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Carcinoma Gastrico

» 6% neoplasia mais incidente
na Europa

» 4° causa + freq de morte
por cancro

» Assimetria geografica

» Portugal: 5° tumor mais
incidente

Mew stomach cancer cases a

ninually per 100,000 people (age-adju




Carcinoma Gastrico

» Terapéutica potencial curativa:
Resseccao cirurgica
» Gastrectomia total ou subtotal

» Linfadenectomia D2




Papel da Terapéutica Neoadjuvante
Quimioterapia r

» Vantagens
» Reducao do volume tumoral
» Aumento de resseccoes cirurgicas completas
» Accao sobre doenca micrometastatica

» Avaliacao de quimiossensibilidade

» Desvantagens
» Atraso na resseccao cirurgica -> progressao tumoral?

» Agravamento do estado geral do doente




Papel da Terapéutica Neoadjuvante
Quimioterapia

ORIGIMNAL ARTICLE

Perioperative Chemotherapy versus Surgery Alone for Resectable
Gastroesophageal Cancer

David Cunningham, M.D., William H. Allum, M.D., Sally P. Stenning, M.Sc., Jeremy N. Thompson, M.Chir., Cornelis |.H. Van
de Velde, M.D., Ph.D., Marianne Nicolson, M.D., |. Howard Scarffe, M.D., Fiona |. Lofts — .D., Timothy
J. lveson, M.D., David B. Smith, M.D., Ruth E. Langley, M.D., Ph.D., et . ts™

» Abordagem cirurgica? -> variabilidade...
» Downstaging!

» Vantagem de sobrevivéncia!

» 36 vs. 23% aos 5 anos

» Efeito terapéutica pré-op > pos-op?



Papel da Terapéutica Neoadjuvante
Quimioterapia

Neoadjuvant Chemotherapy Compared With Surgery Alone I

for Locally Advanced Cancer of the Stomach and Cardiaj - - :
European Organisation for Research and Treatment of PEHGPET ative Chemother apy Cﬂmpaf ed With SUngI'}'

Cancer Randomized Trial 40954 Alone for Resectable Gastroesophageal Adenocarcinoma: An
Gl . i, Conete o, el . e it rsan s e ko on. | FNCLCC and FFCD Multicenter Phase IIT Trial

Arnulf Hoelscher, Paul M. Schneider, Wolf Bechstein, Hans Wilke, Manfred P. Lutz, Bernard Nordlinger . . . ) . . )
Eric Van Cutsem, Jorg R. Siewert, and Peter M. Schlag Mare Yehou, Valérie Boige, Jean-Pierre Pignon, Thierry Conray, Olivier Bouché, Gilles Lebreton,

Muriel Ducourticux, Laurent Bedenne, Jean-Michel Fabre, Bernard Saint-Aubert, Jean Genéve, Philippe Lasser,

Neoadjuvant chemotherapy for advanced gastric cancer: A

meta-analysis
Wei Li, Jing Qin, Yi-Hong Sun, Tian-Shu Liu

Neoadjuvant chemotherapy for gastric cancer:
A meta-analysis of randomized, controlled trials
Niliag tl iano i Lio.gheng Peng,* Jun Xiang* and Jian-ping Wang'
Neoadjuvant Chemotherapy Followed by Surgery versus A
Surgery Alone for Gastric Carcinoma: Systematic Review
and Meta-Analysis of Randomized Controlled Trials

A-Man Xu'?*, Lei Huang'**", Wei Liu**, Shuang Gao'*, Wen-Xiu Han"?, Zhi-Jian Wei'?




Papel da Terapéutica Neoadjuvante
Radioterapia

» Vantagens
» Maior tolerancia
» Facilidade de seleccao da area a irradiar
» Maior taxa de resseccao com margens livres
» Downstaging tumoral

» Desvantagens
» Maior dificuldade na resseccao cirurgica
» Maior taxa de complicacdes cirurgicas

» Auséncia de controlo sistémico




Papel da Terapéutica Neoadjuvante
Radioterapia

Randomized clinical trial on the combination of

preoperative irradiation and surgery in the
treatment of adenocarcinoma of gastric cardia
(AGC) — report on 370 patients

Zhi-Xian Zhang M.D. ? & Xian-Zhi Gu M.D. ?, Wei-Bo Yin M.D. 2, Guo-Jun Huang M.D. ¥, Da-Wei Zhang M.D.
Ru-Gang Zhang M.D. B

RT pré-operatoria -- [1978-1989]

» Maior taxa de sobrevivéncia global » Maior taxa de resseccio
Aos 5 anos: 30,1% vs. 19,8% curativa RO
Aos 10 anos: 20,3 vs. 13,3% 89,5% vs 79,4%

» Menor incidéncia de

» Maior taxa de downsizing local IR R .
metastizacao linfatica regional




Papel da Terapéutica Neoadjuvante
Quimiorradioterapia



Papel da Terapéutica Neoadjuvante
Quimiorradioterapia

Multi-Institutional Trial of Preoperative
Chemoradiotherapy in Patients With Potentially

Resectable Gastric Carcinoma

J.A. Ajani, P.F. Mansfield, N. Janjan, J. Morris, P.W. Pisters, P.M. Lynch, B. Feig, R. Myerson, R. Nivers,
D5, Cohen, and LL. Gunderson

1 Paclitaxel-Based Chemoradiotherapy in Localized
Gastric Carcinoma: Degree of Pathologic Response and

Not Clinical Parameters Dictated Patient Qutcome

JTA. Ajani, P.F. Mansfield, C.H. Crane, T.T. Wu, 8. Lunagomez, P.M. Lynch, N. Janjar, B. Feig, |. Faust,
C. Yao, R. Nivers, |. Morris, and P.W. Pisters

T
~—————————————————{ Phase I Trial of Preoperative Chemoradiation in

Patients With Localized Gastric Adenocarcinoma (RTOG

9904 ): Quality of Combined Modality Therapy and
Pathologic Response

Jaffer A. Ajani, Kathryn Winter, Gordon 5. Okawara, John H. Donohue, Peter W.T. Pisters,
Christopher H. Crane, John F. Greskovich, P. Rani Anne, Jeffrey D. Bradley, Christopher Willett,
and Tyvin A. Rich




Papel da Terapéutica Neoadjuvante

Quimiorradioterapia

CROSS \ ORIGINAL ARTICLE

Preoperative Chemoradiotherapy
for Esophageal or Junctional Cancer

P. van Hagen, M.C.C.M. Hulshef, JJ.B. van Lanschot, EW. Steyerberg,
M.1. van Berge Henegouwen, B.P.L. Wijnhowen, D). Richel,

Tumores do esofago e JGE

» Maior taxa de resseccao
curativa RO

» Maior taxa de A QRT
sobrevivéncia global

» Subtipo escamoso! _
81,6 vs. 21,2 meses

Retrospective Study
Neoadjuvant chemoradiotherapy followed by D2
gastrectomy in locally advanced gastric cancer

Mi Sun Kim, Joon Seok Lim, Woo Jin Hyung, Yong Chan Lee, Sun Young Rha, Ki Chang Keum,
Weong Sub Koom

QRT -- Cancro gastrico avancado,
inicialmente nao ressecavel

» 69% -> ressecaveis ---> 94% RO



Papel da Terapéutica Neoadjuvante

Chegada ao gold standard

TOPGEAR Radio-CTx |- Resection |- CTx (ECX) |
(Australia, Canada, /
EORTC)
Gastric cancer - \
Stage Ib-IVa ‘ CTx (ECX) Resection CTx (ECX)
‘ CTx (ECX) Resection Radio-CTx
CRITICS /
(Netherlands, Sweden)
Gastric cancer 7 \
Stage:|b-lva CTx (ECX) Resection CTx (ECX)




Papel da Terapeutica Neoadjuvante
Chegada ao gold standard

Gastric cancer or
adenocarcinoma of
the gastro-esophageal
junction type |-l

Medically and
technically operable

cT2-4/cN-any/cMO or
cT-any/cN+/cMO

FLOT: docetaxel 50mg/m2, d1; 5-FU 2600 mg/m?, d1;
leucovorin 200 mg/m?, d1; oxaliplatin 85 mg/m?, d1, every
two weeks

ECF/ECX x3 - RESECTION - ECF/ECX x3

Z2Z0—4H4>0—TMM—4HA>» 04 W®W

* PFS « Maior taxa de resposta patologica completa
30 vs. 18 meses |  12,8% vs. 5,1%

e OS « Maior taxa de resposta patologica subtotal
16,7% vs. 10,1%
50 vs. 35 meses -




Papel da Terapéutica Neoadjuvante

Guidelines?
National
Comprehensive
NGO Cancer
Network®

GOOD SCIENCE
w | BETTER MEDICINE
BEST PRACTICE

European Society for Medical Oncology

Tumores gastricos nao metastizados,
>T2NOMO ou TxN+MO, potencialmente
ressecaveis, podem ser tratados com:

o QT perioperatoria
(grau de evidéncia 1)
Ou
o QRT pré-operatoria

(grau de evidéncia 2b)

» Tumores gastricos nao metastizados,
estadios  >T1NO, potencialmente

ressecaveis, devem
preferencialmente tratados com:

o QT perioperatoria

(grau de evidéncia 1)

(QRT pré-operatoria nao considerada)

ser




FLOT

»> &= ()

4x ciclos 4x ciclos

5-Fluorouracilo

>

» Levofolinato
» Oxaliplatina
>

Docetaxel




FLOT
A experiéncia do nosso centro

Table 1: Demographic and Clinical Characteristics of the
Patients at Baseline
All (n=16)
Age, years - median (IQR) 66 (20)
Male - n (%) 12 (75%)
Location of Cancer - n (%)
Gastric 14 (87.5%)
Antrum - 5 (31.3%)
Body - 9 (56.3%)
Gastroesophageal Junction 2 (12.5%)
Histology - n (%)
Tubular 9 (56.3%)
Mucinous 1(6.2%)
Mixed 2 (12.5%)
Poorly-cohesive cells 5 (31.3%)
Histological grade - n (%)
Grade Unknown,........0.eceveen., . 4 (25%)
.»*Grade 2 3 (18.8%) ",
Graga 3 s reresennnnsfiunnnnnnnnnns 956" 3‘%‘)'




FLOT

A experiéncia do nosso centro

ECOG PS - n (%)

0 12 (75%)
1 3 (18.8%)
2 1(6.2%)
Clinical staging
cT1b 1(6.2%)
cT2 2 (12.5%)
cT3 8 (50%)
cT4 5 (31.3%)
NO 6 (37.5%)
N+ 8 (50%)

Negative Peritoneal Lavage

137 (81.2%)-..

Suspected Peritoneal Lavage “+2.3,(18.8%)
Preoperative FLOT-cycles
A 1(6.2%)
. 4 12 (75%)
R 3 (18.8%)




FLOT
A experiéncia do nosso centro

Toxicities
Grade 4*** 3 (18.8%)
Any grade toxicities:
Nausea/Vomit 8 (50%)
Neuropathy 7 (43.8%)
Diarrhea 4 (25%)
Stomatitis/mucositis 2 (12.5%)
Pain 2 (12.5%)
Acute renal insufficiency 2 (12.5%)
Elevation of liver enzymes 1(6.2%)
Alopecia 1(6.2%)
Infection**** 1(6.2%)




FLOT
A experiéncia do nosso centro

)
u 16 patients ]

) ) ) )
3 progressions 2 awaiting 10 submitted 1 refused
of disease surgery to surgery surgery

)
u Surgery ]
(n=10)

] ) )
7 total 1 subtotal 1 distal .
UGastrectomies] u Gastrectomy ] u Gastrectomy ] u 1 Ivor-Lewis




FLOT
A experiéncia do nosso centro

( Pathological
Staging
N8 (n=10)
Regression | — —
u Grade ] - ||3T L PN
f( \\ (( \\ ((
. s 4 2
Dowms;zmg patients patients RO in 10
i cN+ to cNO to patients
atients
\ P { PNO \ pPN3
: N\ N\ . N N /0 L
1 7 Partial / :
Complete Incomplete 2 without
Response \ Response ! response

\. J L ) \_ )




FLOT

A experiéncia do nosso centro

7

]

10 patients
submitted to

\

5 continued post
operative FLOT

_ surgery
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2 already "
1 patient only completed 8 £ Bl (b,
completed 2 ciy)/cles operative FLOT

preop cycles

2 patients
completed 4
cycles

1 patient
completed 3
cycles

2 patients
recently started
post op FLOT




FLOT

A experiéncia do nosso centro

Overall Survival of patients submitted to FLOT
(regardless of surgery)

Ll
L

10" +—t

0,6-

0,47

0,2+

Probability of Overall Survival

0,07

I T
20,00 30,00

Months

I
00 10,00

I
40,00

-
-
7 patients
completed FLOT
protocol regardless
of surgery or cycles
4
\_ )
I
) [ A
- D e A (
1 patient only 1 patient
completed 2 refused
preop cycles surgery
\ J J/_

5 complete all
FLOT cycles




Perspetivas futuras

» Integracao de outras terapéuticas sistémicas

Molecular Anti-
Chemotherapy Targeted angiogenic
therapy therapy

» Integracao de RT
» Integracao HIPEC na adjuvancia




Standard treatment Personalised treatment

Cancer patients with e.g. colon cancer Cancer patients with e.g. colon cancer

Biomarker diagnostics
Blood, DNA, urine and tissue analysis

Wi E
BLL L

-~
..-__. ."'H._ -.-__.

7

Perspetivas futuras
Medicina Personalizada




EGFR inhibitors:
« Cetuximab ”1 : W
Hh pathway * Panitumab

Rilotumumab
Onatuzumab
ABT-700
AMG 337

. MK2206

l nwmm
. GDC0068

' Y-secretase
!vevolm\us [ inhibitors |

PBK/AKT/mTOR #
‘ Inactivated, deleted and/or w

Clinical phase

Sve- clinlond Cell proliferation, angiogenesis, alawlnl.ulm

Fig. 4. Molecular pathways and targeted agents in gastric cancer. Hh, hedgehog. (From Ri-
quelme |, Saavedra K, Espinoza JA, et al. Molecular classification of gastric cancer: towards a
pathway-driven targeted therapy. Oncotarget 2015;6(28):24766.)




MSI

Immunotherapy

The Cancer Genome Atlas
research group , 2014

Mitotic network
components

" Cell
adhesion
pathways




Integracao de Imunoterapia

Subtype characteristics Immune characteristics

CIN

* ERBB2 ampilification
* VEGFA amplification
* TP53 mutation

EBV

* EBV-CIMP

o PIK3CA mutation

e PD-L 1/2 overexpression

MSI

* Hypermutation
e Gastric-CIMP
o MLH1T silencing

Copy number changes:
Low immune score
Low IFNy signature

Rare in metastatic patients
PDL1:
tumour ++ TILs +4+
High IFNy signature

Rare in metastatic patients
PDL1:
tumour ++ TiLs ++
High IFNy signature

Genomically bland
Diffuse type rarely PDL1+
Subsets may have TIL



Integracao da Imunoterapia

ENSAIO FASE BRACOS

ICONIC Fase 2 FLOT + avelumab

DANTE Fase 2 FLOT
FLOT + atezolizumab >
Atezolizumab manutencao

PANDA Fase 2 COD + atezolizumab
KEYNOTE Fase 3 QT

585 QT + pembrolizumab
VESTIGE Fase 2, pos QT Nivolumab + ipilimumab

NA e cirurgia, QT pos operatorio
ypN1-N3, R1




Integracao de terapéutica alvo
Her-2

ENSAIO FASE BRACOS

PET-RARCA Fase 2/3 FLOT
FLOT6 FLOT + Pertuzumab + Trastuzumab

INNOVATION Fase 2 ECF/ECX
CF +Trastuzumab
CF +Trastuzumab + Pertuzumab




Integracao da RT no esquema peri-op

Maior papel nos tumores da TGE

CRITICSHI TOPGEAR

Operable GEJ or gastric

DOC= docetaxel/oxaliplatin/capecitabine cancer

Operable

. - A | l | adenocarinoma
reoperative emot erapy Chemotherapy Chemotherapy
4x DOC q3 wks ECF/ECX/ x 2|l ECF/ECX/ x3

| CRT Chemotherapy
Preoperative Chemoradiation CRT 41,4 Gy ECFx 3
chemotherapy ‘CROSS-regimen’ [—| D2 surgery 45 Gy Carbo-taxol
2x DOC q3 wks (45 Gy in 1.8 Gy/fx) 5FU/X

|

Chemoradiation

‘CROSS-regimen’ D2 surgery
(45 Gy in 1.8 Gy/fx)

_

‘ Chemotherapy
ECF/ECX/ x3

Chemotherapy
ECFx 3

ECF = epirubicin/cisplatin/5-FU or capecitabine




Take-home messages

Gold standard — FLOT
Multimodalidade

Seguro e eficaz

Regressao patologica — Downsizing

Cirurgia — Técnica e Timing




Conclusao

» Nos estadios precoces de cancro gastrico
a cirurgia é a terapéutica com intencao
curativa de eleicao, porém por si so é
insuficiente

» Papel de terapéutica complementar: na
Europa, o Gold Standard € terapéutica
peri-operatoéria: FLOT.

» A medicina personalizada parece ser o
futuro, com tentativa de descoberta de
biomarcadores preditivos de resposta:
assinaturas moleculares.
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IN PROGRESS




