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Role of neoadjuvant treatment in clinical T2NoMo
oesophageal cancer: results from a retrospective multi-
center European study

Sheraz R. Markar, Caroline Gronnier, Amaud Pasguer, Alain Duhamel, Héléne Beal, Jérémie Théreaux
Johan Gagniere, Gil Lebreton, Cécile Brigand, Bernard Meunier, Denis Collet, Christophe Mariettj' on
behalf of the (& FREGAT working group — FRENCH — AFC’

See Appendx B

Eur J Cancer 2016

Adenocarcinoma
AC

= chinengla di sabvataggia

cT1lb

™ Escfago Cervicals 13 CRT definitiva
eTIB-Tda |
’—v CRT recadivams (RT41.4-504Gy +CT)
= Esafago Toracico - CRT definitiva (RT 50-80.4Gy + CT)
— wnalsgecioma
cT3->30% RO
- CT perioperatoria
[ CRT necadivvante (RT41.4-5040y +CT)
&T1b-Tda
MH-M+
C T neoaduvamte
- escfagectomia

cT1lb




5y0S: <35% (<20% se localmente avanzata)

Recidive locoregionali: 30-40%
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> ® Neoadjuvant chemoradiotherapy plus surgery versus
" kurgery alone for oesophageal or junctional cancer (CROSS)

long-term results of a randomised controlled trial

Joel Shapira, ] Jan B van Lanschot, Maarten € C M Hulshof, Pieter van Hagen, Mark | van Berge Henegouwen, Bas P L Wijnhoven,

Hanneke W M van Laarhoven, Grard A P Nieuwenhuijzen, Geke A P Hospers, Johannes | Bonenkamp, Miguel A Cuesta, Reinoud | B Blaisse,
Ofivier R C Busch, Fiebo J W ten Kate, Geert-jan M Creemers, Cornelis] A Punt, John Th M Plukker, Henk M W Verheul, Ernst | Spillenaar Bilgen,
Herman van Dekken, Maurice | C van der Sangen, Tom Rozema, Katharina Biermann, Jannet C Beukema, AnnaH M Piet, Caroline M van Rij
Janny G Reinders, Hugo WTilanus, Ewout W Steyerberg, Ate van der Gaast, for the CROSS study group

carboplatin and paclitaxel for 5 weeks and concurrent radiotherapy 41.4 Gy in 23 fractions
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[Does the FLOT regimen a new standard of
perioperative chemotherapy for localized gastric

cancer?)

[Article in French]
Antoine Adenis T, Emmanuelle Samalin 2, Thibault Mazard 2, Fabienne Portales 2,

Anne Mourregot 2, Marc Ychou 3

(FLOT: fluorouracil plus leucovorin, oxaliplatin and docetaxel)
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ORIGINAL ARTICLE

Impact of pathological tumor response after CROSS neoadjuvant

chemoradiotherapy followed by surgery on long-term outcome of esophageal
cancer: a population-based study
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BMC Surgery

x neoadjuvant chemotherapy  capecitabine  plus
Neoadjuvant chemoradiotherapy improves - oxaliplatin

o Wi‘-’ﬂ'l_]i“ locally advanced ﬂde"“'ﬂafﬂnﬂmﬂ x neoadjuvant  chemoradiotherapy capecitabine

oT es0p agugastrlc _]UI"IEtIDI"I compare . . . .

with neoadjuvant chemotherapy: a propensity plus _oxallplatln with c_on_current radiotherapy
score matching analysis Intensity -modulated radiation  therapy  (IMRT)

Fing L ! ', um Thaa™, Kueke Ge' Yiarh “_-D-"-g-_ Yuan Tan '1. ShuoshuoWang -, Ming L w' and Hpemyimg O '

(total dose of PTV. 45 Gy).
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LETTER TO THE EDITOR

Gastro-oesophageal junction: to FLOT or to CROSS?

Tom van den Ende® (@, Maarten C. C. M. Hulshof®, Mark I. van Berge Henegouwen®, Martijn G. H. van Oijen?
and Hanneke W. M. van Laarhoven®

Histopathological regression after neoadjuvant docetaxel,
oxaliplatin, fluorouracil, and leucovorin versus epirubicin,
cisplatin, and fluorouracil or capecitabine in patients with
resectable gastric or gastro-oesophageal junction
adenocarcinoma (FLOT4-AIO): results from the phase 2 part
of a multicentre, open-label, randomised phase 2/3 trial

CROSS or FLOT in Distal Esophageal and (German Gastric Group at AlO).Abstract LBA27_PR. ESMO 2017.
Gastroesophageal Cancer

Ibrahim Karadag, Serdar Karakaya, Ozturk Ates and Omur Berna Cakmak Oksuzoglu
Department of Medical Oncology, Dr. AY. Ankara Oncology Traininig and Research Hospital, Turkey

Cancer. | Coll Physicians 5urg Pak 2021; 31(03):326-329.

Conclusion: Postoperative pathological response rate in the CROSS group was significantly higher compared to the FLOT
group. CROSS and FLOT protocols contributed to survival similarly in patients with GE] ADC, hematological side effects were
more pronounced in patients receiving CRT.
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EORTC-1203-GITCG - the “INNOVATION"- E.

trial: Effect of chemotherapy alone versus
chemotherapy plus trastuzumab, versus
chemotherapy plus trastuzumab plus
pertuzumab, in the perioperative treatment
of HER2 positive, gastric and
gastroesophageal junction adenocarcinoma
on pathologic response rate: a randomized
phase I-intergroup trial of the EORTC-
Gastrointestinal Tract Cancer Group, Korean
Cancer Study Group and Dutch Upper GI-

STANDARD ARM STANDARD ARM
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BMC Cancer

STUDY PROTOCOL Open Access

RACE-trial: neoadjuvant radiochemotherapy
versus chemotherapy for patients with
locally advanced, potentially resectable
adenocarcinoma of the gastroesophageal
junction - a randomized phase Il joint
study of the AlO, ARO and DGAV

Sylvie Lorenz{ | O [an Menig?,
Frederik Wer) Resectable adenocarcinoma of the GEJ
Ralf-Dieter Hi
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Fig. 1 INNOVATION Study (Version 4.1) flow chart CapOx: Capecitabine, Oxaliplatin; mFOLFOX & Madified FOLFOX 6; FLOT: 5-flucrouracil (FU),
Leucovorin, Oxaliplatin and Taxotere; CisPT: Cisplatin; Cape: Capecitabine; Her-2: Human epidermal growth factor receptor type 2; GE-junction:
Gastroesophageal junction; w: weeks
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Neo-adjuvant and Adjuvant therapy
for gastric cancer: different strategies

Peri-operative
Chemotherapy
(ECF- 5FU/cisplatin)

Post-operative
Chemoradiotherapy
(trend to preoperative CT-RT

in academic centers) —
Postoperative CT

La terapia adiuvante nel carcinoma

gastrico: le linee guida

= Stati Uniti: CT/RT /"f’ Post-operative
o e Chemotherapy ) --;
- Italia cT l] : \(§'1 L combmatmnlﬂ,/ 2

= Giappone S-D3

= Europa CT
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La prognosi nel carcinoma gastrico

Siewert et al. Ann Surg 1998; 228: 449-481
VOLUME 23 - NUMBER 28 - OCTOBER 1 2005

JourNAL oF CLINICAL ONCOLOGY ORIGINAL REPORT

Impact of Total Lymph Node Count on Staging and | =
Survival After Gastrectomy for Gastric Cancer: Data
From a Large US-Population Database
David D. Smith, Rebecca R. Schwarz, and Roderich E Schwarz 08 4 0.8 4
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LA RADIOTERAPIA
DEI TUMORI
GASTROINTESTINALI

Indicazioni e Criteri Guida

Radioterapia adiuvante
guale ruolo nella pratica clinica?

A. Nei pazienticon R1 , R2

B. Nei pazienti che hanno ricevuto una linfoadenectomia insufficiente
<15 linfonodi se N negativi e T3
(soprattutto se invasione vascolare) : 1
<25 linfonodi se N positivi
(ovviamente dipende da e t @& Gondizioni generali)

JRSGC: LINFONODI
PER SEDEDIT

Classificazione dei linfonodi della Japanese Research Society for Gastric Cancer del 1981

U Fa riferimento al drenaggio linfatico in funzione della sede di origine del tumore
nello stomaco, suddiviso in 3 parti: superiore, media ed inferiore.

u Gli Autori gi apponesi hanno i nollihfoadenectbndas si f i
in D1, D2 e D3 in rapporto alle stazioni linfonodali asportate




Sistema Giapponese

Classificazione de1 linfonodi regionali

Paracardiale dx 1

Arteria epatica comune 8

Wasi colici medi 15

Paracardiale sn 2

Tripode celiaco 9

Paraaortici 16

Piccola curva 3

Ilo gplenico 10

Faccia anteriore della
testa del pancreas 17

Grande curva 4

Arteria splenica 11

Margine inferiore del
pancreas 18

Sovrapiloriel 5

Ligamento
epatoduodenale 12

Sotftodiaframmatici 19

Sottopilorici 6

Faccia posteriore del
pancreas 13

Iato esofageo 20

Arteria gastrica sn 7

Radice del mesentere 14

I livello sede Linfoadenectomia per stazione
D2 Il inferiore 1,3.,4(d,sb),5,6,7,8,9,11p, 123, 14v
Il medio 1,2,3,45,6,7,83,9,11p
Il superiore 1,2,3,4,5,6,7,83,9,11
D3 Il inferiore D2+ 8p,12p,13,16
Il medio D2+ 8p,12p.13,16
Il superiore D2+ 8p,12p,13,16




GIRCG (Gruppo Italiano di Ricerca Cancro Gastrico )
Cancro Gastrico Avanzato

1) Inuna Linfoadenectomia D1 viene asportato un numero
di linfonodi variabile tra 15 e 18

2) Mentre in una dissezione D2 ne vengono asportati
mediamente tra 31 e 35 linfonodi, ( in alcune casistiche

25-30)

1) Viene definita Linfoadenectomia over-D1, quando si
asportano i linfonodi perigastrici, quelli lungo i grandi
vasi e lungoiprimicentimetri del | arterAdlasp
linfoadenectomia del | 6i |l o splenico e d
epatico € opzionale)


http://www.gircg.it/page.aspx?idS=4&idP=35

CHEMORADIOTHERATY AFTER SURGERY COMPARED WITH SURGERY ALONE
FOR ADENOCARCINOMA OF THE STOMACH OR GASTROESOPHAGEAL

Noaman ( N Engl ] Med, Vol. 345, No. 10 -

JUNCTION

\l'u::‘- Chemoradiotherapy
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'.'\_"”__] T —
JJ\.LI..IJ_].L
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Surgery onhy il

JoHn S. Mac
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72 96 120
Months after Registration

Figure 1. Overall Survival among All Eligible Patients, Accord-

) N Events
5-FU+leucovorin+tRT 282 21
Observation 277 231 27

P = .0051

48 144

72 96 120
Months After Registration

Median in Months
35

September 6, 2001 u, M.D,,

Stage IB-IV(MO) Gastric Adenocarcinoma

= Observation

mHL, M.D.,

= 5-FU/LV

TaeLE 4. SITES OF RELAPSE.*

SITE PaTIENTS WiITH RELAPSES
SURGERY-ONLY CHEMORADIOTHERAFY

GROUFP GROUFP

(W=177} (w=120)
no. (%)

Local 51 (29 23 (19
Regional 127 (72 7B (65
[MMstant 2018, 40 (33)

*Because patients could have relapscs at multiple
sites, the total numbers of relapses are greater than

the numbers of patients in cach group who had re-
lapeses,

Manddoaid 1575, =&y 2009

5-FUILV

W
Radiation = 5-FU/LV x

45 Gy

)9%-9.&( 54 pazienti)
7 \
/ 36% D1\
’ |
\| 54% DO /




TaeLe 2. BEAsOMNS FOR THE CESSATION OF

CHEMOBADIOTHERAPY AMONG THE 281 PATIENTS
I THE CHEMOERADIOTHERAPY GROUP,

Mo. oF
Reason FoR CESSATION PATIENTS (%)
I'rotocol treatment completed 18] {64
Toxc effects 49 (17
Matient declined further treatment 23 (8)
I'rogression of discase 13 (5]
Dicath 31
(ther 124

60 % del volume epatico con 30 Gy
> 30 % volume cardiaco con 40 Gy

Nel protocello INT ' "-0116 ct furonoib35%:di
deviazioni
al protocollo 'radioterapico

TaeLe 3. Major Toxic EFFECTS
OF CHEMORADIOTHERAPY. Y

MNo. oF
Tvere oF Toxic EFFECT PaTiENTS (%6
Hematologic 148 {54
Gastrointestinal B9 (33)
Influenza-like 2509
Intection 16 (6]
MNeurologic 12 (4
Cardicvascular 11 {4
Pain 93
Metabaolic a2
Hepatic 4101l
Lung-related 30l
Dieatht 30l

*Major toxic effects were defined as those of grade
4 or higher. Diata are for the 273 patients who re-

ceived chemoradiotherapy.

1O0ne patient died from a cardiac event, one from
sepais complicating myelosuppression, and one from
pulmonary fibrosis.



RISPOSTA ALLE CRITICHE RELATIVE ALLA PERCHE TANTA DIVERSITA CON LO
TOSSICITA STESSO SCHEMA TERAPEUTICO?

VARIABILITA DELLA RADIOTERAPIA

DEFINIZIONE 'DEL VOLUME BERSAGLIO

Esperienze che hanno usato lo schema
dello studio INT-0116

Radiotherapy and Oncology 92 (2008) 164-175
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Postop CT-R T Possi ble benefit, howe\

Area at Risk: Anastomosis & Stump

Partial gastrectomy: Y sec Roux

: S L ) 3
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BT ian B g
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N . Stump Anastomosis



Postop CT-R T Possi ble benefit, howe\

Area at Risk: Anastomosis & Stump

Total gastrectomy: Y sec Roux

Stump Anastomosis
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CRI TI ClIl Té NELLOI DENTI
LINFONODALI

RT postoperatoria

Carente descrizione delle procedure chirurgiche
Alterazioni anatomiche legate alla chirurgia
Mancanza di clips

Sovrapposizioni di volumi ( es. letto operatorio con stazioni
linfonodali

Carente acquisizione di TC di simulazione (mdc)

=

CAZI



TUMORE DEL 1/3 PROSSIMALE : N

Paraesofagei

Carndiali
Piccalaecgrande’curvatura
Antro e=Piloro

Arteniassplenica ed:iloisplenico
Catenaretropancreatica superiore
Arterianepatica comune
Ligamentocepatico: o-duodénale
Asse celiaco
Linfonadiiparaorticisinistri’*
Linfonadi retroaortici*
Subpilarici ( (seltanto se:N+)

* N infradiaframmatici




TUMORE DEL 1/3 MEDIO : N

Cardialili
Piccolaecgrandelcurvatura o
Antra e-Riloroo
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Catenaretropancreatica superioreiore
Linfonadiiposterioriiallatesta del! <
pancreas
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Asse celiacoo
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Linfonadiretroaorticic
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TUMORE DEL 1/3 DISTALE : N

Distal third:
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drhing innovation in oncology

EDITORIAL

Adjuvant radiotherapy for gastric cancer—end of the road? ®

m:’m:;.é ANNALS o 5 7 9 s
ONCOLOGY i

ORIGINAL ARTICLE

14
- A - A - HR 1.62 (95% Cl 1.24-2.12) — CT
Adjuvant chemotherapy is superior to chemoradiation after.D2 surgaryfor P =00004 — cRT
0.8 1
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AT, chemaoradiotherapy 45 Gy/25 fractions + capecitabine + cisplating ECC, epinubicin, cisplatin/oxaliplatin and capecitabine (ECCEOC).
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Fig. 1 Trial schema. Patients are randomisad to aither perioperative
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CHEMIORADIOTERAPIA PREOPERATORIA

VANTAGGI

A Migliore resecabilita successiva

A Minore rischio di disseminazione SVANTAGGI

intraoperatoria

ADi fferi mento dell
chirurgico, con rischio di
progressione precoce

A Tumore mai trattato e quindi
biologicamente piu sensibile

A Tumore piu ossigenato

A Intestino ed organi ipocondriaci
piu mobili rispetto al
postoperatorio, con minori
possibilita di danni da radiazion i



Chemioradioterapia preoperatoria
guale ruolo nella pratica clinica?

Non esiste un ruolo preciso nella pratica clinica ,

La sua applicazione e legata a studi clinici

POSTFOP

Bassa compliance
Anatomia critica
Schema CT ( 5FU

Terapia di supporto protratta a
lungo







