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Agv £XW va SNAWOowW 0100ATTOTE
OUYKPOUOUEVO CUHNPEPOV...

AnAwvw 101aiTEPO Kal EINIKPIVEC
EVOIQQEPOV ...

XEIpOUpPYIKN OYKOAoyia
laTtpikn (...¢ppovTida acBevwyv)




Moapovoa voonon / cOpmTwHe : Kothtakd GAyog,
EUpEVOVoa SuoTenmTik) cuvdpoun, avaluio, €UETOL,
anwAela Bapouc, HEAALVA, ALLATEUEDN...

Tpéxovoa (ouyxvn)

TUPOLKTLKA»

% 4 [ASTPOZKOMHZH )
[ E€etdoelc alpoatog ] = «adpn tonoypadio»
AIATNQZH (+) Bogia yia adevoCa (Babuog
\&acl)oponoir]onq, Lauren ?) y
4

-

- MDCT Owpakog kotAiag (yaotpoypadivn, iv contrast ?)
(? T :«mdayuvon» toxwpatog, ? N péyebog, ? Ocon)

2TAAIONMOIHZH | | - (UsAMRi)

[... TOAU ouyva ateAnc-avakplBric otadlomnoinon...]

/

g
[ HAkia (xpovoAoyikn) }

(ouv-voonpotnta, dappaka)

STATUS

4
Anodaon yiwa Osparneia avaloya He TV EL6LKOTNTA

«UTIOSOXACY, TLIC YVWOELG, TpoKataANPEeLg Kat
avtIARYPELC TOU «OEpATTIOVTOC» LATPOU




. IZTOPIKO : Kol\takO @GAyoC, €ppEVOUCA OUOTIETTIKA
Mpotewvopevn , ouvbpoun, avalgia, cpetol,  anwAela  Bapouc,
BEATIZTH nmpaktikn HEAOLVO, OLULOTELEDN...OLKOYEVELOKO LOTOPLKO

0 e FAZTPOZKOMHZH N
[ KMY“(“ E&,taon ].:p mapping, nopdoloyia, 6-8
Eéetacelg aipotog biopsies, Pathology: grade,
Lauren, WHO, SRC, LVI, MSI, Her-2
\_status, subtypes mucinous, mixed /

4

AIAINQ2H

/- MDCT OwpaKog KOoALaG (TTPWTOKOANO USPLKAC cbépuonq)\

- [Endo US: T1?] gdv ESD dwaBcowun + (<2cm, intestinal,
ZTAAIO”OIHZH flat), ©€on: cwpa i avtpo)
- US n MRI } PET-SCAN* [M?]{intestinal, non mucinous}
- Aanapookonnon (SL)*[cT4, cN+ bulky, P otn CT, poorly
\_ cohesive?] + cytology )
3
BloAoywkn nAwia (cuv-voonpotnta, CGA geriatrics)
STATUS Op£Yn, Performance Status

‘ ZUMITTWHOT (TILECTLKA ?)
Anokataotaaon
oLOLOOTAONC

3
(Fe**, 9peYn)

OIrKOAOTIKO 2YMBOYAIO
* EC Gertsen, Ann Surg Oncol 2020




Mpotewvopevn BEATIZTH mpaktiki

KAwikn
Tavtotnta otadlonoinon Tavtotnta

VEOTIAQGLOLTOG VEOTIAGLOMATOC acBevoug

(TNM 8th ed)




Tautotnto VEOMTAQGHOTOC

Lege artis €kBeon dtayvwotiknc Plogiac ?

Lauren (1965) WHO (2019)
) Intestinal J Tubular
 Diffuse ) Papillary
1 Mixed  Mucinous
QO Her-2 d Mixed |
(J Poorly cohesive
 MSI
J Subtypes
(adenosgquamous,
sgquamous, carcinoma with
lymphoid stroma, adeno
with enteroblastic
) differentiation,
I Aepdoyevwg micropapillary, adeno of

L «Meptrovalodpha»

fundic gland type)

[ SRC (signet ring cells)
O grade

D SRC (signet ring cells)

(onuooia €xeL To MOCOOTO %
OTO XELPOUPYLKO TIOPAOKEU-
aopa, adpn eKtipnon otn

Boyia)

U Poorly cohesive (diffuse),
mucinous, mixed: KOQKNG
NPOYVWONG, -XaunAn
npoocAnyn FDG (PET)
O Lymphoid stroma: KAANG
TIPOYVWONG



IZTOAOTIKEZ NAHPOQOPIEZ duopevoug mpoBAedng/mpoyvwong
N Waitepnc auumneptdopac

_ _ AapBavovtal unoyn otic anodpaoelc !
 Poorly cohesive, mixed,

mucinous, SRC (ESD, upfront surgery, avtamokplon o€ XnUELO/AKTVO,

JLlow grade Sievépyela PET i Aamapookomnong, avocoBepameio
 MSI status, her-2+++ &)

Lege artis €kBeon XELPOUPYLKOU MOPACKEVUAOUATOC ?

O Makpookorikr teptyp. . L OpLa EKTOUAG (evyis, dnw, anbotaon) | Mibavrg

d lotoAoykog TUTog 1 BaBog 5t1BNnong (opovevos, TpoBAemTIKnG
D , o * eANeVLBepeg eudaveleg, EAaocoov/peilwv T16£0) ('XE,'LOLC . QyYELOKA
Mapouata kat % SRC O Aepdadévec (+/total) euola, epwveupiki
D Grade , ' 6inBnon, dAeBikn
Q /\EMCI)(I5EVEQ (mepyaotpikol 1-6, S18non k&
U TRG (Becker or Man- e€wyaotpikoi 7-12) ) Stroma reaction
dard) (EBV, MSI high)
TNMstaging(sthed.) J HER-2
* <10%, 10-90%, >90% [cytology!!!] status**
L MSI status

**|bavika 1otoc amo M eotia



E. Puliga 2021
Cancer Treatment Reviews

deficientMisMachRepair
System

T cell

PD-1
PD-L1

¥ N

aPD-L1 arD-1
) tibod
antibody e y‘

MSS tumor cell MSI tumor cell

Fig. 3. Mechanism of immune activation by MSI cells. MSI tumor cells, due to their hypermutated phenotype, express abundant peptides that function as neo-
antigens, triggering a stronger T-cell recruitment and activation compared to MSS tumor cells. Tumor cells also express T-cell inhibitory ligands such as PD-L1, which
binds to the co-inhibitory PD1 receptor on immune cells, allowing their “immune escape”. Antibodies directed against PD-L1/PD-1 remove T cell suppression, thus
triggering tumor cell killing. TCR = T cell receptor; MHC1 = Major histocompatibility complex 1; dMMR = deficient mismatch repair system.




The prognostic effect of MSI status in GC in different treatment settings.

Study design Tumor type n of MSI Treatment settings Results Reference
patients

Retrospective cohort Resectable gastric 170 5-fluorouracil-adjuvant after RO resection  No benefits in DFS in stage II and III An et al. [66]
analysis cancer

Post hoc analysis of Resectable gastric 40 Capecitabine and oxaliplatin adjuvant No improvement in DFS Choi et al. [63]
CLASSIC TRIAL adenocarcinoma after D2 gastrectomy for stage I1/111

Large patient cohorts with Stage II and III gastric 47 Adjuvant chemotherapy/surgery Improvement in OS in patients Kim et al. [67]
subgroup analysis cancer treated with surgery alone

Post hoc analysis of the Resectable gastric 20 Perioperative chemotherapy+ surgery/ dMMR,/MSI-H patients benefit of Smyth et al. [68]
MAGIC trial cancer surgery surgery alone

IPD meta-analysis Resectable gastric 121 perioperative chemotherapy+ surgery or No benefit reached when treated with ~ Pietrantonio et

cancer surgery alone chemotherapy plus surgery al. [69]

*Abbreviations: RFS, recurrence-free survival; DFS, disease-free survival; IPD, Individual Patient Data.

Results

Reference

No benefits in DFS in stage II and III
No improvement in DFS

Improvement in OS in patients

treated with surgery alone

dMMR,/MSI-H patients benefit of

surgery alone

No benefit reached when treated with
chemotherapy plus surgery

An et al. [66]
Choi et al. [63]
Kim et al. [67]
Smyth et al. [68]

Pietrantonio et
al, [69]

Evéeieic MSI high avw@eAn xnueiodepancia os eéalpeoiun vooo ...

E. Puliga 2021 Cancer Treatment Reviews



Table 2
Clinical trials on immune checkpoints inhibitors for MSI GC.

ClinicalTrials.gov number Phase  Tumor type Treatment settings Results Reference
KEYNOTE-012 (NCT01848834) Ib PD-L1+ advanced GC Pembrolizumab MSI GC ORR 57.1% Muro et al. [87]
KEYNOTE-059 (NCT02335411) 11 G/GEJ cancer Pembrolizumab MSI GC ORR of 57.1% Fuchs et al. [83]
KEYNOTE-158 (NCT02628067) 11 Nonresponsive GCs Pembrolizumab MSI GC ORR of 46% PFS 11 months Marabelle et al. [89]
CHECKMATE-032 (NCT02267343) /11 PD-L1 unselected metastatic Nivolumab MSI GC OS 15 months Janjigian et al. [90]
GC
Meta-analysis involving KEYNOTE-061, KEYNOTE-062, CHECKMATE-649, 11 PD-L1+ Gastric Pembrolizumab vs MSI-H GCs OS (HR) 0.34 (vs 0.82 for MSS) Pietrantonio et al.
JAVELIN GASTRIC 100 Adenocarcinoma Chemotherapy [92]
NCT02915432 Ib/Il Advanced GC Toripalimab TMB-H group OS 14 months TMB-L group 0S4~ Wang et al. [95]
months
KEYNOTE-061 (NCT02370498) 1l Advanced G/GEJ Pembrolizumab vs Paclitaxel tTMB > 175: ORR 30 vs 11.1 0S 16.4 vs 8.1 Fuchs et al. [96]

adenocarcinoma

*Abbreviations: ORR, Objective Response Rate; PFS, Progression-Free Survival; OS, Overall Survival; TMB-H/L, Tumor Mutational Burden High/Low; tTMB, tissue tumor mutational burden.

Phase  Tumor type Treatment settings Results
it I
Ib PD-L1+ advanced GC Pembrolizumab /MSI GC ORR 57.1% \
Il G/GEJ cancer Pembrolizumab MSI GC ORR of 57.1%
Il Nonresponsive GCs Pembrolizumab MSI GC ORR of 46% PFS 11 months
I/11 PD-L1 unselected metastatic Nivolumab MSI GC OS 15 months
GC
1l PD-L1+ Gastric Pembrolizumab vs MSI-H GCs OS (HR) 0.34 (vs 0.82 for MSS)
Adenocarcinoma Chemotherapy
Ib/11 Advanced GC Toripalimab TMB-H group OS 14 months TMB-L group OS 4
months
111 Advanced G/GEJ Pembrolizumab vs Paclitaxel tTMB > 175: ORR 30 vs 11.1 OS 16.4 vs 8.1

adenocarcinoma

YnoBeon adjuvant or neoadjuvant immunotherapy + surgery alone ...

E. Puliga 2021 Cancer Treatment Reviews



KAwvikn otadlomnoincn vEOMAAGHATOC

(TNM 8th ed)

MAnpodopiec ou xpeLalopal amo Tov
Aktlvo-Slayvwotn latpo

4.

5.

do) (remarkable/poor/non - response, progression)

Metaotaoeic (Nmop, mveVUOVOC, OTIAVLIEC BEOELC?)

Meptrovaikn kotAotnta (EpPpecA ) AUECA ONUELD)

Nepdadevec (NO n N+) kat N(regional) n N=M
(12p,13,14,15,16)

T is/1 r’I (T2/3) ﬁ T4a/b

y staging ??? (not ideal modality exist/those who




I
(under = over) (expertise not available) (equal CT)

* AEGI (<2cm, <25% * MpbéoAnn FDG (SUV) ?
*  Ybpikrj poption KAWIKA onuaoia (-) non
(overall * Proneviews (cardi ’ * lotoloykdgTumog ?
accuracy ° T2+3 Vs T4a/b Retracted Liver -(SRC %?, mucinous ?)
~66%) * T, Tiacy) @ c@ - irrelevant or not*
or = 2
: g;rcnonSSrirr]rfl(J;hort i Gastrohepatic ligament 8 »CT = FDG avid.(25%)

N . Shapé, hilum Porta hepatis 8 n;retabohc'N 5
(overall ° Interobserver variatic * linkedto histotype :
accuracy « NO vs N.,.. ‘ Portacaval 10
48-70%)) ’ ﬁgg;%’:’ﬁg;g’:;méﬁ Coeliac axis to renal artery 10

peripancreatic, aorto Renal artery to aortic bifurcation 12
* Liver, lung (adrenal, k - = E ) * 7% undetected M
M - ‘ ‘rare) * Yesifeasily available for
2 lissue non junctional tumors**
* Subtle ascites, collect Greater Omentum ’ * Peritoneal disease has
P(erito- * Pancake omentum S low uptake. NOT helpful

Stranding mesentery, peritoneal lines  Indicated in suspicious >T3

neum) and/or symptoms

*JM Findley Eur Radiol 2019 **KD Bosch Eur J Nucl Med Mol Imag 2020 **H Varia Medscape 2020




Noéte Oa Intiow CT ?

MANTA

TL CT {ntape ?

OQWPAKOC + KOLAlacC

(mpwtokoAAo vbpLKAC dOpTLONG)

Néte Intw US R MRI ?

Aleukpivnon eo0TLwV ATIOTOC

RadioGraphics 2019; 39:668-689

https://doi.org/10.1148/rg.2019180113

Note {ntw endoUS ?

Mdaveg npwiues BAabBeg
(ESD ) up-front surgery)

BAAPeC >2cm, EAKWTLKEC N LE
EMNPUEVA XELAN, KaTAAAUBAVOUOEC
>25% tou auAoU ZMANIA sival Tis/1

XapunAn akpifeta otn GEJ, ywvia Kot
TIPOTIUAWPLKNA Xwpa, post Radiotherapy

Nepdadevec ? (distance<bem,
contamination ?)

Oa aAAAéeL TN oTPATNYLKA HOU ?

Eyyuc 6pLo olcodayoc (sm), urtotpornn
(markers) ?



Note Oa {Intiow PET-CT ?

o Aleukpivnon eupnuatwv (US,MRI)

o 2€ veomAdopota olcodpAyou UE
apvntkn CT

o Avtanokpion o€ chemo (SUVmax)

o Oupuapal otL SRC (>90%) +
mucinous, (>50%) o § akpifela

O 2€ VEOTIAAOMOTO OTOUAXOU OE
MEAETEC

Mpénel va ptARow/cuvavtiow
TOoV aktwodlayvwotn Latpo ?

Idavika NAI

1. lotopiko aoUevn, CUUMTTWUATA,
onueia, 9pePn*, ps**
2. MaKpOOKOTIK ELKOVA, EVTOTTLON,
LOTOAOYIKOC TUTTOG
3. TMpo-gyxelpnTikn
xnuewo/aktivoBepareia (films)
4. EnepPoaon (eldog, EKTaon EKTOUNCG,
RO,1,2 amokataotaon, EMUTAOKEC,
kaBetrpec/clips)

5. Evnuepwon aocdevouc kat cuyyevwy !l

* Fat planes ?, **prognosis ?




Tavtotnta acBevou¢

v’ BioAoyikn nAwkio ouv-voonpotnto.

v’ >70 platpikn aétoAoynon
(Comprehensive Geriatric Assessment)

v’ Opéyn, PS, ASA

v’ Mpoowrnikn emtduuia, avtlAnYeic

v KOWVwVIKOOLKOVOULKO TTAQioLO




KAwvikn otadlomoinon kat Osparmevtikoc aAyopLlOpoc

CLINICAL STAGE TREATMENT

Tis NO MO 0 ESD/SURGERY
T1 orT2 NO MO | SURGERY
TlorT2 N+ MO A
PERIOPERATIVE
T3 or T4a NO MO IIB CHEMO
T3 or T4a N+ MO 1]
NEOADJUVANT
T4b N any MO IVA CHEMO

...OUVEKTLHWVTOG: OLKOYEVELOKO LOTOPLKO, IAPOUGLOL TILEGTLKOU
CUUMTWHATOG, TAUTOTNTO VEOTTAAOMATOC, ToutotnTa acBevouc (non TNM
parameters), dlaBeolpoTnTA TOPWV KOl EUTELPLAL



Updates in Surgery

s RXrm®

5 "« NO

Palliative CTx -
Metastatic (M+) BestSUPpOrtive <=+ = + = &+ = « = + =t = — —— —. ——— - 3
Care (BSC)

-

—

Favorable factors
- [ Unfavorable factors

—

v

cN+

v

Favorable factors

| —— Unfavorable factors
Non Metastatic Limited localized I

Locally advanced

v

Palliation, BSC

Unfavorable non TNM factors: poorly cohesive, LVI+, SRC, mucinous and mixed types,

proximal location. Pressing symptoms: bleeding, obstruction

MSS, age <40 and >75,




(’ Pylorus-preserving
= gastrectomy Proximal gastrectomy

() D1 dissection () D1+ dissection (C) D2 dissection

E Atevkpivnon opoAoyiag (D1,2 yooTPEKTOMNCG) YLOL TO N XELPOUPYO }




N LKOLVOTTOLNTLKNA
LKOVOTTOLNTLKNA avavnyn
avavnyn >12 (9-12 eBdopadeg)

epd I
v v

[ RO, D2 ] [ R1 and/or <D2 ]

| !

[ Tis/1/2, NO ] [T?”":‘l:d/ °r}

h 4

\ 4 - ZUMTTIANP WHOLTLKA
[ NapakoAoVBnon ]4 ZUMTTANPWHOTIKI XNHELO-
XNHELOOEpaneia (aktivoBepamneia)




Meta to xetpoupyeio (up-front)

Observation

* In case of inadequate patient recovery

Adjuvant chemotherapy

* Fluoropvrimidine +/- oxaliplatin preferable

* MSI status may be considered in the prognostic assessment
and as potentially predictive biomarker for fluoropyrimidine
+/- platinum chemotherapy

pT3 or higher
and/or pN+

Adjuvant chemotherapy
* Fluoroovrimidine +/- oxaliplatin preferable
—)  * MSi status may be considered in the prognostic assessment
and as potentially predictive biomarker for fluoropyrimidine
R1 +/- platinum chemotherapy

or less than
D2 dissection

Adjuvant chemoradiotherapy
_’ » With fluoropyrimidine



Meta to xelpoupyeio (peri — operative strategy)

R1
or less than
D2 dissection

Complete perioperative chemotherapy

* Consider the regimen used preoperatively

» MSI status (if not previously known) may be considered in the
prognostic assessment and as potentially predictive biomarker
for FLOT-unfit patients

Observation
* After preoperative chemoradiotherapy
* |In case of inadequate patient recovery

Complete perioperative chemotherapy

» Consider the regimen used preoperatively

» MSI status (if not previously known) may be considered in the
prognostic assessment and as potentially predictive biomarker
for FLOT-unfit patients

Postoperative chemoradiotherapy
* With fluoropyrimidine
* If not received radiotherapy preoperatively



Mpwtn¢ ypappne Ospancia (petaotatiko N un eéatpeotpo)(fit pts)

Fluoropyrimidine + platinum + trastuzumab
HER-2 positive ————Jp  * Consider maintenance therapy with trastuzumab
+/- fluoropyrimidine after 4-6 months of induction

Taxane-based triplet chemotherapy
* FLOT schedule prefarable
—F  * If high tumor burden or locally advanced unresectable disease
» Consider maintenance therapy with fluoropyrimidine
after 4-6 months of induction

Fluoropyrimidine + platinum doublet chemotherapy
* Consider oxaliplatin instead of cisplatin due to better safety
* Consider maintenance therapy with fluoropyrimidine

after 4-6 months of induction

HER-2 negative -—-——}

Second-line therapy
—’ * If progression occurs during or within 6 months of completion
of adjuvant therapy with doublet or triplet regimens

' Immune checkpoint inhibitors
* Consider treatment within clinical trials




AcUtepnC Ypapupung Oepanceia (petaotatiko N un e€atpeotpo)(fit pts)

Paclitaxel + ramucirumab
» Preferable option in second-line
—F)p = Consider maintenance therapy with ramucirumab
In case of paclitaxel-related toxicity

Non ' Single agent irinotecan, docetaxel or paclitaxel
taxane-pretreated « If ramucirumab is contraindicated

_' Single agent ramucirumab
*» If chemotherapy is contraindicated

’ Paclitaxel + ramucirumab
« Consider if previous response o taxane-based therapy

Single agent irinotecan

Taxane-pretreated —_’ * If ramucirumab Is contraindicated

_’ Single agent ramucirumab
= If chemotherapy Is contraindicated

Immune checkpoint inhibitors
’ * Consider treatment within clinical trials




2Uyxpovn MNeptrovaikn NOoo¢

H&P Restagin
Proven Gastric CT C/A/P o Ein :
Cancer with PET/CT as Indicated ging
Peritoneal Standard Consider
Metastases Pathology Review Chemotherapy 6 mo La -

. ) paroscopy
Identified { Biopsy With Peritoneal
or Washings) Tumor Board Cvioloey
Consultation YIOIOEY

2018
Chicago
Consensus

on Peritoneal Surface Malignancies



High PCI*, CRS: Cytoreductive Surgery
Progression, Standard CT C/A/P: Computed Tomography of Chest/ Abdomen Pelvis
Extraperi Treatment, Hé&P- History and Phvsical
peritoneal _ . :
Disease. or Clinical Trial, or IPCT: Intraperitoneal Chemotherapy
Poor F ’ al Best Supportive MIPS: Neoadjuvant Intrapentoneal and Systemic Chemotherapy
oor Funceion Care PCL: Pertoneal Carcinomatosis Index
Status PET: Positron Emission Tomography
* Refer to text for full discussion of PCI
Low PCI*,
Complete CRS with Gastrectomy and IPCT
Cytoreduction
Predicted
Siable Disease or
Improvement, No
Eﬂ{;ﬁ:ﬁ‘:nﬂal Laparoscopic Consider Gastrectomy +/-
' paro: CRS/IPCT for Selected Patients
Good Functional IFCT or NIFS: with g::ndtl:sspmat -
Status '
High PCI*,
Complete
Cytoreduction
Not Predicted
Systemic Chlcago
y Therapy Consensus
agraplty of Chest! Abdomen/Pelvis or Clinical Trial on Peritoneal Surface Malignancies




Napapetpol peaALOTIKNG EKTEAEONC aAyopiOpou

e Atadeoiuotnta HeBOdWV, TEXVIKWY, BEpaTELWV

* [IpocBacon o€ UTINPECLEC - EVNUEPWON

o Suunttwua/ta (pressing ?)

* APVNTIKOL TPOYVWOTIKOL MAPAYOVTEC
Evtonon (epicenter location proximal/distal)
lotohoyia (PC vs intestinal, invasive front Lymphoid
stroma, Signet Ring Cell : f [%/age]
N + (local, regional, distal), >T3(ss)
Moplakocg urtotuToc : uttooxopevo HER2, EBV1/2,MSI

* Quokn kataotaon — epedpiec — Bpen - nAkia
(Performance Status + ouv-voonpotnta)

e > 1 Ertldoyn : emduuio aacBevouc (?) mpotepaLOTNTEC

* M\alolwon — urtootnptén acBevouc

* Toéikotnta Beparmelwv




«Opada»
MDT
>1 OepAmnovTEeC

«ATOULOLOGY
[MPOCWTTO-KEVTPLKN
NPOCEYYLON

* [Mpotumonoinon mpaéewv, TeXVIkwy, Bepamneiwy, peBodwv
* MMpotewvopevn aAAnAouvyia BepameuTikwy HeBOdwv

e > 1 Emttdoyn : emBupuia aacBevouc (?)

* Baoelc bedopevwy (registries)

* Kivntpa, Ysopoi «emtBoAnc» (m.x €ykplon petd MDT)

* AvTi-kivntpa «aaudaipectw»

[Mpotunonoinon adopa
OANA TA BHMATA TOY AATOPIOMOY

OAEZ TI2 EMNAEKOMENEZ2 EIAIKOTHTE2
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Updates in Surgery
https://doi.org/10.1007/513304-020-00723-8

CONSENSUS CONFERENCE t')

Check for
updates

Consensus statement of the Hellenic and Cypriot Gastric Cancer Study
Group on the diagnosis, staging and management of gastric cancer
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ONUOVTLKOTEPOC OTOXOC ATO TNV KEVTIPOTOLNoN
...OLTTIOTEAECATIKOTEPN OTPATNYLKN...

, rather than treatment centralization in high-volume
centers, represents the most effective strategy to optimize the continuum of care of
medical therapies in all treatment phases.

L Fornaro 2021






