece
oneriliyordu.
Standart
uygulanmadi.

03

D2 diseksiyon orani
az




Avrupa kanser arastirma grubu

 EORTC 40954 ve FLOT

* ECF veya ECX & FLOT

* RO rezeksiyon
e Sag kalim

* Hastaliksiz sag kalim

* Mide ve o0zofagogastrik bileske tumorlari icin standart tedavi

- FLOT



“l 2014, Japonya = COMPASS

4 Kur S-1/sisplatin veya
Paklitaksel/sisplatin
neoadjuvan tedavi 2
%10 Patolojik tam
yanit

llac toksisitesi
yasanmadi




Japonya = JCOG 0405

53 hastanin 5 yillik sonuclari

. X
' -2 ..Q(\

’

60‘f~ \0{ » ¢ N é‘

RO rezeksiyon %82

3 yillik sag kalim % 59

5 yillik sag kalim % 53




Summary of clinical trials investigating the impact of neoadjuvant chemotherapy for locally advanced gastric cancer.

Author

Smdies

Inclusion criteria

Group Patients

OS or
median

Ajani et al®®

Ajani et al”’
Rougier et al™*

Songun et al"'

Schuhmacher
etal™

D'Ugo et al™

Cunningham
etal’

Tsuburaya
etal'®
Ychou et al’

Schuhmacher
et al®
Kinoshita
et al™®
Biffi et al™*

Iwasaki et al’’

Yoshikawa
eta”

Cunningham
eta”

JCOG0210

COMPASS

STO03

Resectable gastric

MO + EGJ cancer
Resectable gastric MO cancer
Locally advanced gastric
cancer M0 + EGJ

T2—-4M0O

Locally advanced gastric
cancer -1V (M0) + EGJ
T3—~4 Nx M0 or

T < 2N + MO

Resectable gastric + EGJ
cancer
Bulky N2/3

Resectable gastric + EGJ
cancer

T3—4NxM0
T2—-3/N+ or T4aNO
T3—4 Nx or Tx N1-3

MO0 + EGJ
Resectable gastric cancer

T2—-3/N+ or T4aN0O + EGJ

Resectable
gastric + EGJ + esophageal
cancer

EFP x 2 + surgery + EFP x 3

EAP x 3 + surgery + EAP x 2
FP x 6 + surgery

LLFAMTX x 3 + surgery/2surgery
EAP + surgery

EEP x 3/

ECF x 3 + surgery + EEP x 3/
ECF % 3

1. ECE x 3 + surgery + ECF x 3/2.
surgery

S-1/CDDP x 2

=3 + surgery + D2 + PAND

1. FP x 2—3 + surgery + FP x 3<4/
2. surgery

1. PFL x 2/2. surgery 72 81.9/66.7
S-1 x 2 + surgery 80.8
1. TCF x 4 + surgery/2. surgery 3 85

SC x 2 + surgery

1. SC x 2 + surgery/2.

SC x 4 + surgery

1. Bevacizumab + ECX + surgery/2.
ECX + surgery

15 months

16 months
16 months

18/30 months
19 months

>28 months

5 years,
363%

vs. 23.0%,
P = 0009

5 years; 53%

5 years 38%
vs. 24%,
P=0.02
64.62/52.53
months

NS

NS




Author Studies Year Inclusion criteria Group Patients RO (R OS or
rate rate median
(%) {%) survival time
Katayama ICOG1002 2013 Bulky N2/3 CDDP/S-1 x 2 53 84.6 NS 5 years, 55%
etal” -3 + surgery + D2 + PAND
Al-Batran FLOT-AIO 2017 ¢T2-4/eN-any/eMO or ¢T- . ECF/ECX + surgery/2. 360/356 T8/85 NS 35/50
et al™ any/cN+/cMO FLOT + surgery months,
P =0.012
Terashima JCOGOSO01 2019 Resectable gastric cancer I. Surgery + SI1/2. 149/151 NS NS 3 years,
et al™ SC x 2 + surgery + S-1 624% vs.
PRODIGY Ongoing ¢T2-3/N(+), TA/N(+/-) DOS + surgery + S-1 vs, 60.9%,
surgery + S-1 P =0916

CR: complete response; OS: overall survival, EG): esophagogastric junction; EFP: etoposkle, fluorouracil, cisplatin; PFL: cisplatin, fuorouracil, kucovonin; SC: S-1, csplatn; TCF: Taxol,
cisplatin, luorouracil; EEP: etoposide, epirubicin, cisplatin; EAP: etoposide, adriamycin, cisplatin; FP: fluorouracil and cisplatn; F: fluorouracil; ECX: epirubicin, cisplatin, capecitabine; TC:
Taxol, cisplatin; SC: Systemic chemotherapy; FAMTX: fluorouracil-adriamycin-methotrexate; DOS: docetaxel, oxaliplatin,S-1; CDDP: cisplatin; ECF: epirubicin, cisplatn, fluorouracil; PAND:

para-aortic nodes dissection; NS: Not Sure.



SONUCTA NAK

RO rezeksiyon oranlarini

Evreyi dustrdd artird|

5 yillik sag kalimi artirdi

2- 4 siklus onerilse de

e Patolojik tam yanit orani verilen
ilactan bagimsiz olarak 4 siklus
olanlarda daha fazla

e 4 siklusda nutrisyonel risk artti!!

Postop komplikasyon, Ozofagogastrik bileske
mortalite, hastanede tumorleri daha fazla
kalis suresini etkilemedi. yararlandi




NAK + RT ?

Alman POET

* NAK & NAKRT
INTO116 calismasi o NAKRT 3 yilik sag kalim artti %47 & %
« FU + 45 Gy/5 hafta 4 % 83 Patolojik 27

tam yanit

¢ Patolojik tam yanit %15

2006

2001 | 2009

Ajani calismalari inceledi
e 5-FU + 35-37,5 Gy/4-5 hafta alan lokal
ileri mide kanserleri

e Sadece RT ye gore surviyi artirdigini
buldu



“| MD Anderson Cancer Center - RTOG
9904

* NAKRT RO rezeksiyon ve patolojik tam yanit yaninda tumor evresini de
dusurdugund kanitladi

* 677 RO
* %27 Patolojik tam yanit



=y
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* Yapilan calismalar

gastroozofageal bileske
tumorleriyle sinirli

NAKRT’ de * Distal mide tumorleri igin veriler

?

limitasyon?

* Japon ve Cin rehberlerinde yeterli
NAKRT calismasi yok

* Asya ulkelerinde daha cok distal
mide tumorleri gorulmekte




Summary of clinical trials investigating impact of fiSSadjUVaREChemoradiclsrapy forlocally aavanced gastric cancen

Author

Studies

Year

Inclusion criteria

Group

Patients

Shchepotin et al®’

Safran et al™
Lowy et al'’
Ajani et al”
Ajani et al*’

Allal et al™
Stahl et al’

Van Hagen et al”

Cats A et al™”

1994
1997
2001
2004
2005

2005
2009

2012
2018
Ongoing
Ongoing
Ongoing

Ongoing

Resectable gastric cancer

Unresectable gastric cancer
T > 2, N+, MO

T>2 N+

Resectable gastric + EGJ
cancer

T3-T4, N+

EG]

Esophageal cancer 4+ EGJ
cancer
Resectable gastric cancer

Esophageal cancer 4+ EGJ
cancer
Resectable gastric + EGJ
cancer
Resectable gastric + EGJ
cancer
Resectable gastric + EGJ
cancer

1. Surgery/ 2. 20 Gy EBRT/ 3. 20 Gy EBRT + Hy

45 Gy EBRT + paclitaxel

45 Gy EBRT, 5-FU

5-FU, LV, P + 45 Gy EBRT, 5-FU
FP, paclitaxel + 45 Gy EBRT

FP, LV + 31.2—45.6 Gy EBRT

1. PFL x 3 + 30 Gy + cisplatin/surgery/

2. PFL x 2 + surgery

1. Paclitaxel + carboplatin + 41.1 Gy + surgery/
2. surgery

ECF + surgery vs. ECF + 45 Gy + surgery

ECF x 3 + surgery vs.

Paclitaxel + carboplatin + 41.1 Gy

DOS x 3 weeks (45 Gy in 1.8 Gy + surgery vs.
DOS x 3 + surgery

98/100/95
27
24
33
41

19
62/64

178/188

393/395

620

540

RT (45 Gy)+ XELOX x 3 + surgery + XELOX x 3 632

vs. XELOX x 3 + surgery + XELOX
SOX x 1 + CRT (45 Gy/

S1) + SOX x 1+ surgery + SOX x 3 vs.
SOX x 3 4 surgery + SOX x 3

NS NS
NS 11
75 11
70

78

NS 5
72/69 15.6/2

92/69 NS

80/82 6

5 years, 21% vs.

NS vs. NS

2 years, 35% vs. NS
NS

34 months

>36 months

NS
33.1/21.1 months

49.9/24 months

43/37 months, P = 0.9;
5 years, 42% vs. 40%

CR: complete response: OS: overall survival: EBRT: external beam radiotherapy; IORT: intraoperative radiation therapy: CRT: Chemoradiotherapy: Hy: hyperthermia: FP: fluorouracil and
cisplatin; PFL: cisplatin, fluorouracil, leucovorin; LV: leucovorin; DOS: docetaxel, oxaliplatin,S-1: ECF: epirubicin, cisplatin, fluorouracil: XELOX: capecitabine and oxaliplatin; SOX: S-1 and
Oxaliplatin; NS: Not Sure.




s

HER-2 + lokal ileri timaorler

Hedefe
yonelik
heoadjuvan

tedaviler? Cetuximab (anti-epidermal bilyiime faktor
reseptoru)




2014 - Alman HER-FLOT

e 4 kiur, RO %93, Patolojik tam yanit %23

e Transtuzumab+Xelox, rezektabl mide kanseriveya
gastroozofageal bileske tumorleri objektif yanit
orani %39, patolojik tam yanit %8

2017 -ST03

e 1063 hasta>ECX + Bevacizumab & ECX
e Fark yok

JCOG 1301




Summary of clinical trials investigating targeted drugs of necadjuvant chemotherapy for locally advanced gastric cancer,

Studies Year Inclusion criteria Group Patients RO CR OS or median
rake (%) rate (%)  survival time
HER-FLOT 2014 uT2—4 N MO HER-FLOT 52 NS 23% NS
NEOHX 2015 T1=2N + MO or T3-4NxM0 XELOX-T 36 NS 8 NS
STO-0801% 2017 Locally advanced gastric cancer = EGJ Panitemumab + ECX 3 vs. ECX 3 83/80 84%/82% NS 10.3 vs.96, HR = 1.17,
P=043

STO3 2017 Resectable lower esophageal, EGJ, ECX 3 vs. bevacizumab + ECX 3 53v533  64/61 NS 33.97 vs. 34.46,

or gastric cancer HR = 1.067, P = 0.478%

3 years, 48 9% vs, 4769

FLOTG Ongoing T2-4 any N, MOOR any T N + MO FLOT vs. FLOT + pertuzumab + trastuzumab
INNOVATION  Ongoing HER2 + resectable gastic and GEJ cancer Chemotherapy vs chemotherapy + trasmznmab
PERIHER Ongoing  T2N2-3, T3/T4aN+, T4bN any, MO XELOX vs, XELOX + trastuzumab
Trigger Ongoing  Extensive lymph node metastasis SP vs. SP + trastuzumab
NCT0322%096 Ongoing  T3-4 N any MO SOX vs. SOX + trastuzumab
NCT03192735  Ongoing Locally advanced gastric cancer Apatinib plus XELOX
NCTO03599778  Ongoing  Locally advanced gastric adenocarcinoma Apatinib
NCT03355612 Ongoing Locally advanced gastric signet Apatinib vs, XELOX
ning carcinoma
NCTO3878472  Ongoing  Resectable gastric cancer Camrelizumab vs. apatinib vs. SI

ECX: epirubicin, cisplatin, capecitabine; XELOX: capecitabine and oxaliplatin, FLOT: docetaxel, oxaliplatin, fluorouracil; SP: S-1, cisplatin; SOX: S-1 and Oxaliplatin; NS: not sure.




Guncel
problemler
ve gelecekte
beklenenler

Asya & Avrupa, Amerika’ da tedaviler farkli

e Erken evre, tarama, distal tumorler & 6zofagogastrik
bileske tumorleri

S-1 guvenli ve efektif tedavi iken batida
kullanimi pek yok

e CYP2A6 gen polimorfizmi

Ozofagogastrik bileske tiimorleri neoadjuvan
tedaviden daha cok yararlanmakta



Immun checkpoint 2017, ilk immunoterapi
inhibitors — PD-1/PD-L1 ve ajani pembrolizumab ise

Kemosensitif olmayan
hastalarda cerrahi

secikebilir CTLA-4 - Progresyon yaramadi ve mide kanseri

gosteren hastalikta etkili tedavisinden cekildi

e Kim kemosensitif?
Tahmin edemiyoruz.
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