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Mide Kanseri Insidans ve Mortalite

Estimated New Estimated
Common Types of Cancer Cases 2016 Deaths 2016

1. Breast Cancer (Female) 246,660 40,450 fg;g";f:ﬁ:fi;ifi’;

2. Lung and Bronchus Cancer 224,390 158,080 in the U.5.

3. Prostate Cancer 180,890 20,120

4. Colon and Rectum Cancer 134,490 49,190

5. Bladder Cancer 76,960 16,390

6. Melanoma of the Skin 76,380 10,130

7. Non-Hodgkin Lymphoma 72,580 20,150

8. Thyroid Cancer 64,300 1,980

9. Kidney and Renal Pelvis Cancer 62,700 14,240
10. Leukemia 60,140 24,400 1.6%
15. Stomach Cancer 26,270 10,720

In 2016, it is estimated that there will be 26,370 new cases of stomach cancer and an estimated 10,730 people will die of
this disease.
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Percent of New Cases by Age Group: Stomach Cancer
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Percent of Cases by Stage

10% B Locahzed (27%)
1.l Confined to
27% Frimary Site

B Regional (2 B%)
Spread to Regional
Lymph Nodes

I Distant (35%)
Cancer Has
Metastasized

Unknown {10%)
Unstaged

35%—

28%

Percent

SEER 18 2006-2012, All Races, Both Sexes by SEER Summary Stage 2000

Percent of Cases & 5-Year Relative Survival by Stage at Diagnosis: Stomach Cancer

5—Year Relative Survival

100 [ ———————————————————

30 - Dy E 21.9%
20 - I ____________ -
10 |- -—- —-——-5.0% -1 |-
0 -
\



Mide Kanseri Insidans ve Mortalite

New Cases, Deaths and 5-Year Relative Survival View Data Table

{New Cases

:m\

NUMEER PER
100,000 PERSONS

D T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T 1
1975 1980 1985 1930 1995 2000 2005 2010 2013

S5-Year Relative
Survival

14.3% 15.7% 17.6% 20.0% 21.9% 22.% 28.2% 31.6%

SEER 9 Incidence & U.S. Mortality 1975-2013, All Races, Both Sexes. Rates are Age-Adjusted.
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AGE-STANDARDIZED MORTALITY TRENDS: MALES

Stomach Cancer
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Insidans ve Mortalite

Epidemiyoloji
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Mide Kanseri Insidans ve Mortalite

Epidemiyoloji GLOBOCAN 2012-Tiirkiye-

Incidence
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Tural D, et al. Gastric cancer: a case study in Turkey._J Cancer Res Ther. 2013



http://www.ncbi.nlm.nih.gov/pubmed/?term=Tural D[Author]&cauthor=true&cauthor_uid=24518710
http://www.ncbi.nlm.nih.gov/pubmed/?term=Tural D[Author]&cauthor=true&cauthor_uid=24518710
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Primary site of esophageal cancer based on proximal
edge of tumor
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Ozofagus Kanserinde Evreleme

Siewert Siniflamasi

Anatomical cardia




PrReorP CHEMO vs CHEMO RT: META ANALYSIS

Adeno 22% ' 0.78 0.024 |

Squam 12% ’ 088 |012 |

Adeno 25% I 0.75 0.02 ‘
Squam 16% l 084 |004 |
[ |

Gebski et al, Lancet Oncol 8: 226-234; 2007



Ozofagus Kanserinde Tedavi Yaklasimlari

Cerrahi Oncesi KRT-Cerrahi

pr— Table 1. CALGE 3781: Patient Characteristics
Treatment Armmn
Trirmodality Therapy Surgery Alone Total
Charactaristic Mo. % MNo. % M. % P-
Sax
Male 28 a3 23 ji] 51 91 .E5
Famale 2 ri 3 12
Racefethnicity
White 25 83 23 ji] 48 B6 |
Other 5 17 3 12 2] 14
Parformmance status
1] 18 63 18 37 E6 32
1 8 27 g el | 16 29
2 3 10 a o 2 5
Age, yoars
Mean 609 61.9 61.4 ]
Median BE9.9 62.2 60.7
Range 28-77 4476 877
Turnor type
Adenccarcinoma 23 77 19 72 42 75 1.0
Squamous r 23 7 27 14 25
Clinical M stage
NO 20 67 22 a5 42 75 22
N+ 10 33 4 15 14 25
Staging rnathod
Moninvasive 16 53 15 52 21 55 78
Invasive 14 A4 1 42 25 45
Alourmin
Mean 28 39 28 =]
Median 28 4.0 28
Range 1.04.6 2545 1.046
{'.bbrﬂviatic-n: CALGE, Cancer and Leukernia Group B.
P values are associated with the exact x* test for categorical variables and the Van der Waerden (normall scores for continuous variables.
Patients with histologically documented untreated squamous cell carcinoma
or adenocarcinoma of the thoracic esophagus (below 20 cm) or gastroesophageal
junction and with less than 2cm distal spread into the gastric cardia
were eligible




Ozofagus Kanserinde Tedavi Yaklasimlari

Cerrahi Oncesi KRT-Cerrahi

CROSS TRIAL — PRE-OPERATIVE CHEMO/RT

&)

fe NEW ENGLAND JOURNAL «f MEDICINE

ORIGINAL ARTICLE

Preoperative Chemoradiotherapy
for Esophageal or Junctional Cancer

P. var Hagen, M.C.CM. Hulshof, |.).B. van Lanschot, EW. Steyerberg,
M. | van Berge Henegouwen, B P L Winhoven, D | Richel
G.A P Nwmuwenhunzen, GA P Hospers, | ) SBonenkamp, M A Cuesta,
RJ).B. Blasse O RC Busch F )W ten Kate, G..). Creemers, C A Punt,
J.T.M. Plukker, H. M. W_Verheul, E ). Spillenaar Bilgen, M. van Dekken,
M. J.C van der Sangen, 7. Rezema, K. Biermann, | C. Beukema,
AH M. Piet, CM. van R, ].G. Remnders, H.W. Tilanus,
and A. van der Gaast, for the CROSS Group”

* Purpose: To test the value of pre-operative chemoradiation in locally
advanced esophageal carcinoma

* Eligibility: TIN1 —T2-3Nx (stage 1-3)

» Treatment: Radiation 4140 cGy + weekly taxol (50 mg/m2) and Carboplatin
(AUC 2) N



Ozofagus Kanserinde Tedavi Yaklasimlari

Cerrahi Oncesi KRT-Cerrahi

UPotentially curable squamous-cell carcinoma, adenocarcinoma, or large-cell undifferentiated

carcinoma of the esophagus or esophagogastric junction

UThe upper border of the tumor had to be at least 3 cm below the upper esophageal sphincter.
Patients who had proximal gastric tumors with minimal invasion of the esophagus were
excluded.

LOnly patients with tumors of clinical stage TIN1 or T2-3N0-1

UThe length and width of the tumor could not exceed 8 cm and 5 cm, respectively.




Ozofagus Kanserinde Tedavi Yaklasimlari

Cerrahi Oncesi KRT-Cerrahi

Table 1. Characteristics of Patients with Resectable Esophageal or Esophagogastric-junction Cancer, According to
Treatment Group.*
Chemoradiotherapy and Surgery Surgery Alone
Characteristic [N=178) {N=188)
Age —yT
Median 60 &0
Range 319 36-73
Male se¢ — nao. [36) 134 [75) 152 {B1)
S 0 et~ B W
Adenocarcinoma 134 [75) 141 {75)
TqUZMGUS-CEll CarCnoma Fy W] T3 100
Cther I@ 4(7)
Turmer length — cmt
Median 4 4
Interquartile range -6 -6
Tumeor location — no. 38T
Esophagus
Proximal third 42) 4(7)
Middle third 25 (14 24 {13)
Mirﬂ 104 (58] ]._IZI? {57}
L —sssshagesaauciuncion iz 1220 ]
Missing data 6 (3) 4 (7)
Clinical T stage— no. [38)1
cT1 11} 11}
T2 26 (15) 35 {19)
cT3 150 (24) 147 (78}
CT4 o 11}
Could not be determined| 11} 4 (7)
Clinical M stage— no. {38)9
MO 59 [33) 58 {31)
M1 115 {65} 120 (54)
Could not be determined| 32) 10 (5)
'WHO performance status score — no. 3] |
o 144 (31} 163 (B7)
1 34 (19) 25 {13)




Ozofagus Kanserinde Tedavi Yaklasimlari

Cerrahi Oncesi KRT-Cerrahi

B Survival According to Tumor Type and Treatment Group

A Survival According to Treatment Group 1.0—
1.0+
0.9
0.9+ H
087 b SCC, CRT
0.24 L"'k - —eey AC, CRT+surgery
® o7 2 074 L,
= T -a T
z £ 0.6 H"'h,
z 0.6 @ e
a CRT+surgery c  0.54 e
c 05 pr— 2 I e
1= o Y—— e 5 04 S, - AC, surgery alone
5 04 L a e e 4
2 fai SO L & 0.3 SCC, surgery alone
a 0.3+ Surgery alone
0.2
0.2+ AC,P=0.049
019 scc,p-o.011
0.1q4 P=0.003
0.0 T | T T |
0.0 : : : : . 0 12 24 36 48 60
0 12 24 36 43 &0 Follow-up (mo)
No. at Risk
AC, CRT+surgery 134 107 &7 53 34 18
. q . AC, surgery alone 141 99 73 50 235 10
Median overall survival of 49.4 months in [T ASsEEY 35 30 2 15 8
. SCC, surgery alone 43 29 19 11 . 4
the chemoradiotherapy—surgery Total 359 270 209 135 82 40

group versus 24.0 months in the surgery
group




Ozofagus Kanserinde Tedavi Yaklasimlari

Cerrahi Oncesi KRT-Cerrahi

Univariate Adjusted P Value for
Hazard Ratio Hazard Ratio Adjusted
Subgroup (95% CI) (95% Cl) Hazard Ratio
All patients HH 0.657 (0.495-0.871) 0.665 (0.500-0.884) 0.005
Sex
Female —— 0.913 (0.432-1.729) 0.928 (0.487-1.766) 0.32
Male HH 0.612 (0.445-0.241) 0.614 (0.447-0.845) 0.003
Histologic type
/m el | 0627 (0.056-6.970)
(  Adenocarcinoma |—|—> 0.732 (0.524-0.998) 0.741 (0.536-1.024) 0.07
uamous-cell carcinoma /I—I74|’ 0.453 (0.243-0.244) 0.422 (0.226-0.738) 0.007
Clinical N stage
0 —— 0.414 (0.234-0.737) 0.422 (0.239-0.747) 0.003
1 HH 0.793 (0.567-1.108) 0.807 {0.576-1.130) 0.21
Could not be determined f i | 0.552 (0.066—4.602)
WHO performance score
0 HH 0.617 (0.452-0.844) 0.625 (0.456-0.857) 0.004
1 —— 0.864 (0.433-1.726) 0.898 (0.753-1.631) 077
0.!'3'1 C Il.'ll.l C I1.[3 o :i.l.'llﬂ
Chemoradiotherapy Surgery Alone
and Surgery Better Better

Figure 3. Hazard Ratios for Death.

This forest plot shows hazard ratios for death (oblongs) and 95% confidence intervals (I bars) for 366 patients with
esophageal or esophagogastric-junction cancer, according to baseline characteristics. Univariate hazard ratios are
shown, as well as hazard ratios adjusted for baseline covariates. Clinical lymph-node (N) stage was assessed by
means of endoscopic ultrasonography, computed tomography, or **F-fluorodeoxyglucose positron-emission tomog-
raphy and classified according to the International Union against Cancer (UICC) tumor—node—metastasis (TNM)
classification.®
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National
Comprehensive

INMOONE Cancer

NCCN Guidelines Version 1.2016
Gastric Cancer

NCCN Guidelines Index

Gastric Cancer Table of Contents

Network® Discussion
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Mide Kanserinde Genetik Faktorler

CRITERIA FOR TESTING FOR E-CADHERIN GENE MUTATION

UPDATED RECOMMENDATIONS FROM THE INTERNATIONAL GAsTRIC Cancer Linkace ConsorTium (IGCLC)*

1. Two or more documented cases of gastric cancer in first degree relatives, with
at least one documented case of diffuse gastric cancer diagnosed before the
age of 50 years

2. Three or more cases of documented diffuse gastric cancer in first- or second-
degree relatives, independent of age of onset

3. Diffuse gastric cancer before the age of 40 years without a family history

4. Families with diagnoses of both diffuse gastric cancer and lobular breast cancer,
with one case before the age of 50 years

*In addition, in cases where expert pathologists detect carcinoma in situ adjacent

to diffuse-type gastric cancer, genetic testing should be considered since this is
rarely, if ever, seen in sporadic cases.

| Fitzgerald R et al:J Med Genet 47: 436-444, 2010
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Tarihce

d Misir papirlslerinde elde edilen

bilgiler MO 2500 yilinda, Misirda
kanser hakkinda zamanin
doktorlarinin bilgisi oldugu ve zaman
kosularina gore micadele ettigi
bilinmektedir.

O Bu donem hakkindaki bilgilere
papirusler ile ulasiyoruz. 1862 yilinda
Edwin Smith adli bir antikacinin ve
Misir dil bilimci
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kanserden bahsedilmektedir.




MIDE KANSERLERI

Risk Faktorleri
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Mide Kanseri Genetik ve Risk Faktorleri

™ S T, s
Diet. alcohol, hot drinks,

Spinal Cord

Esocphagus

Gastroesophageal junction

Cardiac
sphincter

i, atrophic gastritis

a

Stomach




THREE TYPES OF GASTRIC CANCER

Diffuse
Gastric Cancer

Prevaient Risk Factors (estimated OR)

Environmental none specifically identified
Clinical H. pyiori infection (640 |
Genetic CDH1 mutation

Family history (non- CDH1 mutant)




Mide Kanseri Risk Faktorleri

Gastric Cancer

Subtype

Noncardia
gastriccancer

Diffuse

gastric cancer

Proximal
gastriccancer

Risk Faktorleri

Type of Risk
Factor

Environmental

Clinical
Genetic
Environmental
Clinical

Genetic

Environmental

Clinical

Genetic

Risk Increased

High dietary salt
Tobacco (OR: ~1.5)
Age (peak:50-70yrs)

H pyloriinfection(OR: ~3.0)
Immuneregulatory SNPs
None specifically identfied
?

CDH 1 mutation
Family history (no COH7 mutation)

Tobacco
Alcohol

Obesity/high BMI
GERD

None specifically identified

Alt tipler-Etkenler

Risk Decreased

Eating fruits/ivegetables
(OR: ~0.7)

Use of NSAIDs/aspirin

Shah MA, et al. J NCCN 2010



Mide Kanseri Risk Faktorleri

GASTRIC CANCER RISK FACTORS

« H. pylori infection — cagA strain only
—OR 2.54, 95% CI 1.77 — 3.66
— ? Role of Host genetic polymorphisms?

e IL-1, 11-10, 1L-4 L3
— Bone Marrow Derived Stem Cells
« Tobacco use
—OR 191, 95% CI 1.25 - 2.93
» Family history

—OR 3.67, 95% CI 2.01 - 6.71

Garcia-Gonzalez et al, Am J Gastroenterol 2007
El Omar et al, Nature 2000

i



GC GENETIC PREDISPOSITION SYNDROMES
(10-15% oF ALL GC)

» Hereditary Diffuse GC (~3-5%)
Lynch Syndrome (~1-2%)

— germline mutations in one of the mismatch repair genes MLH1, MSH2,
MSH6, PMS1 and PMS2

— Stomach cancers occur in ~11% of Lynch syndrome families
FAP (Familial Adenomatous Polypaosis) (~1%)

— Germiline mutation in APC — adenomatous polyposis coli

— Fundic gland polyps

Li Fraumeni's syndrome (< 1%)

— p53 mutation

Peutz-Jeghers syndrome (<1%)

— Autosomal dominant, hamartomatous polyps of Gl tract and
mucocutaneous melanin deposits

— Germline mutations in STK11 — serine threonine kinase 11.
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Mide Kanserinde Klinik Evreleme

BT
JdPET-CT

JEUS

L Laparoskopi




Mide Kanserinde Klinik Evreleme

N DOGRU EVRELEME

LEUS; %65-92

LBT; %43-82

T Dogru Evreleme

LEUS; %50-95

LBT; 50%-70
UZAK METASTAZ SAPTAMA

JPET-CT, BT Gore %10(>T3, N+) daha fazla uzak metastaz tespiti ve tedavi
degisimi. Diffliz ve musin6z gastrik kanserlerde FDG tutulumu orani dusuk.
Periton metastaz saptama orani %50.




Mide Kanseri Klinik Evreleme

Laparoskopi + peritoneal sitoloji

. Cerrahi planlanan ¢T3, c N+ mide kanseri
hastalarinda metastazi dislamak icin yapilabilir

(J Neoadjuvan Kemoterapi planlanan> cT1b
hastalarinda onerilir




O 19 yizyilin ortalarinda Lister
antiseptigi cerrahi girisimlere sokarak,
Cerrahide yeni ¢igir agiyor.

(1 Christian Albert Theodor Billroth

J 1881 yilinda ilk radikal gastrektomi
operasyonu yapti.




Mide Kanseri Klinik Evreleme

Table 1

American Joint Committee on Cancer (AJCC)
THM Staging Classification for Carcinoma of the Stomach
(Tth ed., 2010)

Primary Tumor (T}

TX Prmary tumor cannot be assessed

TO Mo evidence of primary tumor

Tis  Carcinoma in situ: intragpithelial tumor without invasion of the
lamina propria

T1  Tumor invades lamina propria, muscularis mucosas or
submucosa

T1a Tumor invades lamina propria or muscularis mucosae

T1b Tumer invades submucosa

T2  Tumor invades muscularis propria®

T3 Tumor penetrates subserosal connective tissue without
invasion of visceral peritoneum or adjacent structures™ ***

T4  Tumor invades serosa (visceral pentoneum) or adjacent
Sm.lﬂ"l.lres",*“

T4a Tumor invades serosa (visceral pentoneum)

T4b Tumor invades adjacent structures

Regional Lymph Nodes (N)

NX Regional lymph node(s) cannot be assessed

NO Mo regional lymph node metastasis§

N1 Metastasis in 1 - 2 regional lymph nodes

N2  Metastasis in 3 - 6 regional lymph nodes

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

MN3b 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
G2  Poorly differentiated

G4 Undifferentiated

*Note: A tumor may penetrate the muscularis propria with extension info
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 peritoneum covering 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 esophaqgus 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.




Mide Kanseri Evreye Gore Sagkalim

100 —
m pa—
2 80—
2
w
2
P R VN N N
e . M R — . e
[1]
At Dx 1 2 3 4 5
IA —— 100.0 90.2 B84.8 79.8 74.8 70.8
IB 100.0 a87.4 77.9 65.9 62.7 57.4
IIA 100.0 82.1 B7.4 57.2 S0.2 43.5
IIg 100.0 75.8 58.3 46.0 28.4 32.8
IIIA 100.0 66.3 42.4 258.9 23.5 19.8
IIIB 100.0 6l.6 33.4 22.9 i7.8 14.0
ITIC 100.0 47.4 21.8 14.2 11.0 9.2
IV — 100.0 27.0 10.0 3.6 4.3 4.0

Years from diagnosis

Data from the SEER 1973-2005 Public Use File diagnosed in years 1991-2000.
Stage IA includes 1194; Stage IB, 655; Stage IIA, 1161; Stage 1IB, 1195; Stage llIA;
1031; Stage IlIB, 1660; Stage IlIC, 1053; and stage IV, 6148.
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ESTABLISHED IN 1812 JULY 6, 20006 VOL. 355 NO.1

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 J. Lofts, Ph.D.,
Stephen ). Falk, M.D., Timothy J. lveson, M.D., David B. Smith, M.D., Ruth E. Langley, M.D., Ph.D.,
Monica Verma, M.Sc., Simon Weeden, M.Sc., and Yu Jo Chua, M.B., B.S., for the MAGIC Trial Participants*
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—| ECF=x3

(n = 250)
ECFx3 | — | Surgery
Patients with
resectable cancer
of the lower third of
the esophagus,
EGJ, and stomach
» Surgery
(n = 253)

Perioparative chemotherapy in operable gastric and lower
oesophageal cancer: a randomised controlled trial

{the MAGIC trial, ISRCTN 93703871)

D cunningham, W Allum, S Stenning and S Weeden
on behalf of the UK NCRI Upper Gl Clinical Studies Group.
Conducted by the UK Medical Research Council CTU.

WEJM 2006, 355(1): 11-20

Eligible patients:
» Adenocarcinoma of the stomach

of lower third of the ocesophagus
(fresm 1999), suitable for curative
resection

* Non-metastatic disease
= Stage || or greater

Primary
Owerall survival

Secondary
Progression-free survival
Surgical resectabiity
Quality of Life

Chemotherapy (ECF):
Epinubicin S0mgim2, IV day 1
Cisplatin G0mg/'m2, IV day 1
5-FL 200mg/m2iday, contimuous
infusion, days 1-21

{cycles repeated every 3 weeks)

Recruitment July 1904-Apnl 2002

Cunrangharn &1 al NEJM 2006
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B
1.0 T
275 281
097 Median 0S 27 m 36m 0.005
0.8+ Median RFS 19m 30m <0.001
0.7 HR of death 135 1 0.005
= - HRof relapse  1.52 1 <0.001
-
S 06 Toxicdeath 0 3 pts (1%)
A g5 A
— \ Perioperative
8 (4 chemotherapy
8 -
0.3 B
w--e_ Surgery alone
0.2+
0.1
P=0.009
0.0 T T T T T |
0 12 24 36 43 60 72
Months
No. at Risk
Perioperative 250 168 111 79 52 38 27
chemotherapy
Surgery 253 155 80 50 31 13 9
Figure 1. Kaplan—Meier Estimates of Progression-free Survival (Panel A)
and Overall Survival (Panel B).
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Perioperative
Chemotherapy Surgery Alone
Variable (no. of deaths/total no.) Hazard Ratio
Age ! P for trend=0.43
<60yr 61/108 75/104 H——
6069 yr 56/91 50/95 — —
=70yr 32/51 36/54 :- L
Total 149/250 170253 :
Sex I P for interaction=0.50
Male 126/205 127/191 b—t ——
Female 23/45 43/62 + » : —
Total 149/250 170/253 I
WHO performance status : P for interaction=0.63
0 93/169 1124173 |-|—-—|JI—|
1 56/81 58/80 ————
Total 149/250 170/253 :
Site of primary tumor : P for interaction=0.25
Lower esophagus 23/37 25/36 H f + |
Esophagogastric junction 1328 23/30 k : {
Stomach 113/185 122/187 I-l—.—:—i—f
Total 149/250 170/253 I
DIO DIS ll.[l l|5 ZIO
Perioperative Surgery Alone
Chemotherapy Better
Better

Figure 2. Tests for Heterogeneity of Treatment Effect According to the Baseline Characteristics of the Patients.
The hazard ratios show 95 percent (inner tick marks) and 99 percent (outer tick marks) confidence intervals.
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Perioperative Chemotherapy Compared With
Surgery Alone for Resectable Gastroesophageal
Adenocarcinoma: A FNCLCC and FFCD
Multicenter Phase III Trial

Mare Ychou, Valérie Boige, Jean-Plerre Pignon, Thierry Conroy,

Olivier Bouché, Gilles Lebreton, Muriel Ducourtieux, Laurent Bedenne,
Jean-Michel Fabre, Bernard Saint-Aubert, Jean Genéwe, Philiope Lasser and
Philippe Rougler

PERIOPERATIVE CHEMO: FNLCC 9401 2-FFCD

9703 TRIAL
Randomization N=224
— CT+ 5 I I 5
FP ') x 2/3 avery 28 days Within 4 weeks
4- ﬁiu.u-m l
. Resection
4-6 'Ilnmhn
, }
| FP x 3/4 or no treatment
] Follow-up
Trial accrual 1995-2003

*S-Fluorouracil 800 mg/m2 d1-5* Median FU 5.7 yrs
* Cisplatin 100 mg/ma2 day 1 BOIGE &t al ASCO 2007
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Lag-rank P= O3
Harerd ratio = 0.63
1
o0 [96% 1, .50 10 0.95)
=
E ol
=]
wa
5 "
=]
0.2 -
- E-H'W
= Chemotharagy + surgery
0 1 z 3 M 5 [ 7
Time (months)
Po. at risk
Siuingedy 111 3 53 38 i 16 13 T
Chemotheragry
+ surgary 113 a3 ES 53 ai ) i7 14

Fag 2 Kaplan-Migiar curea showing owarll sundual from date of mndom assignment

100 4
Log-rank F= 02
_ Hezard retio = 069
2 a5 |95% CI, .50 ba 0.95)
E
@ 907
£
a0 4
8 s S
:
. 20 4 s, T
= = Surgeny
= Chamatherapy + surgsry
¥ T T T T T T
0s 1 2 a 4 B L]
Time {months)
P, ak rish
Surgary 111 &7 35 = M Rt 11
Chismethirapy
+magery 113 16 63 1 3 Fo 17

Fig 3 Kaplan-Maier cursa showang disease-frea survival from landmark tima of

& months gher the data of randam aaskgnement
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SUMMARY OF TRIALS OF PERIOPERATIVE
CHEMOTHERAPY FOR LOCALIZED GASTRIC

CANCER

AT
Pis
Control

S-year
Survival
Control

S-yvear
Survival
CT

Cunningham
NEJM 2006

253
NoCT

23%

36 %

Boige
ASCO 2007

111
NoCT
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% 3514 hasta kemoterapi
T Bireysel data
T HR: 0.82,

* p <0.001

Bureel curves of e pooked cieta of any CT veras aungary hone

\ years By 10y
Surgary 1% 0%
Any CT 8% 4%

=l ﬂ-\_ .....
HR.0.82 + 7% at 5 years -
p<0.0001 + 8% at 10 years
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VOLUKE 30

R

RO resection of adenocarcinoma of the stomach or gastroesophageal
junction (GEJ), presence of complete penetration of the tumor through the

muscularis propria and/or involved regional nodes (including 1988

American Joint Committee on Cancer [AJCC] stages IB to IV with MO
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Subgroup n P Hazard Ratio (85% Cl)
A Sex 08
100 Median Men 398 —
n Ev Women 161 —_
Iy == FU + leucovorin + RT 282 204 35
= g == Dbsarvation m nd @ Race 09
— _ Black a8
z F=.0048 Other 471 T
Z 60
3 T stage B9
v T1-T2 175 =
m 4 T3 246 B
= T4 38 =
=
O 204 e M stage .89
. NO a3
N1-N3 236 —
— Nas 240 4'_;
0 24 48 72 96 120 144 gi168 1834
|
- - P - D leval 53 i
Time Since Registration (month Do 299 — .
o1 198 +—.—
B D2+ 54
— 100 4 Medizn Primary location a2
= n__ Ewe menths] Proximal 150 =
— == FL + leucovorin + BT 282 Other 403 _._
g == Obsarvation
= Maruyama indax 76
=1 <5 62
G: =5 491 ——
E Histology .08
& Intestinal 263 —+
g Diffuse 169 _—
@
= Sex and histology 11
(o' Men, intestinal 207 -
Women, intastinal 56
T T T T T T T T Men, diffuse a8 L
0 24 48 72 95 120 144 168 182 Women, diffuse 71 S
Time Since Registration (months) *
Overall 559
: ! : :
Ag 2 (&) Overall survival by arm; (B) relapse-free survival by arm. FU, 05 1 1.32 2 3
fluorouracil; RT, radiotherapy.
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ORIGINAL REPORT

Phase III Trial to Compare Adjuvant Chemotherapy With
Capecitabine and Cisplatin Versus Concurrent
Chemoradiotherapy in Gastric Cancer: Final Report of the
Adjuvant Chemoradiotherapy in Stomach Tumors Trial,
Including Survival and Subset Analyses

Se Hoon Park, Tae Sung Sohn, Jeeyun Lee, Do Hoon Lim, Min Eui Hong, Kyoung-Mee Kim, Insuk Sohn,
Sin Ho Jung, Min Gew Chai, Jun Ho Lee, Jae Moon Bae, Sung Kim, Seung Tae Kim, Joon Oh Park,
Young Suk Park, Ho Yeong Lim, and Wen Ki Kang

Ses accompanying editorial on page 3082 and article on page 3085

A4 B 5 T R A C T

Purpose

The Adjuvant Chemoradiotherapy in Stomach Tumeors (ARTIST) trial tested whether tha addition of
radiotherapy to adjuvant chemotherapy improved disease-free survival (DFS) in patients with
D2+esected gastric cancer (GC).

Patients and Mathods
Between Movember 2004 and April 2008, 458 patients with GC who received gastractomy with

D2 iyrmnph node dissection weare randomly assignaed to either six cycles of adjuvant chematherapy
with capacitabine and cisplatin (XP) or to two cycles of XP followed by chemoradictherapy and
then two additional cycles of XP (XPRT). This final update contains the first publication of overall
survival (OS], togathear with updatad DFS and subset analysas.

Resulis

With 7 years of follow-up, DFS remained similar between treatmeant arms (hazard ratio [HR], 0.740;
95% CI, 0.520 to 1.050; P = .0922). 05 also was similar (HR, 1.130; 95% CI, 0.775 10 1.647; P=
bBZ272). Tha effect of the addition of radiotherapy on DFS and OS5 differed by Lauran classification
linteraction P = .04 for DFS; interaction P = .02 for OS] and lymph node ratio Ginteraction P < .01
for DFS; imteraction P - {01 for O5). Subgroup analyses also showed that chemoradiotherapy
significantly improvad DFS in patients with node-positive disease and with intestinal-type GC.
Thera was a similkar trend for DFS and OF by stage of disease.

Conclusion

In D2-resactad GC, bath adjuvant chemotherapy and chemoradiotherapy are tolerated and equally
beneficial in praventing relapse. Becausa rasults suggest a significant DFS effect of chamaradio-
therapy in subsets of patients, the ARTIST 2 trial evaluating adjuvant chemotherapy and
chemaoradictherapy in patients with node-positive, D2resectad GC is under way.

J Ciin Oneol 33:3130:3136. @ 2015 by American Society of Clinical Oncology
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ARTIST
: ChemoRT vs Chemo after D2 surgery

O N = 458 patients with curatively resected (D2) stomach cancer (postop stage
18, I, W, IVMO)

O XP regimen
J Capecitabine 1,000 mg/m2 bid po D1-14
Q Cispiatin 60 mg/m2 v D1, every 3 weeks

228 1XPHxP]{xp]{xp]{xp}{xr

RT 180 cGy/d
x 25 fractions

230 XP - XP XP | xP
Capecitabine 825
mg/m’ bid po
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1.0 -
0.8-
_z
T = 0.6-
= 0
c 3
A S 044 =XPRT
E e ¥P
0.24 130 death events occurred
Hazard ratio 1.130 (95% CI, 0.775 to 1.647)
FP= 58272
0 6 12 18 24 30 36 42 48 54 60
Time (months)
Mo. at risk
XPRT 230 220 201 184 178 171
XP 228 217 204 191 179 166

Fig 3. Owerall survival. XP, capecitabine plus cisplatin; XPRT, concurrent
chemoradiotherapy with capecitabine plus cisplatin.
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HR 95% Cl
All 0.740 0.520 to 1.050 —e—1
ECOG PS

0 0.665 0.392to 1.129 ——H

1 0.835 0.544 to 1.280 ——
Gastrectomy

Subtotal 0.793 0.495to 1.271 i

Total 0.701 0.4381t0 1.121 —r—
LN

Positive 0.700 0.493 to 0.994 |—’—| |
LN ratio

<0.082 0714 0.407 to 1.252 —

=0.083 0.708 0.466to 1.019
Stage

1B/11 0.676 0.387 to 1.181 —|

WAV (MO} 0.703 0.530to 1.017

ntestinal 0.442 0.231to 0.845 —an—|

Tuse U.826 U543 10 1.255 N
HER2

0-2+ 0.749 0.533 to 1.053 ——

=3 0.976 0.197 to 4.842 %
MET

0-2+ 0.749 0.534 to 1.050 00—

=3 1.414  0.196 to 10.197 |
MLH1 1.167 0.313 to 4.347 | =
MLH1 loss 0.788 0.544 to 1.143 i
E-cadherin 0.566 0.160 to 2.007 2 |
E-cadherin loss  0.859 0.591 to 1.247 —a——

T T T T LI L) T T T L
0.1
Favors XPRT  Favors XP

Fig 4. Forest plot of hazard ratios (HRs)
and 95% Cls for disease-free survival.
ECOG PS, Eastern Cooperative Oncology
group performance status; HERZ2, human
epidermal growth factor receptor 2; LN,
lymph node; XP, capecitabine plus cispla-
tin; XPRT, concurmrent chemoradiotherapy
with capecitabine plus cisplatin.
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Adjuvant capecitabine and oxaliplatin for gastric cancer
after D2 gastrectomy (CLASSIC): a phase 3 open-label,
randomised controlled trial

Yung-jue Bang®, Young-Wookim, Han-&wang Yang, Hywn Cheol Chung, Young-Kju Pas, KpungHer Lee, Kaun-Wook Le, YongHo Kim, Sang-lk Nah,
JaeYang Cha, Young JaeMok, Yeu! Hong Kim, Jiafu i, To-5en Yeh, Peter Button, Florin Sizén, Sung Hoon Noh®, for the (LASSIC trial imvwestigatorst

Summa

E-av:.kgmunryl:l D2 gastrectomy is recommended in US and European guidelines, and is preferred in east Asia, for
patients with resectable gastric cancer. Adjuvant chemotherapy improves patient outcomes after surgery, but the
benefits after a D2 resection have not been extensively investigated in large-scale trials. We investigated the effect on
disease-free survival of adjuvant chemotherapy with capecitabine plus oxaliplatin after D2 gastrectomy compared
with D2 gastrectomy only in patients with stage II-111E gastric cancer.

Methods The capecitabine and mllpl}nm adjuvant study in stomach cancer (CLASSIC) study was an open-label,
parallel-group, phase 3, randomised controlled trial undertaken in 37 centres in South Korea, China. and Taiwan.
Patients with stage II-111B gastric cancer who had had curative D2 gastrectomy were randomly assigned to receive
adjuvant chemotherapy of eight 3-week orcles of oral capecitabine (1000 mg/m? twice daily on davs 1 to 14 of each
ovcle) plus intravenous oxaliplatin (130 mg/m? on day 1 of each cycle) for & months or surgery only. Block
randomisation was done by a central interactive computerised system, stratified by country and disease stage.
Patients, and investigators giving interventions, assessing outcomes, and analysing data were not masked. The
primary endpoint was 3 year disease-free survival. analysed by intention to treat. This study reports a prespecified
interim efficacy analysis, after which the trial was stopped after a recommendation by the data monitoring committee.
The trial is registered at ClinicalTrials gov (NCT00411229).

Findings 1035 patients were randomised (520 to receive chemotherapy and surgery, 515 surgery only). Median follow-up
was 342 months (25 -4-41.7) in the chemotherapy and surgery group and 34-3 months (25 -6—41-9) in the surgery only
group. 3 year disease-free suvival was 7436 (95% CI 69-79) in the chemotherapy and surgery group and 597 (33-64) in
the surgery only group (hazard ratio 036, 95% CI 0-44-0-72; p<i}-0001). Grade 3 or 4 adverse evenis were reported in
279 of 496 patients (56%) in the chemotherapy and surgery group and in 30 of 478 patients (6%) in the surgery only
group. The most common adverse events in the intervention group were nausea (n=326), neutropenia (n=300), and
decreased appetite (n=294).

Interpretation Adpwvant capecitabine plus oxaliplatin treatment after curative D2 gastrectomy should be considered as a
treatment option for patients with operable gastric cancer.

Funding F Hoffmann-La Roche and Sanofi-Aventis.

Loncer 2013 379: 115-21
Pubiished Online
Janwary 7, 2012
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See Comment page 201
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Surgery only (n=51E) Capecitabine and axaliplatin
{n=520)

Age (years) 558 (116) 56-1(111)
Men 358 (F0%) Eretres)
Kamofsky performance status (%) 90% (90-100) 90% (90-100)
Biody surface area (n) 162 (0-15) 162 (0-15)
Time since surgery (months) 114 (0-17) 114 (0-17)
AJCCUCCT stage

1B 0(0%) 1{<1%)

[ 261 (51%) 253 (49%)

A 184 (36%) 193 (37%)

B 69 (13%) 73 (14%)

™ 1(<1%) 0{0%)
Tumour stage

T 3{1%) 8 (2%)

P 282 (55%) 282 (54%)

LE] 225 (44%) 227 (44%)

T4 1(=1%) 3 (1%)
Tumeur location®

Antrum 234 (45%) 237 (46%)

Body 172 (33%) 166 (32%)

Body and antrum 29(6%) J1(6%)

Furdus 40 (&%) 46 (9%)

Fundus and body 13 (3%) 10 (2%)

Gastro-oesophageal junction q(2%) 15(3%)

Whle gastric 6 (1%) 6 {1%)

Otherf 12 (2%) 9 (2%)
Lyrmph nodes examined 436 (16-7) 45.0(17-4)
Wodal status

NO 56 (11%) 47 (9%)

N1 08 (60%) 313 (60%)

N2 151 (29%) 160 (31%)

Data are mean (509, n (%), or median (KJR). Intention-to- treat population: all patientswere Asian.
AJCCANCC=American Joint Cancer Committes/Union Intemationale Contre be Cancer. *Antrum is the lower third,
bady the middle third, and fundus the upper third. findudes multiple loclisations.

Table 1: Baseline patient characteristics

10 — Surgery onky

— Capecitabine and maliplatin

0-9-

0-2+

07
0-5~

0-4-

Chanoe of being di sease fres
=}
L)
1

03
02

1

T T T T 1 1T T T 71— 1T T T 1
0 3 & & 12 15 18 71 24 2 30 33 36 39 42 45 4% 91

Number at risk
Surgery only 515 442 415 3BB 353 332 289 255 211 188 148 120 58 259 22 M 6 O
Capedtabine 520 462 442 425 400 379 332 205 246 M3 166 14 73 W 30 I35 10
and ooaliplatin

=]

10
09
08
07
06
05

0-4-

Chance o fsurival

-3

02—

o1

0 3'. g l_'; 1'21'5152112&2‘:’3‘03‘33‘63‘94‘24‘54‘35‘1
Time {months)
Number at risk
Surgery only 515 473 460 453 443 424 380 338 288 238 204 156 112 43 M 3} 12 ©
Capedtabine 520 481 468 461 451 435 3096 352 I0b 255 217 160 120 39 36 33 16 O
and ooaliplatin

Figure 2: 3year disease-free survival (A) and preliminary overall survival (B) inthe intention-to-treat population
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n HR [95% C1)

Country

Chima and Tafwan - 135 0-66 (0-33-1-32)
South Eorea —_— 910 0-56 (0-43-073)
Stage of disease

i o 515 055 (0-36-0-B4)
A - Err 0-57 (0-39-0-83)
Mg = 143 057 (0-35-0-95)

' Age (years)

! <B5 _— 766 0-62 (0-47-0-83)

! =65 # 269 0-48 (0-30-078)

i Sax
‘Women - I04 0-83 (0-54-1-27)

, Men _—— 731 0-4%9 (0-36-0-66)
HNodal status
MO 2 103 0-90 (0-41-1-97)
M1 —_— X1 062 (0-44-0-89)

! Nz —_— 311 0-45 (0-31-0-66)

' Weight (k)

. w57 e cog 0-63 (0-46-0-B8)
257 = 537 052(0-356-075)
Overall —_— 1035 0-58 (0-45-0-74)

T T 1
04 o0& 1 2
Fawvours capecitabine and ealiplatin - Favours surgeny only

Figure 3: 3 year disease-free survival by stratification and prognostic factors in the intention-to-treat population
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MAGICT (N=503)

INT1164 (N=556)

Peri-op chemo
+ surgery

N=250

surgery only

MN=253

FPost-op
chemoRT +

surgery
M=282

sSurgery only

N=27T

2 year survival

50%

41%

58%"

50%"

3 year survival

36%

23%

40%"

26%"

Median survival

24 months

20 months

35 months

27 months

Hazard ratio
(88% CI)

0.75 (0.60-0.93)
P=0.009

0.76 (0.62-0.93)
P=0.006
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Comparison of Survival

Trial N

RFS
Tx vs No

0Ss
Tx vs No

West INT-0116 556

MAGIG 503

3y RFS: 48% vs 31%

Sy PFS: 32% vs 15%

3y OS: 50% vs 41%

Sy OS: 36% vs 23%

East ACTS-GC 1059

CLASSIC 1035

3y RFS: 72% vs 60%

3y DFS: 74% vs 59%

3y OS: 81% vs 70%

3y OS: 83% vs 78%
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META-ANALYSIS
_SURGERY VS SURGERY + ANY ADJ CT IN RESECTABLE GC

&)

» Survival benefit for addition of chemotherapy

Survival (%)

201 HR: 0.82 (95% CI: 0.76-0.90; P < .001)

10 - ‘

0 L3 L3 L3 LS Ld L L) L Ll L )
g 1 2 3 44 § 66T 8 9%
Pis st Risk. n Yrs From Randomization

Any chemotherapy 1924 1688 1385 1217 1080 929 709 526 390 297 243
Surgery along 1857 1568 1300 1002 952 782 583 407 267 172 138

GASTRIC Group. et al. JAMA. 2010:303:1729-1737.
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CHEMOTHERAPY IN RESECTABLE GASTRIC CANCER

©)

* However, resounding lack of progress in improving patient
outcomes with any specific CT/CRT regimen vs any other

chemotherapy regimen

CALGB Postop 5-FU/LV CRT
80101!" vs ECF CRT oS 37 vs 38 mos .80
ARTIST™ Postop CT vs CRT

( Aabine/cisplatin) 3-yrDFS 74% vs 78% .086

Fuchs CS, etal. ASCO 2011. Abstract 4003.
Lee J, etal. J Clin Oncol. 2012;30:268-273.

N
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MSKCC Experience from June 1985-June 2000
1172 RO resections = 367 recurrences (568 sites)

Pattern of Failure # pts (%)
Locoregional 199 (54%)
(LN, anastomosis, gastric bed)
Peritoneal Seeding 109 (30%)
Distant Metastases 188 (51%)
Liver 90 (25%)
Lung 39 (11%)
Bone 39 (11%)
Lymph Nodes 35 (10%)
Brain 15 (5%)

‘D Angeiica et al. Ann Surg, 2004
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PaLuaTive CT: OS

@

Murad

- 1993 FAMTX 30 10 0.33 0.17-0.64

Pyrhonen

BJC 1995 FEMTX 21 20 025 0.25-047

Scheithauer

Ann 1996 ELF 52 51 049 0.33-0.74

Total 103 81 0.37 0.24-0.55
k

Effective: 11 vs 4. 3 mos; P < .00001



Metastatik Mide Kanseri

SINGLE AGENT ACTIVITY IN ADVANCED GC

—n

Mitomyan C 30
Doxorubicin 17
Epirubicin 19
Cisplatin 19
BCNU 18
5-Fluorouracil 21
Etoposide {oral) 21
Hydroxurea 19
UFT 27
Capecitabine 19
5-1 a5
Paclitaxel 17-23
Docetaxel 17-29
CPT-11 18

—> RR:~20%

1960-1970:true activity overestimated d/t methodology



Metastatik Mide Kanseri

WHICH COMBINATION IS BETTER?
NEW GENERATION REGIMENS SINCE 2000

Van Cutsem CDDP+5FU 224 25 3.7 8.6 0.02
(V325) Doce+(CDDP+5FU) 221 37 56 9.2
Dank CDDP+5FU 163 26 42 8.7
NS
(V306) Irinotecan+5FU/LV 170 32 5.0 9.0
ECF 263 41 6.2 99
Cunningham EOF 245 42 6.5 93 0.02
(REAL-2) ECX 250 46 6.7 9.9
xv 244 48 70 11.2
+SFU 137 29 5.0 93 NS
CDDP+capecitabine 139 41 5.6 105
SFU 234 Rl 29 108
CDDP+irinotecan 236 38 48 123 NS
(JCOGY9912) x
S-1 234 28 4.2 114
Narahara S-1 150 31 40 11.0 0.036
(SPIRITS) CDDP+S-1 148 54 6.0 13.0
Ajani CDDP+5-FU 508 319 5.5 79
0.198
(FLAGS) CDDP+S-1 521 29.1 48 8.6



Metastatik Mide Kanseri

REAL-2 TRIAL @
PHASE |Il COMPARING CAPECITABINE WITH 5-FU AND OXALIPLATIN WITH CISPLATIN
ECF (n=253) ECX (n=250)
Epirubicin 50 mg/m? iv 3 wkly Epirubicin 50 mg/m? iv 3 wkly
Cisplatin 60 mg/m? iv 3 wkly Cisplatin 60 mg/m? iv 3 wkly
S5FU 200 mg/m?/d iv given Capecitabine 625 mg/m? bid po
continuously continuously
T
EOF (N=245) > EOX (N=244)
Epirubicin 50 mg/m? iv 3 wkly Epirubicin 50 mg/m? iv 3 wkly
Oxaliplatin 130 mg/m? iv 3 wkly Oxaliplatin 130 mg/m? iv 3 wkly
SFU 200 mg/m?/d iv given Capecitabine 625 mg/m? bid po
continuously continuously

- 2 X 2 Randomization, 8 cycles

- Non-inferiority of X over F and O over C with 1-yr survival of 35% witha 1
side a of 5%



Metastatik mide kanserinde

medyan genel sagkalim

BSCMH
FAMTX2!
C + 518
CFl4l
|FI5]
EOF!S
DCFM4l
ECF[®!
ECXI®!
XPl7]
EOX[®!

12 ay

0 5 10
Medyan OS (ay)

15

1. Murad AM, et al. Cancer. 1993;72:37-41. 2. Vanhoefer U, et al. J Clin Oncol. 2000;18:2648-2657.

3. Ajani JA, et al. J Clin Oncol. 2010;28:1547-1553. 4. Van Cutsem E, et al. J Clin Oncol. 2006;24:4991-4997.
5. Dank M, et al. Ann Oncol. 2008;19:1450-1457. 6. Cunningham D, et al. N Engl J Med. 2008;358:36-46.

7. Kang YK, et al. Ann Oncol. 2009;20:666-673. 8. Bang YJ, et al. Lancet. 2010;376:687-697.



Gastrik kanserde HER2 pozitifligi

« Gastrik kanserde HER2 pozitiflik orani %7-34 arasinda
bildirilmistir.

« Gastrik kanserde HER 2 pozitifligi;

v kotu prognoz,

v daha agresif hastalik ve

v" kisa sagkalimla iliskilendiriimektedir

Bang Y], et al. Lancet. 2010;376:687-697.




HER2 pozitif ilerlemis gastrik ya da gastro-
ozefageal bileske kanserinin tedavisi icin tek
basina kemoterapi ve kemoterapi ile

kombinasyon halinde trastuzumab
kullaniminin karsilastirilmasi (ToGA): faz I,
acik etiketli, randomize kontrollii calisma

Yung Jue Bang, Eric Van Cutsem, Andrea Fevereislova, Hyun C
Chunag, Lin Shen, Akira Sawaki, Florian Lordick, Atsushi Ohtsu,
Yasushi Omuro, Tarah Satoh, Giuseppe Aprile, Evgeny Kulilov, Julie
Hill, Michaela Lehle, Josef Riischoff, Yoon-Koo Kang

Bang Y], et al. Lancet. 2010;376:687-697.



Calisma Dizayni

4 R
5-FU veya kapesitabin?
—> + sisplatin
=) (n=290)
3803 hasta tarandi HER2-pozitif
810 HER2-pozitif ileri evre GC —®-
(%22.1) (n=584) (5-FU veya kapesitabin®
+ sisplatin
—> + trastuzumab
" (n=294) )

Trastuzumab
oresyona kadar

Primer Sonlanim Noktasi: Genel Sagkalim

Sekonder Sonlanim Noktalari: Prograsyonsuz sagkalim (PFS), Progresyona

kadar gecen sure (TTP), yanit orani (ORR), yanit suresi (DoR), guvenlilik

Kapesitabin: 1000 mg/m? bid d1-14 q3w x 6

5-FU: 800 mg/m?/gun strekli iv infuzyon d1-5 q3w x 6

Sisplatin: 80 mg/m? q3w x 6

Trastuzumab: 8 mg/kg yiukleme dozu sonrasinda 6 mg/kg q3w progresif hastaliga (PD) kadar

Bang YJ, et al. Lancet. 2010;376:687-697.



ToGA: Histolojik tipe gore HER2 pozitifligi

Histolojik tip Intestinal 32.2 <.001
Diffuz 6.1
Mikst 20.4

Lokalizasyon GEJ 33.2 <.002
Gastrik 20.9

Histolojik alt tip ve tumor lokalizasyonu,
HER2 ekspresyonu/amplifikasyonu agisindan farklilik yaratiyor.

Bang YJ, et al. ASCO 2009. Abstract 4556.



ToGA: Genel sagkalim

ITT Poplilasyon

Medyan

1.0 Olay (0} HR 95%Cl P degeri

0.9 -
0.8 -
0.7 -
0.6 -
0.5_ ............................. -
0.4 :
0.3 -
0.2 -
0.1-

0

———XP/IFP +T 167 13.8 0.74 0.60-0.91 .0046
— XP/ FP 182 11.1

Genel sagkalim

11.1 13.8

2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 3 36

Risk altindaki Siire (ay)
hasta sayisi, n

— 204 277 246 209 173 147 113 90 71 56 43 30 21 13 12 6 4 1

0
= 290 266 223 185 143 117 90 64 47 32 24 16 14 7 6 5 0 0 O

Bang Y], et al. Lancet. 2010;376:687-697.



ToGA: Genel Sagkalim

HER2’yi eksprese eden grup (IHC 2+/FISH+ ve IHC 3+)

Medyan
Olay oS HR 95% ClI

___Trastuzumab 120 16.0ay 0.65 0.51,0.83
+ XP/FP

= XP/FP 136 11.8 ay

1.0 -
0.9 -
0.8 -
0.7 -
0.6 -
05 eeenrerrmnrernmnserennsaeens e :
0.4 - : ’
0.3 -
0.2 - : _
0.19 11.8 i 116.0
oo rr——TTT"T"T"TTTTTTT"T T T
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36

Genel sagkalim

Sire (ay)
Risk altindaki 228 218 196 170 142 122 100 84 65 51 39 28 20 12 11

5 4 1 0
hasta sayisi  ===m218 198 170 141 112 9% 75 53 39 28 20 13 11 4 3 3 0 0 0

Bang YJ, et al. Lancet. 2010;376:687-697.



Metastatik Mide Kanseri

MEDIAN OS OBSERVED IN TRIALS OF (»?-«\
CURRENT THERAPIES IN ADVANCED GC =g

s
.

1 Murad et al Cancer 1993

2 Vanhoefer, et al. JCO 2000
3 Aam et al ASCO 2008

4 Van Cutsem. et al JCO 2006
S Dank. et al Ann Oncol 2008

6 Cunmingham et al NEJM 2008 B85C - | ortive care; F=5-FU; A
7 Kang. et sl Ann Oncol 2009 MTX ie; S /P pi !
8 Bang et al ASCO 2009 E = epirubicin; O xaliplatin; D = docetax



Mide Kanseri

Heterojen yapidadir

HER2+ MEME KANSERI

Bivoprsi 1

Meme kanserinin HER2 testi icin genellikle daha az timor dokusu
gerekmektedir. Cinki HER2-pozitif meme kanseri timor hiicreleri, daha
esit sekilde dagiima egilimi gdstermektedir.

Genel olarak meme kanserine yonelik HER2 statusind belidemek (zere
bir biyopsi ornedi yeterli olabilmektedir.

Ruschoff J et al, Wirchows Arch 2010

KANSER HUCRELERININ DAGILIMI
MEME VE MIDE KANSERLERI ICiN

HER2+ MIDE KANSERI

HER2-POZITIF

FARKLIDIR

Tlumor Biyopsileri

b Tambeden kesit shnarak HER2
proteining tarimlamak Gzere
spesifik boyalarls boyanir.

¥ Boyanan derekler mk
altinds incelenir.

o

Bivoprsi 1

HER2
POZITIFTUMOR GORUNEN TUMOR
HER2-pozitif mide kanseri timorlerinde, HER2-pozitif hiicrelerin
dagdiminin esit olmamasi nedeniyle biyopsilerin timi HER2-pozitif
olarak gorinmemektedir.

HER2 testinin dogru bir sekilde yapilmasi icin alti-sekiz biyopsi ornegi
gerekebilir.



Endoskopik biyopsi/ rezeksiyon materyalleri

Patoloji Laboratuvari’na nasil gonderilmeli?

+ Materyal patoloji istem formu esliginde
en kisa zamanda patoloji
laboratuvanna gonderilmeli.

+ Materyalin rahat siZabileceg], seffaf,
sizdirmaz plastik ya da cam kaplar
Kullarulmal.

* Kabin (zerine hastamn kimlik bilgiler
yazimalw

ENDOSKOPIK BIYOPSILER
» En az 68 drmek alinmal.

* Biyopsi materyali hacminin en az 10 kah
hacminde %107uk formalin solisyonu
igerisine hemen konulmaldir.

EKSIZYON MATERYALLERI

+ Gastrektomi ve dier eksizyon materyaller,
materyalin rahat siZabileces] blylkiikte bir
kaba yerlestirilerek en kisa zamanda patoloji
laboratuvanna ulastinimalidir.

Hastann Adi Soad / Yasi ve CInsye - = Materyal hemen ginderilemeyecek ise
Cnderen Dokior . lumen usulune uygun acilarak %10Tuk

Gongeren Dokiot Sanvsin formalin sollisyonu igerisinde genis bir kap
llettsim Biiget igerisinde lumen acgik halde fikse edilmelidir.

s : Histopatolojik incelemelerin ve gereginde
Lokalzasyon, Lokalzasyoniar : hedefe yonelk tedaviler icin gereken ller
Arian Biyopsl Saykan : analizlerin glivenilir sekilde yapilabilmesi igin
Esizyon 3 dokunun hemen ve uygun sekilde
Erstzyon Tip | botal,'suistotal

— w fiksasyonunun yapibmas gerekdidir.

il (1

Rafarans: Aosal and A derman's Sumical Fahalagy, 2011




Materyaller Patoloji Laboratuvarina

nasil gonderilmeli?

Endoskopik biyopsi
* 6-8 adet biyopsi alinmahdir

* Materyal, hacminin 10 kati %10 tamponlu formol soltisyonu icine hemen
konulmalidir.

Eksizyon materyali

* Gastrektomi ve diger eksizyon materyali rahatca
sigabilecegi buyuklikte bir kaba yerlestirilerek
en kisa surede patoloji laboratuvarina
gonderilmelidir.

* Materyal hemen gonderilemeyecekse, [imen
usultine uygun acilarak %10 tamponlu formol
sollisyonu icinde limen acik olarak
bekletilmelidir.




Gastrik Kanser Endikasyonu

JHER 2 pozitifligi, hem immunhistokimyasal yontemle +2/+3 ve hem

FISH/CISH ile pozitif olarak saptanan,

(U Metastatik mide veya 6zofagogastrik bileske yerlesimli adenokanserli ve

(dDaha 6nce metastatik hastaligi icin kemoterapi uygulanmamis olan

hastalarda,

Platin ile kapesitabin ya da 5-fluorourasil iceren

kemoterapi rejimleri ile kombine olarak kullanimi endikedir

Herceptin KUB



Metastatik Mide Kanseri Geri Odemesi

HER 2 pozitifligi, hem immunhistokimyasal yéontemle +2/+3 ve hem

FISH/CISH/SISH ile pozitif olarak saptanan,
Daha once kemoterapi uygulanmamis olan hastalarda,

Platin ve kapesitabin ya da platin ve 5-fluorourasil igeren

kemoterapi rejimleri ile kombine olarak kullanimi endikedir

Progresyon gelismesi halinde tedavi sonlandirilir

Subat 2015 tarihli SUT metni




Metastatik Mide Kanseri

STUDY TREATMENTS @

» Stratified for PS & # prior Docetaxel 60 mg/m? q3wks
therapy or

* SLC regimen determined .
by investigators Innotecan 150 mg/m? q2wks

* SLC continued until
progression, toxicities, or
withdrawal k

BSC alone

Strict QC measures for BSC
Standard BSC regimen a priori
defined

BSC patients could exit BSC at
any time

All patients treated & followed up
in same way



Metastatik Mide Kanseri

SECOND-LINE CT
FIRST PHASE Ill TRIAL

* Median age: 56 yrs

* 1line: 73%; 2 lines: 27%

* PS0:54%

* > 1 M+ site: 65%

* < 3-mo treatment-free interval: 74%

0S, mos 5.3 38

* Further CT, 2 3rd line: 40% vs 22%; P = .011
* No Qol data

Kang JH, et al. J Clin Oncol. 2012:30:1513-1518.




Metastatik Mide Kanseri

TARGETING VEGF IN GASTRIC CANCER

» VEGF is a key mediator of
angiogenesis

» VEGF expression is associated
with more aggressive disease
and poor prognosis
in gastric cancer “-

» Bevacizumab:

— Antibody against VEGF

h mphaagrognests | mpasagpogencss

1. Neufeld G etal FASEB J 1999.13.9.22
2. Kim SE, et al. Gut Liver. 2009.3.88-94
3. Lieto E, et al. Ann Surg Oncol. 2008;15:69-79



