Mide kanserinde neoadjuvan tedavi igin yeterli kanit var mi? Total
neoadjuvan tedavinin yeri nedir?

Tam yamit var kime cerrahi yapmayalim?
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Treatment given as a first step to shrink a tumor before the main treatment

Neden?

* Down-staging/sizing (unresectable)
* Down-staging/sizing (resectable)

* Mikrometastaz tedavisi

* Metastaz igin zaman

* Etki degerlendirmesi
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Perioperative Chemotherapy versus Surgery Alone
for Resectable Gastroesophageal Cancer

‘Gunningham D ot al. NEJM 2006

@ ® Perioperative chemotherapy with fluorouracil plus
leucovorin, oxaliplatin, and docetaxel versus fluorouracil or
capecitabine plus cisplatin and epirubicin for locally
advanced, resectable gastric or gastro-oesophageal junction
adenocarcinoma (FLOT4): a randomised, phase 2/3 trial

Soah-Eddin Aatran,Nils Homann, Clud

gk Thorsten O Goetze, Johanne

Stefan Kaspe Hans-Georg Kopp,Frank Moyer,
(g MatinHaag, Kim Luey, Udo Lindiy Wolf
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FLOTA.AID Investigotrs

A-Batran SE ot a. Lancet 2019

An Updated Meta-Analysis of Randomized Controlled Trial Assessing the
Effect of Neoadjuvant Chemotherapy in Advanced Gastric Cancer
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Korean Practice Guideline for Gastric

Special Article

R Cancer 2018: an Evidence-based,
Multi-disciplinary Approach
NEOADJUVANT THERAPY

Statement 15. Neoadjuvant chemotherapy for potentaly resectable gastic cancer is not conc
D2 LND is considered evidence: high, recommendaton: nconciusive.

Neoadjuvan CTx galismalarinda yeterli lenfadenektomi yapilmamasi

JCOGO0501 galismast

© PRODIGY: A Phase lll Study of Neoadjuvant

= Docetaxel, Oxaliplatin, and S-1 Plus Surgery and
£ Adjuvant S-1 Versus Surgery and Adjuvant S-1 for
= Resectable Advanced Gastric Cancer

CTNM stage: cT23N(+IMO
or cTa/N(anyIMo
C 7th edition)

ECOGPSOor 1
‘Adequate organ function
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e 80222 (36.0) 98225 (422 092(05310058)

In conclusion, addltion of ecadinant DOS 10 D2, grecomy
and aduant S-1 e to sgnfeant umor dow

with ble safely in the PROD\GV >luJy
These resus sugges thal s stal
i vesn ot s . A i e
advanced gastic or gasioesophageal cancer. Importantl,
e results of PRODIGY support one common treatment
Strategy—perioperative chemotherapy ih surgery—for pa-
tents with LAGC in East Asia as wel as in the West.

Kang ¥K etal1Cln Oncol 2021

st Cancer 2021 28452502
g dolorg/101007510120-020011367

ORIGINAL ARTICLE

with or without -1 plus cisplatin for type
4 or large type 3 gastric cancer (JCOG0501): an open-label, phase 3,
randomized controlled trial
Hitoshi ataiTakakiYoshikave* - Sefi to* Masahid Ka - Yutaka Kimra". rac?
AliraKurita" - Masakazu Takagi'™ - Akinori Takagane' H G- Jun Hihara'

Narikazu Boku" - Takeshi Sano’®- Mitsuru Sasako'”
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3-year OS; 62.4% vs. 60.9%
3-year PFS; 47.7% vs. 47.7%

We concluded that NAC with SP is not recommended

for type 4 or large type 3 GC.

Thus, the standard treatment remains to be D2 surgery

followed by adjuvant chemotherapy.

Ivasaki ¥ et . Gasti Cancee 2021

Gastric Cancer
hitps2/doiorg/10.1007/510120-020-01042:y

SPECIAL ARTICLE

Japanese gastric cancer treatment guidelines 2018 (5th edition)

Japanese Gastric Cancer Association’ |ca 26) T
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€026 Is neoadj for
resectable advanced gastric cancer?

Rec is condi-
tionally recommended for a patient with extensive lymph
node metastasis (see also CQ5).

CRIMBTACHT SAEND TR, AT (RR®
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Neoadjuvant chemotherapy with S-1 and cisplatin followed by
D2 gastrectomy with para-aortic lymph node dissection for
gastric cancer with ive lymph node i

A. Tsuburaya', J. Mizusawa?, Y. Tanaka®, N. Fukushima*, A. Nashimoto® and M. Sasako® on behalf
Pt .
Inclusion criteria
Histologically proven gastric adenocarcinoma.
Type 0,1,2,30r5

Bulky N2 (> 3 cm, or at least two adjacent tumours > 1:5 cm) and/or Bulky N2'/PAN"
PAN (= 1 cm) metastases ~= =~ Bulky N2 /PAN"
PAN oy 10 Bulky N2'/PAN*
contrast-enhanced CT 09
No more than 3 cm invasion to oesophagus 2 08
Peritoneal lavage cytology-negative for cancer cels by staging g 07
laparoscopy. g 06
Aged 20-75 years § 05
ECOG performance status 0 or 1 £ 04
No history of chemotherapy and radiotherapy for any cancer, and 8 o3
surgery for stomach & 02
s gastric cancer and o1
‘endoscopic resection
Fair oral intake with or without bypass surgery 0 1 2 3 4 5
Sufficlent organ function Time after enrolment (years)
WBC count > 4000/mm? and < 12 000/mm®
Platelet count > 100 000/mm?*
ASTand ALT <100 units/

Total biliubin <1.5 mg/dl
Creatinine < 1.5 mg/dl and creatinine clearance = 60 mi/min
Haemoglobin > 8.0 g/d

Written informed consent

Toubaraya Aot al 845 2014

Adjuvant capecitabine plus oxaliplatin for gastric cancer >
after D2 gastrectomy (CLASSIC): 5-year follow-up of an
open-label, randomised phase 3 trial

Hoon kyo Kim, Wansik Y ong i Lee Dong Bok i, fen-ShiChen, Yorni i, Stell Ho,Yong.

Kim -y Cho,
g, onbehlfofthe CLASSIC

78% (95°% C1 74-82) in the

Non

®

The estimated 5-ear overall survival

adjuvant CT group

=] 69% (64-73) In the observation alone group.

SH ot al. Lancet Oncalogy 2014

Predictive test for chemotherapy response in resectable
gastric cancer: a multi-cohort, retrospective analysis

JoHo Cheong", Hn Kwang Vang, Hyunki K, WooHo im, Young-Woo Kim,Myeong-Cher Kook Young Xy Park, Hyung Holim,
HoYan i JnceL Choi Saamvonion o v

‘EunjiJang, Hyeseon Kim, Yong-Min Huh, Sung Hoan Noh* &
A B
L
[mmmsms ] [rrnte ] [omsezn] [ ]

patient dassfiers

real-time RT-PCR.

Immune high (GZMB+, WARS+); low risk and no benefit
Stem-like high (SFRP4+); high risk

Epitelial-high (CDX1+); CTx-benefit

No benefit relationship with SFRP4??

Gheong JH et al. Lancet Oncology 2018

Predictive test for chemotherapy response in resectable
gastric cancer: a multi-cohort, retrospective analysis
o HoChesng, Har Ko Yang Hyuk i, Woo o

HyeseungLes,
Eunjjang Hyeseon i, Yong-Min Huh Sung Hoon Noh

Young WooKim Myeong Chr Kok Young Xy Prk Hyung Hori,
g o Soomwon o, o i Young Cho Woofinyuns.
&
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£ Surgeryont Surgeryonly
» 047 (95% €1 0:30-0.75), p=0-0015 » 093 (95% 01062-1:38), p=0 72
46(95%C1029-074)p-00012 090 (95% 01060-136),p-063
°
o » o @ % o » ©
I Timesince andomisation (months) Time sice andomisation (monthe)

Number atrisk
(number, umber cen:
Adjnant chemotherapy 141(0)  128(4)  116(5)  B0(34)  24(90) Adjwwantchemotherapy 182(0)  167(3)  143(5)

Sugeryonly 140(0)  129Q)  103(6) 66(7) 15(72) Sugeryonly 162(0)  48(1)  122(5)

625 of the 629 tumour fi he CLASSIC trial.

98(7)  28(105)
79(40)  13(103)

evaluation ngle pat
groups. (C dassifier, herapy-benefit g

heong.

et al Lancet Oncology 2018

Mismatch Repair Deficiency, Microsatellite Instability,
and Survival

An Exploratory Analysis of the Medical Research Council
Adjuvant Gastric Infusional Chemotherapy (MAGIC) Trial

Figure 1. y (MS) Status and ty
Chemotherapy and 100
surgery, MSS or MSI-L
Worst 50
Surgery, WSS or MSI-L
Best Surgery, MsI-H ¢ 6o
5 w0l
201 =
0 .
o 1 2 i s 78 5w
Time From Surgery,y
No.atrisk
Chemotherapy and surgery, MSl-negative patients 129 85 58 & 27 2 15 6 3 1
Chemotherapy and surgery, MS\-positive patients 9 3 1
Surgery, MSI-negative patients 151 100 8 ¥ oa w9 7 1
Surgery, MSI-positive patients 008 6 3 1 1

‘Smyih EC st . JAMA Oncalogy 2017

Mismatch Repair Deficiency, Microsatellite Instability,
and Survival

An Exploratory Analysis of the Medical Research Council
Adjuvant Gastric Infusional Chemotherapy (MAGIC) Trial

Figure 2. Overall y Patients.
100
—— Chemotherapy and
surgery, MMRD
Chemotherapy and 80
surgery MMRP
—— Surgery, MMRD
Surgery, MMRP ® 60
w0f
201
o
6 1 1 3 4 5 & 7 8 5 1w
Time From Surgery, y
No.atrisk
Chemotherapy andsurgery, MMRD 107 73 &7 2 19 1 10 3 1 1
Chemotherapy andsurgery, MMRP 12 6 2 2 &
Surgery, MMRD B 92 22 M 18 1B 8 6 1
Surgery, MMRP s 8 5 2 11
patients with MSI-H or MMRD may not benefit (or may ience a effect) from periop 0

Smyth EC et sl JAMA Oncology 2017
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Microsatellite Instability and Programmed Cell Death-Ligand 1
Expression in Stage II/lll Gastric Cancer
Post Hoc Analysis of the CLASSIC Randomized Controlled study

Lograak p-0.001

wDLi
p=ooor

¥
s
e
'

Ghoi YY ot . Ann Surg 2016

Microsatellite Instability and Programmed Cell Death-Ligand 1
Expression in Stage II/Ill Gastric Cancer

Post Hoc Analysis of the CLASSIC Randomized Controlled study

MELLAGS Positive | Clinical trial with adjuvant/neo-adjuvant

immune checkpoint inhibitor

’_

MSLH

§ y + adj “Tx.
Surgery only Surgery + adjuvant CTx.

|

Neo-adjuvant CTx. +/- RTx. + Surgery, if indicated

hoi YY stal. Ann Surg 2018

Individual Patient Data Meta-Analysis of the
Value of Microsatellite Instability As a Biomarker
in Gastric Cancer

O, Roslb e ' Young Woo Kim, WD, wor

© L wo, D' Yeon An, WD, PR",
e s WD, P, A" Gl i, D' Sun Heon v G, ' T San S, 70° Sng Ko, MO'
a0 B, U Dard Canina,WD' oL, ' o Chon, D, 0"

Elabeth Caterine Smth,
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Pitranting ot al.J Gin Onool 2019

Individual Patient Data Meta-Analysis of the
Value of Microsatellite Instability As a Biomarker
in Gastric Cancer
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16 4. Kaplan-Meier curves of overall survival according to treatment (surgery plus and bility (MSI) status|
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Individual Patient Data Meta-Analysis of the
Value of Microsatellite Instability As a Biomarker
in Gastric Cancer
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FIG 3. Kaplan-Meier curves of disease-free survival according o treatment (surgery plus v surgery only) and tability (MSI)
status (MSI-high v microsatelite stable (MSSYMSI-low) in (A) whole trial population and (8) MAGIC and CLASSIC trials only.

Pitranting st al.J Gin Oncol 2019
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ORIGINAL ARTICLE.

Response to neoadjuvant chemotherapy and survival in molecular
subtypes of the D1/D2
and CRITICS trials

In conclusion, among molecular subgroups of GCs EBV+tumors showed the highest histopathological
response rate and favorable outcome compared to EBV-/MSS. We found substantial histopathological
response after neoadjuvant chemotherapy in MSI-high GC, but only in those with a
mucinous phenotype.

Biesma HD st . Gastric Cancer 2022
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Review Article Novel Biomarkers for Prediction of

P—

to ive
Therapies in Gastric Cancer

Table 1. Potential novel biomarkers for the prediction of response to preoperative systemic therapies

Therapeutic agents Predictive biomarkers Predictive role
Chemotherapeutic  MSI status@®  MSI-H [14-17] Resistance to platinum-based
agents chemotherapy

BIRC3 @MNND  High BRIC3 expression [27] Resistance to chemoradiotherapy
Anti-HER2 agents PTEN PTEN loss [46-48) Resistance to trastuzumab and/or

AMNESIA panel EGFR/MET/KRAS/PBK/PTEN mutations  lapatinib
and EGFR/MET/KRAS amplifications [49]

NRF2 High NRF2 expression [54]
MET MET amplification [55]
FGFR3 High FGFR3 expression (58]
ANti-VEGF(R) agents  HOXB9 HOXBO-positive [74] Resistance to bevacizumab (in CRC)
Immune checkpoint ~ PD-L1 emmm®  High PD-L1 expression [90,91] Response to anti-PD-1
inhibitors MS-status MSI-H [84,90]
€8V EBV-positive [90]
Epigenomic  Epigenomic promoter alterations [93]  Resistance to anti-PD-1
promoter
Ms| instability; MSI-H bility-high; BIRC = baculoviral inhibitor of apoptosis

repeat containing; PTEN = phosphatase and tensin homolog; EGFR = epidermal growth factor receptor; PI3K =
phosphoinositide 3-kinases; NRF2 = nuclear factor erythroid 2-related factor 2; FGFR = fibroblast growth factor
receptor; HOXBI - homeobox B9; VEGF(R) - vascular endothelial growth factor (receptor); CRC = colorectal
cancer; PD-L1 = programmed death-ligand 1; EBV = Epstein-Barr virus; PD-1 = programmed death-1.

‘Gavallere Aot a, Gastrc Cancor 2019
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