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FACTORES DE RISCO .7 )

Ambientais Comportamentais
Helicobacter pylori tabaco
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Proximal Distal
(Cardia /TGE) (nao- cardia)
Incidéncia 1 !
& 5:1 2:1
ldade grande espectro pico 60-70 anos
Histologia Difusa Intestinal
Factores de risco | Obesidade; RGE | Helicobacter pylori

Paises

Industrializados
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Exemplo de Caso clinico




Caso Clinico

Identificacao

e

1 H, 56 anos, caucasiano

| Antecedentes pessoais: HTA, dislipidemia

| Antecedentes familiares:
O Pai falecido aos 75 anos, por neo. Gastrica
O Irmao falecido aos 61 anos, por neo. Gastrica
O Sem outros antecedentes oncoldgicos



RED FLAGS PARA CANCRO
FAMILIAR

Aparecimento de tumor em idade mais precoce gue o esperado

Desenvolvimento de multiplos tumores num Orgao unico, ou
envolvimento bilateral em érgaos pareados

Desenvolvimento de mais do que um tumor primario de
gualquer tipo

Historia familiar de cancro do mesmo tipo (ou de um tipo
relacionado) = 1 familiares de primeiro grau

Elevada taxa de ocorréncia de cancro na familia

Tumor ocorrendo em Iindividuo ou familla com anomalias
congenitas



HISTORIA FAMILIARE /@
CANCRO GASTRICO

» Maloria sao esporadicos; 1-3% hereditarios




CANCRO GASTRICO 4@
DIFUSO HEREDITARIO
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Tumor agressivo
ldade média de apresentacao: 38 anos (14-82 anos)
Histologia: Adenocarcinoma gastrico do tipo difuso

Risco cumulativo de cancro gastrico ao longo da vida:
~80% (40-70% homens; 60-80% mulheres)

Risco aumentado de outros tumores: cancro mama do
tipo lobular; cancro colorectal, pulmao, glandula salivar,
prostata




CANCRO GASTRICO h:
DIFUSO HEREDITARIO

Hereditary diffuse gastric cancer: updated consensus
guidelines for clinical management and directions for
future research

Rebecca C Fitzgerald,’>3 Richard Hardwick,* David Huntsman,® Fatima Carneiro,®
Parry Guilford,” Vanessa Blair,” Daniel C Chung,® Jeff Norton,®

Krishnadath Ragunath,’® J Han Van Krieken,'" Sarah Dwerryhouse, '

Carlos Caldas,>'® on behalf of the International Gastric Cancer Linkage Consortium

INTERNATIONAI_ NI\ JIJ 1 ININ UMN\INULLI\ LLITININN\ADVJV L, UUVINUJUNUVIE N I-IUM 2010

« 2 2 casos de cancro gastrico do tipo difuso (comprovado
histologicamente) em familiares de 1°/2° grau, um dos quais com idade <
s0anos

« 2 3 casos de cancro gastrico do tipo difuso (comprovado
histologicamente) em familiares de 1°/2° grau, independentemente da
iIdade

« Caso unico de cancro gastrico do tipo difuso < 40 anos

 Historia familiar ou pessoal de cancro gastrico do tipo difuso e cancro da
mama do tipo lobular, um dos quais diagnosticado < 50 anos



CANCRO GASTRICO 4@
DIFUSO HEREDITARIO

Diffuse Gastric Cancer

'

= 2 (30 Cases in tamily, one conflirrned DGE <50

= 3 confiemed DGO cases in 19 or 27 degree relatives independent of age
= Age <40

* Personal or farmity hestory of DGC and lobular breast cancer, one dx <50

'

CDH1 genetic testing from age of informed consent
(including MLPA)
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Caso Clinico

Apresentacao Clinica

M, 58 anos

&

e

Assintomatico, PS ECOG =0

Exame fisico: normal

Por histéria familiar realizou endoscopia digestiva alta
(09-03-2012):

lesdo ulcerada da pequena curvatura, 10 mm

Bidépsia: Adenocarcinoma gastrico, do tipo difuso




APRESENTAGAO CLINICA .5 )

Estadios precoces

. Sintomas vagos e inespecificos
- Dispepsia =» ~ 30% medicados
com IBP
- Dor abdominal
- Perda ponderal
- Vomitos
- Saciedade precoce

Estadios Avancados



DIAGNOSTICO @

INDICACOES PARA EDA

Doentes com qualguer um dos seguintes sintomas de
alarme devem ser referenciados para realizacao de
endoscepia com bidpsia:

-Disfagia
- VOmMitos recorrentes
-Anorexia

-Perda ponderal

-Hemorragia gastro-intestinal G=b DiopSias

Moehler et al Z. Gastroenterol 2011



DIAGNOSTICO

Endoscopia Transito
Alta baritado

<)
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HISTOLOGIA

» 90-95% Adenocarcinoma

+ 5% tumores mails raros:
e Linfomas
e Sarcomas
* Neuroendocrinos Gastrossophages
 Pavimento celular
* Misto (adenoescamoS0)  anuarnoten

(incisura angularis) Lesser
curvature

Duodenum

Pyloric antrum
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Greater curvature
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ESTADIAMENTO TNM AJCC
- 7? edicao

Table 1

American Joint Committee on Cancer (AJCC)

TNM Staging Classification for Carcinoma of the Stomach
(7th ed., 2010)

Primary Tumor (T)

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 Tumorinvades lamina propria, muscularis mucosae or
submucosa

T1a Tumor invades lamina propria or muscularis mucosae

T1b Tumor invades submucosa
T2 Tumorinvades muscularis propria®

T3 Tumor penetrates subserosal connective tissue without

invasion of visceral peritoneum or adjacent structures**:***
T4 Tumorinvades serosa (visceral peritoneum) or adjacent

structures*****
T4a Tumor invades serosa (visceral peritoneum)
T4b Tumor invades adjacent structures

Regional Lymph Nodes (N)

NX Regional lymph node(s)cannot be assessed

NO No regional lymph node metastasis§

N1 Metastasisin 1-2 regional lymph nodes

N2 Metastasisin 3 - 6 regional lymph nodes

N3 Metastasis in seven or more regional lymph nodes
N3a Metastasis in 7 - 15 regional lymph nodes

N3b Metastasis in 16 or more regional lymph nodes

=)

Distant Metastasis (M)

MO No distant metastasis

M1 Distant metastasis
Histologic Grade (G)

GX Grade cannot be assessed
G1 Well differentiated

G2 Moderately differentiated
G3 Poorly differentiated

G4 Undifferentiated

* Note: A tumor may penetrate the muscularns propria with extension into the
gastrocolic or gastrohepatic ligaments, or into the greater or lesser omentum,
without perforation of the visceral peritoneum covering these structures. In
this case, the tumor is classified T3. If there is perforation of the visceral
pentoneum covenng the gastric ligaments or the omentum, the tumor should
be classified T4.

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

***Intramural extension to the duodenum or esophagus is classified by the
depth of the greatest invasion in any of these sites, including the stomach.

§A designation of pNO should be used if all examined lymph nodes are
negative, regardless of the total number removed and examined.
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ESTADIAMENTO
TC TAP




ESTADIAMENTO /@

TC TAP

Ascites * Pleural Effusion
Thickened greatter omentum with nodules (omental cake) —
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ESTADIAMENTO @

ECO-ENDOSCOPIA

Acui(,ja(:!e TC Eco endoscopia
diagnostica
Tumor 41 - 91% 85 - 91%
Ganglios 70% 74 - 78%

Botes et al, 1991; Dittler et al,1993; Tunaci et al 2002; Moschetta, 2010; Stabile lanora, 2003



ESTADIAMENTO /‘é‘j

ECO-ENDOSCOPIA

Papel na avaliacao da extensao intra-
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Moehler et al Z. Gastroenterol 2011



ESTADIAMENTO r@

ECO-ENDOSCOPIA

Papel na avaliacao da extensao
gangli

paracardial nodes

hepatic
nodes

splenic des

Sensibilidade com PAAF
93 vs 70%

Moehler et al Z. Gastroenterol 2011
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LAPAROSCOPIA

A Laparoscopic .
camera (for diagnosis of { '
abdominal metastases)... * ...enters through an incision in
the abdominal wall.

4 . .'-' NS
Abdominal cavity . w (‘ _
expanded with air LS

|

Abdominal
Ofgans

scope view




M, 58
EDA: ADC

Caso Clinico

gastrico difuso, Estadiamento
pequena

curvatura — oS

TAC Toraco-Abdomino-Pélvica
Sem evidéncia de metastizagao ganglionar loco-regional ou a
distancia

Eco Endoscopia:
ul2 N1

Laparoscopia com Lavado Peritoneal:
Sem evidéncia macroscopica de carcinomatose peritoneal; com
adenopatias peri-gastricas suspeitas;
Citologia de lavado peritoneal negativa para células
neoplasicas



TRATAMENTO )

Stage 0 Tis MNO MO
Stage |A T1 NO MO
Stage |B T2 MO MO

T1 N1 MO
Stage IIA T3 MNO MO

T2 N1 MO
T1 N2 MO

Stage lIB T4a NO MO

T3 N1 MO :
T2 N2 T Gastrectomia

T1 M3 M +

Stage llA  T4a N1 MO Quimioterapia
T3 N2 MO +/-

T2 N3 MO . .
Stage B T4b  NO MO Radioterapia

T4b N1 MO
T4a N2

Terapéutica de suporte

T Quimioterapia com intuito paliativo
N Y,

EORTC St. Gallen Recomendations 2012

stage IV Any T  Any N




TRATAMENTO

Perioperative chemo(radio)therapy versus primary surgery
for resectable adenocarcinoma of the stomach,
gastroesophageal junction, and lower esophagus (Review)

THE COCHRANE
COLLABORATION®

Peri-/Preoperative Therapy

/ Universitatsklinikum
- i %Leipzig
Cochrane Review, 14 Studies (RCT's) ek o o

peri-op chemo surgery Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Total Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
1.3.1 Esophagus
Walsh 2002 -0.44078 0.25775 42 32 13.0% 0.64 [0.39,1.07] 2002
TROG-AGITG 2005 -0.003 01806 80 78 26.4% 1.00[0.70,1.42) 2005 —t
MAGIC 2006 -0.11078 0.16933 37 36 301% 0.90 [0.64,1.25] 2006 —
RTOG 8911 2007 -0.20912 018046 68 75 265% 0.81[0.57,1.16] 2007 —_—
ACCORD 07 2011 0.25913 046317 15 10 4.0% 1.30(0.52,3.21] 2011 \:
Subtotal (95% CI) 242 231 100.0% 0.87 [0.73, 1.05] R =
Heterogeneity. Tau®= 0,00, Chi*= 2,85, df= 4 (P=0.58), F= 0%
Testfor overall effect. Z=147 (P=014)
1.3.2 GE junction
Wang 2000 -0.24512 017991 30 30 237% 0.78 [0.55,1.11] 2000 ——
Walsh 2002 -1.06278 0.42923 16 23 7.0% 0.35[0.15,080) 2002 ——
MAGIC 2006 -0.50155 0.22661 28 30 18.3% 0.61[0.39,0.94) 2006 i —
RTOG 8911 2007 0.06214 0.23608 47 46 174% 1.06 [0.67,1.69) 2007 _——
EORTC 40954 2010 -0.34205 031183 37 39 118% 0.71[0.38,1.31] 2010
ACCORD 07 2011 -0.56469 019468 70 74 218% 0.57[0.39,083] 2011 e —
Subtotal (95% CI) 228 242 100.0% 0.69 [0.54, 0.87) e
Heterogeneity. Tau?=0.03, Chi*=7.78, df=5 (P=017),F= 36%
Test for overall effect Z= 3.06 (P = 0.002)
1.3.3 Stomach
Kobayashl 2000 0.098082 0.25277 a1 80 65% 1.10([0.67,1.81] 2000 e —
FAMTX 2004 0.33885 0.30025 27 29  46% 1.40[0.78,253] 2004
Zhao 2006 -0.65 058 34 20 1.2% 052[017,163] 2006 ¢
MAGIC 2006 -0.06588 0.07933 185 187 66.4% 0.94 [0.80,1.09] 2006 -
Feng 2008 -0.23111 016167 27 25 160% 0.79[0.58,1.09] 2008 ——
EORTC 40954 2010 0.03546 0.40056 35 33 26% 1.04[047,227) 2010
ACCORD 07 2011 -0.00415 0.40085 28 27 26% 1.00[0.45,218] 2011
Subtotal (95% CI) 427 401 100.0% 0.94 [0.82, 1.06] ‘
Heterogeneity. Tau*=0.00, Chi*= 4.39, df=6 (P=0.62), F= 0%
Testfor overall effect. Z=1.02(P=031)

05 0.7 16 2

Test for subaroup differences, Chir=501,df=2 (P=008). F=60.1%

Ronellenfitsch U et al.

Favours peri-op chemo Favours surgery alone

Cochrane Database of Systematic Reviews 2013



TRATAMENTO

Perioperative chemo(radio)therapy versus primary surgery
@ for resectable adenocarcinoma of the stomach,
mecocrane  gastroesophageal junction, and lower esophagus (Review)

COLLABORATION®

1.3.3 Stomach

Kobayashi 2000 0.098082 0.25277 91 80 ©65% 1.10([0.67,1.81] 2000

FAMTX 2004 0.33895 0.30025 27 29 46% 1.40([0.78,2.53] 2004

Zhao 2006 -0.65 0.58 34 200 1.2% 052[017,1.63] 2006 ¢

MAGIC 2006 -0.06588 0.07933 185 187 66.4% 0.94[0.80,1.09] 2006 -
Feng 2008 -0.23111 016167 27 25 16.0% 0.79[0.58,1.09] 2008 .
EORTC 40954 2010 0.03546 0.40056 35 33 26% 1.04[047,227] 2010

ACCORD 07 2011 -0.00415 0.40085 28 27 26% 1.00 [0.45,218] 2011

Subtotal (95% Cl) 427 401 100.0%  0.94[0.82, 1.06] -
Heterogeneity. Tau*=0.00, Chi*=4.39, df=6 (P=0.62),F= 0%

Testfor overall effect: Z=1.02 (P=0.31)

05 0.7 1 16 2
Fav -op themo F !
Test for subaroup diflerences: Chi*= 5.01. df= 2 (P = 0,08). F= 60.1% AR A AR DR

Ronellenfitsch U et al. Cochrane Database of Systemalic Reviews 2013

MAGIC 2006 FNCLCC 2011 CROSS 2012
QT ECF OECE ORT
n=503 N=224 N=275

QRT vs CX

HR=0.73
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EDA: ADC

géstrico Caso Clinico

difuso, Decisao terapéutica
pequena oo

&

ADC gastrico do tipo difuso,

Estadio IIA

Reuniao multidisciplinar de patologia digestiva

QUIMIOTERAPIA PERI-OPERATORIA
MAGIC trial, NEJM 2006;355:11-20



Caso Clinico

Tratamento

Alternative
recontruction




Caso Clinico
Follow Up

e

) Consulta de risco familiar

O 2 anos apos diagnodstico
O Praticamente assintomatico
©® Discreta enfartamento pos prandial precoce
O Perda ponderal ~ 15%, apds gastrectomia tendo ja recuperado

O Sob suplementacao com vitamina B12

O Sem evidéncia de recorréncia imagiolégica ou endoscoépica



PROGNOSTICO

7th Edition of the AJCC Cancer Staging Manual: Stomach

Survival
rate
100
80 —
60
40
20
| | | | | |
At Dx 1 2 3 | 5
e [ A 100.0 0.2 84.8 T9.8 T4.8 T0.8
IB 100.0 874 77.9 690 62.7 574
e (A 1000 82.1 674 57.2 50.2 455

m [[IA 100L0 66.5 424 29.9 23.5 19.8
—[IIB  100.0 6l.6 354 229 17.8 14.0
m— [IIC 100.0 474 21.8 14.2 11.0 9.2

IV 100.0 27.0 10.0 3.6 4.5 4.0

FIG. 1 Observed survival rates for 10.601 surgically resected gastric
adenocarcinomas. Data from the SEER 1973-2005 Public Use file
diagnosed in years 1991-2000. Stage A includes 1,194; Stage IB,
6355; Stage 1A, 1,161; Stage 1IB, 1,195; Stage Illa, 1031; Stage 1IIB,
1.,660; Stage IIC, 1,053; and Stage IV, 6,148 (Fig. 11.1 from AJCC
Cancer Staging Manual, 7th edition, 2009)



FOLLOW UP ~ |

OBJECTIVOS

Deteccao de problemas associados a terapéutica

Deteccao de recorréncia



FOLLOW UP @

COMPLICACOES TERAPEUTICAS

Sindrome de Dumping

Sugary food leaves the
stomach quickly

Esofagite por refluxo alcalina

Stomach pouch

——
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Deficiéncia de Vitaminicos: |
B12

Intestine swells
causing cramping
and pain

R

| -—

Other symptoms
include:

OSteOpOI’OSe - fast heart rate |

« sweating
* nausea
« diarrhea or

Perda ponderal vaiting

Relacionadas com a QT



FOLLOW UP

DETECCAO DE RECORRENCIA

PADROES DE RECORRENCJ
(ao fim de 1 ano)

Recorréncia loco-regional - 67%
- 94% anastomose
- 42% ganglios regionais

Recorréncia a distancia - 26%
- carcinomatose peritoneal
- metastizacao hepatica, pulmonar

Gunderson and Sosin, 1982



FOLLOW UP ~ |

CLINICA + EXAME OBJECTIVO
1°e 2° ano 3/3 meses ou 6/6 meses
3°-5%ano 6/6 meses ou 12/12 meses

A partir do 5° ano anualmente

Allum WH, Blazeby JM, Griffin SM et al. Guidelines for the management of oesophageal and gastric cancer. Gut 2011; 60: 1449-1472.
IGCC Working Group. The Charter Scaligero on Gastric Cancer: Follow-Up After Gastrectomy for Cancer. 10th International Gastric Cancer Congress (IGCC); 2013.

D'Ugo D, Biondi A, Tufo A, Persiani R. Follow-up: The evidence. Dig Surg 2013; 30: 159-168.



FOLLOW UP

Analises, exames imagiologicos ou endoscopicos
consoante a clinica

Allum WH, Blazeby JM, Griffin SM et al. Guidelines for the management of oesophageal and gastric cancer. Gut 2011; 60: 1449-1472.

IGCC Working Group. The Charter Scaligero on Gastric Cancer: Follow-Up After Gastrectomy for Cancer. 10th International Gastric Cancer Congress (IGCC); 2013.

D'Ugo D, Biondi A, Tufo A, Persiani R. Follow-up: The evidence. Dig Surg 2013; 30: 159-168.
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