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Ozofagus Kanseri Insidans ve Mortalite

Estimated New Cancer Cases* in the US in 2015
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Estimated Cancer Deaths in the US in 2015
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Ozofagus Kanseri Insidans ve Mortalite

Estimated Number of New Cancer
Cases and Deaths by Sex, US, 2015

Yeni Vakalar Oliim Oliim
Orani %

Ozofagus 16,980 15,590

Mide 24,590 10,720 43
ince barsak 9,410 1,260 13
Kolon 93,090 49,700 53
Rektum 39,610

Anorektum 7,270 1,010 14
KC- intrahepatik SY 35,660 24,550 69
Safra Kesesi vd S5Y 10,910 3,700 34

Pankreas 48,960 40,560 23



Ozofagus Kanseri Genetik ve Risk Faktorleri
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'AGE-STANDARDIZED MORTALITY TRENDS: MALES
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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%20D%5BAuthor%5D&cauthor=true&cauthor_uid=24518710

Ozofagus Kanseri Genetik ve Risk Faktorleri

Adenokarsinom vs SCCa

Patogenetik, epidemiyolojik, timér biyolojisi ve prognoz acisindan farkl

Adenokarsinom SCCa

insidans Batida (gelismig iilkeler)  Endemik (gelismekte olan
artiyor Ulkeler) bolgelerde

Etyoloji Obezite ve GOR, Barret's Sigara ve alkol

Prekirsor lezyon Barret dzefagus Epitelyal displazi

MNiiks paterni Uzak niiks Lokal nilks

Prognoz (Ozellikle erken Daha iyi Daha kéti

evrede)

Lokalizasyon Distal bzofagus Orta Gzofagus

Erkek / Kadin orani 7/1 3/1

Siyah / Beyaz irk 1/4 6/1



Ozofagus Kanseri Genetik ve Risk Faktorleri

Syndrome Gene(s) Inheritance Surveillance Recommendations
Pattern

Esophageal Cancer, Tylosis
With Non-epidermolytic Autosomal
Palmoplantar Keratosis (PPK) TEC (17925) dominant

and Howel-Evans Syndrome1-2

Surveillance by upper gastrointestinal endoscopy
is recommended in family members with tylosis
after 20 years of age.

Autosomal Potential family history of BE, EAC, or EGJ adenocarcinoma
Familial Barrett’s Esophagus l’FBE]F'i unknown . should be determined for patients presenting with GERD,
dominant . .
especially Caucasian males older than 40 years of age.

4 Autosomal Screening for GERD with or without endoscopy to screen
Bloom Syndrome (BS) BLM/RECQL3 recessive for early cancer after 20 years of age may be considered
Fanconi Anemia (FA)"2 FANCD1, BRCA2, Autosomal Endbscopy of the esophagus may be considered as a
FANCN (PALB2) recessive surveillance strategy in individuals identified with FA.

1Lindor NM, Greene MH. The concise handbook of family cancer syndromes. Mayo Familial Cancer Program. J Natl Cancer Inst 1998;90:1039-1071.

2Lindor NM, McMaster ML, Lindor CJ, Greene MH. Concise handbook of familial cancer susceptibility syndromes - second edition. J Natl Cancer Inst Monogr 2008:1-93.

3Sun X, Elston R, Barnholtz-Sloan J, et al. A segregation analysis of Barrett's esophagus and associated adenocarcinomas. Cancer Epidemiol Biomarkers Prev
2010;19-666-674.

4Ellis NA, German J. Molecular genetics of Bloom's syndrome. Hum Mol Genet 1996:5 Spec No:1457-1463.
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Ozofagus Kanserinde Evreleme

Siewert Siniflamasi

Anatomical cardia



Evreleme

Esophageal Cancer Staging

Ozofagus duvarinin seroza tabakasi olmadigindan tumér direk yayimla
komsu organ ve yapilan (Plevra, trakea, ana bronglar, perikard, blytk
damarlar, duktus torasikus, vertebra) komsuluk yoluyla invaze eder.



Ozofagus Kanserinde Evreleme

BT
 PET-CT
1 EUS

J Bronkoskopi

] Laparoskopi




Ozofagus Kanserinde Evreleme

Endoscopic ultrasound (EUS) of normal esophagus

O T evresi dogru saptama %80

(d N evresi dogru saptama %90

d T1 yizeyel tiimorleri dogru
saptama %67

EUS examination of the normal esophagus showing the typical five-layer
pattern: first hyperechoic layer (interface between lumen and mucosa),
second hypoechoic layer (deep mucosa including muscularis mucosa),
third hyperechoic layer (submucosa), fourth hypoechoic layer
{muscularis propria), and fifth hyperechoic layer {adventitia interface).

Courtesy of Enrigue Vazquez-Sequeiros, MD and Maurits 7 Wiersema, MD.

Chandawarkar RY, et al. Endosonography for preoperative staging of specific nodal groups associated with esophageal cancer. World J Surg, 1996.
Young PE, et al. Endoscopic ultrasound does not accurately stage early adenocarcinoma or high-grade dysplasia of the esophagus. Clin Gastroenterol Hepatol, 2010.



Ozofagus Kanserinde Klinik Evreleme

N DOGRU EVRELEME

JEUS: %80, Colyak lenf nodlari: %85
BT: %50

PET-CT: %57

UZAK METASTAZ SAPTAMA

JPET-CT, BT Gore %20 daha fazla uzak metastaz tespiti ve tedavi degisimi




Ozofagus Kanserinde Evreleme

* 126T1 (75 T1a-51 T1b hasta) adenokarsinom iceren retrospektif bir calismada LN
tutulumu sirasiyla % 1.3 ve % 22 bulunmustur

* Vaskuler invazyon, tiimdr boyutu ve diferansiasyon derecesi LN tutulumunu
artiran sebepler arasinda sayilabilir

Shimada H, Mabayn Y. Masubara H, a1 ol Predicton of lmph node STa0es i panents sith s i sl esophape sl crrcinomsa: snakgis of 160 surgically reecoed canoers. Al Sung 2005150 150-4,



Ozofagus Kanserinde Klinik Evreleme

Ilk Hangi Tetkik? EUS ? BT, PET-CT?

National
Comprehensive NCCN Guidelines Version 3.2015 NCCN Guidelines Index
WOV Cancer - . Esophageal/EGJ Table of Contents
Netorork® Esophageal and Esophagogastric Junction Cancers Discussion
WORKUP CLINICAL STAGE®Y HISTOLOGIC CLASSIFICATION®
+ H&P Squamous cell carcinoma ———» See ESOPH-2
* Upper Gl endoscopy and biopsy?
* Chest/abdominal CT with oral and IV contrast Stage I-1e:h
* Pelvic CT as clinically indicated (locoregional
* PET-CT evaluation if no evidence of M1 disease disease)
* Endoscopic ultrasound (EUS), Adenocarcinoma » See ESOPH-11

if no evidence of M1 disease

* Endoscopic resection (ER) is essential for the accurate
staging of early-stage cancers®P

* Biopsy of metastatic disease as clinically indicated

* HER2-neu testing if metastatic adenocarcinoma is
documented/suspected® Squamous cell carcinoma — See ESOPH-10

* Bronchoscopy, if tumor is at or above the carina
with no evidence of M1 disease

* Assign Siewert category®

* Nutritional assessment and counseling

* Smoking cessation advice, counseling, and Adenocarcinoma » See ESOPH-19
pharmacotherapy®

* Screen for family hi.*?.tc-rv_n.,'1r

Stage IV¥
(metastatic disease)
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> Survival by Stage

Cancer stage at diagnosis, which refers to extent of a cancer in the body, determines treatment options and has a strong
influence on the length of survival. In general, if the cancer is found only in the part of the body where it started it is
Jocalized (sometimes referred to as stage 1). If it has spread to a different part of the body, the stage is regionalor
distant. The earlier esophageal cancer is caught, the better chance a person has of surviving five years after being
diagnosed. For esophageal cancer, 20.5% are diagnosed at the local stage. The S-year survival for localized esophageal

cancer is 40.4%.

Percent of Cases by Stage

B Localized (21%)

1]1.:36 21% Confined to

Primary Site

B Regional (31%)
Spread to Regional
Lymph Nodes

[ Distant (3B%)
Cancer Has
Metastasized

Unknown (11%)
Unstaged

Percent

SEER 18 2005-2011, All Races, Both Sexes by SEER Summary Stage 2000

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

5—Year Relative Survival




' PReorP CHEMO vs CHEMO RT: META ANALYSIS @

Trials ‘ Pts Mort. ‘ —R P value | 2 yr OS

Adeno ‘ ‘ 22% 0.78 0.024

Squam ‘ 12% ‘ 088 |012

Adeno 25% ‘ 0.75 0.02
Squam 16% ‘ 0.84 0.04
| »

| Gebski et al, Lancet Oncol 8: 226-234; 2007
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Cerrahi Oncesi KRT-Cerrahi

e Table 1. CALGE 9781: Patient Characteristics
Treatment Arm
Trimadality Therapy Surgery Alone Total
Charactaristic Mo. U MNo. % No. % P
Sax
Mala 28 a3 23 j=o) b1 o1 .BE
Feamale 2 T 3 12
Racefethnicity
White 25 2 <] 23 a8 A8 BE a
Other b 17 3 12 = 14
Parformance status
1] 19 18 ar BE 32
1 B 27 a N 16 29
2 3 10 u} o 3 5
Age, years
Mean 609 B81.9 614 (B9
Median B89 62.2 60.7
Range 38-77 4478 38-77
Tumor type
Adenocarcinoma 23 7 19 732 42 Fis 1.0
Squamous r 23 7 27 14 25
Clinical M stage
NO 20 &7 22 =153 A2 Fis) 22
N+ 10 a3 4 16 14 25
Staging method
MNoninvasive 16 [5¢] 15 58 31 bbb 79
Invasive 14 A4 11 42 25 A5
Alburnin
Mean 38 39 39 B0
Median 34 4.0 39
Range 1.04.6 2545 1.046
ﬂ_ﬂ.bbrﬂviatic-n: CALGE, Cancer and Laukernia Group B.
P values are associated with the exact x° test for categorical variables and the Van der Waerden (norrnall 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
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Cerrahi Oncesi KRT-Cerrahi

by
o

s Trimodality
+ (Cis,FU,RT,5X)
#s+ss Syrgery alone

0.4

o
o
1

Proportion Progression Free

Time From Study Entry (years)

Median Lower Upper Exact stratified

Arm N Events (years) 95%CL 95% CL* log-rank P
Trimodality 30 20 3.47 1.31 4.76 007

Surgery 26 21 1.01 0.22 1.46

Fig 3. Kaplan-Meier estimates of progression-free survival (PFS) by treatment
arm measured from study entry until documented progression of disease or
death from any cause. (¥} NE, not estimable. TAsymptotic results for PFS were
comparable 1o those obtained using the exact method.

=
o

Trimodality

Y +  (Cis,FURT.5X)
=4 pgd ™ sssss Syrgary along
=
=
& 061
=
=2
‘B 0.4 )

2 ,
E 0-2 | '."...=l--l-ll-i-llfirfinﬂil—.ﬂtl—ﬂilnilnlﬂ
0 2 4 6

Time From Study Entry (years)

Median Lower Upper Exact stratified

AR M Events [years) 95% CL 95% CL* :
Trimodality 20 18 448 2.40 ME 02
Surgery 26 21 1.7 1.41 2.59

Fig 2. Kaplan-Meier estimates of overall suraval (OS5) by treatment arm measured
from study entry until death from any cause. (*}) ME, not estimable. TAsymplotic
results for O5 were comparable to those obtained using the exact method.
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Cerrahi Oncesi KRT-Cerrahi

U Potentially 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.

L Only 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.
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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 —yr
Median &0 &0
Range 35719 36-73
Male sex — no. [36) 134 [75) 152 {B1)
e s
Adenocarcinoma 134 [75) 141 {75)
Squamous-cell carcinoma 41 E] 43 tfp
Cther 37 4(7)
Tumeor length — crmig
Median 4 4
Interquartile range -6 -6
Tumeor location — no. 38+
Esophagus
Proximal third 402) 4(7)
Middle third 25 (14) 24 {13)
Diztalthird 104 (58) 107 {57
I Espobagoon-tre unction 33 77 FETwln) I
Missing data 6 (3) 4 (7)
Clinical T stage— no. 38)1
cT1 1{1) 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 53 [33) 58 {31)
M1 116 {55) 120 (54)
Could not be determined] kX 10 (5)
WHO performance status score — no. [38) |
o 144 (81} 163 (B7)
1 34 (19) 25 {13)
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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 b
087 Y SCC, CRT
0.8 o 74 "-= - el AC, CRT+surgery
¥ 0.7 s T
= T 0.6 1‘*\
z 06 a e,
a CRT+surgery -  0.54 e
c 0.5 *"'“-\.‘ 2 Mlaaany T
8 o T— e 5 04 S “AC, surgery alone
5 04- L. & — b
- .. 3 0.3 SCC, surgery alone
& 0.3+ Surgery alone
0.2+
0.2+ AC,P=0.049
019 scc,p-0.011
0.1 P=0.003
0.0 T | T | |
0.0 : : : : , 0 12 24 36 48 60
0 12 24 36 43 60 Follow-up (mo)
No. at Risk
AC, CRT+surgery 134 107 a7 53 34 18
o . . AC, surgery alone 141 90 73 50 25 10
Median overall survival of 49.4 months in oz S Amsapn 3 30 21 15 8
. SCC, surgery alone 43 29 19 11 8 4
the chemoradiotherapy—surgery Total 359 270 209 135 82 40

group versus 24.0 months in the surgery
group
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Cerrahi Oncesi KRT-Cerrahi

Univariate Adjusted P Value for
Hazard Ratio Hazard Ratio Adjusted
Subgroup (95% Cl) (95% CI) Hazard Ratio
All patients HH 0.657 (0.495-0.871) 0.665 (0.500-0.824) 0.005
Sex
Female —— 0.913 (0.482-1.729) 0.928 (0.487-1.766) 0.82
Male HH 0.612 (0.445-0.841) 0.614 (0.447-0.845) 0.003
Histologi
K gl | 0627 (0.056-6.970)
( Adenocarcinoma |—I—> 0.732 (0.524-0.998) 0.741 (0.536-1.024) 0.07
uamous-cell carcinoma /I—bﬁ’ 0.453 (0.243-0.844) 0.422 (0.226-0.788) 0.007
Clinical M stage
0 1 0.414 (0.234-0.732) 0.422 (0.230-0.747) 0.003
1 HH 0.793 (0.567-1.108) 0.807 (0.576-1.130) 0.21
Could not be determined 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 —h— 0.864 (0.433-1.726) 0.898 (0.753-1.631) 0.77
'U'.'::I'l S Iﬂl.l S Il.D S :I[l'.llﬂ
Chemoradiotherapy Surgery Alone
and Surgery Better Better
Figure 3. Hazard Ratios for Death.
This forest plot shows hazard ratios for death (oblengs) 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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Cerrahi Oncesi KRT-Cerrahi

Table 2. Adverse Events during Meoadjuvant Chemoradiotherapy and after Surgery.®
Chemoradiotherapy
and Surgery Surgery Alone

Event [N=171) [N=186)
Postoperative events — no. of patients [total no. (36)T

Pulmenary complications 73/168 (48) 82/136 (44)

Cardiac complications] 36/168 (21) 31/136 (17)

Chylothorax{ 17/168 (10) 11/186 {6)

Mediastinitis | 5/168 (3) 12/186 (6)

Anastomotic leakages* 36/161 (22) 48/161 (30)

Death

In hospital 6/168 (4) 8/186 (4)
After 30 days 4/168 (2) 5/186 (3)

Events of any grade during chemoradiotherapy — no. of patients [3)

Anorexia 51 (30)

Alopecia 25 (15)

Constipation 47 (27)

Diarrhea 30 (18)

Esophageal perforation 1(1)

Esophagitis 32 (19)

Fatigue 115 (67)

Mausea 91 (53)

Meurotoxic effects 25 {15)

Vomiting 43 (25)

Leukopenia 103 (60)

Meutropenia 16 (9)

Thrombocytopenia 92 (54)
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National

Comprehensive NCCN Guidelines Version 3.2015 NCCN Guidelines Index

IS Cacer  Esophageal and Esophagogastric Junction Cancers == (L0 00
HISTOLOGY TUMOR PRIMARY TREATMENT OPTIONS FOR MEDICALLY FIT PATIENTS
CLASSIFICATIONS
Preoperative chemoradiation¥"" (non-cervical esophagus)
wwbﬂ _ See Response Assessment

Definitive chemoradiation"" (only for patients who decline surgery)] (ESOPH-5)
(recommended for cervical esophagus)

(RT, 50-50.4 Gy + concurrent chemotherapy)
or

Esophagectomyd"’" (non-cervical esophagus)
(low risk lesions, <2 cm, well-differentiated Iesions}|

T1b, N+
T2-T4a, NO-N+°

| See Surgical Outcomes
After Esophagectomy

Y

(ESOPH-6)
Squamous
cell
carcinoma
Definitive chemoradiation""W . See Response Assessment
(RT, 50-50.4 Gy + concurrent chemotherapy) (ESOPH-5)

T4bP ——— > |Consider chemotherapy alone in the setting of
invasion of trachea, great vessels, or heart¥
See Palliative Management (ESOPH-10)
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Marional

Comprehensive NCCN Guidelines Version 3.2015 NCCN Guidelines Index

NCCN getitas: . . Esophageal/EGJ Table of Contents
Nermork® Esophageal and Esophagogastric Junction Cancers Discussion

PRIMARY TREATMENT RESPONSE QUTCOME GEMENT
FOR MEDICALLY FIT ASSESSMENT
PATIENTS WITH See Surgical
SQUAMOUS CELL Outcomes After
CARCINOMA . Esophagectomy
No gwdence ] (ESOPH-T)
of disease

See Surgical
Cutcomes After
Esophagectomy
(ESOPH-T)

+ CT scan with contrast

(not required if PETICT is done) .
« PETICT or PET* (category 2B) persistentlocal L
+ Upper Gl endoscopy

and biopsyY (optional)

Esophagectomyd.tu
referred)

Preoperative

chemoradiation®

ar
Metastatic disease

Unresectable
- See Palliative Mﬂl]ﬂ!]ﬁl]]ﬁl]l {EEQEH_]I”

No evidence +— |Surveillance —
of disease

Follow-up
+ CT scan with contrast sal h ctomyd ‘ e ESOPH-9
(not required if PET/CT is done) Vage esophagectomy ™"

Definitive ‘J . x [ Perseent ocal _| jor
chemoradiation® PET/CT or PET" (category 28) disease — See Palliative Management
+ Upper Gl endoscopy
and biopsyY e

New metastatic See Palliative Management
disease (ESOPH-10})
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Comprehensive NCCN Guidelines Version 3.2015 NCCN Guidelines Index

PR . . Esoph I'EG.J) Table of Contents
et ﬁi‘:ﬁrk Esophageal and Esophagogastric Junction Cancers —  ~ Discusaion
SURGICAL OUTCOMES/CLINICAL TUMOR CLASSIFICATIONS POSTOPERATIVE MANAGEMENT

PATHOLOGIC FINDINGS FOR
SQUAMOUS CELL CARCINOMA

(Patients Have Received Preoperative
Chemoradiation or Chemotherapy)

Mode negative
or

Mode positive

T1h, N+ .
- =
T2-T4a, NO-N+ Surveillance

¥

R0 resection® ——=

Observation until progression
_ _|ar

R1 resection® | Chemoradiation¥w Follow-up
(Fluoropyrimidine-based), * {See ESOPH-9)
only if not received preoperatively
Chemoradiation™"
(Fluoropyrimidine-based),

R2 resection® = | only if not received preoperatively
or
Palliative Management (See ESOPH-10)
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Comprehensive NCCN Guidelines Version 3.2015 NCCN Guidelines Index

NCCN . . EsophageallEGJ Table of Contents
gi‘:::rk Esophageal and Esophagogastric Junction Cancers Siscussion
SURGICAL OUTCOMES/CLINICAL TUMOR CLASSIFICATION® POSTOPERATIVE MANAGEMENT
PATHOLOGIC FINDINGS FOR
SQUAMOUS CELL CARCINOMA

(Patients Have Not Received
Preoperative Chemoradiation or
Chemotherapy)

Mode negative Tis, T1a
R0 resection® — | or — (T1b, NO-N+ — = Surveillance >
Node positive T2-Tda, NO-N+

Y

R1 resection® Chemoradiation™ (Fluoropyrimidine-based)

Follow-up
(See ESOPH-9)

Chemoradiation¥W (Fluoropyrimidine-based)
or

Palliative management (See ESOPH-10)

R2 resection®
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R — Comprehensive NCCN Guidelines Version 3.2015 e SCN Cuidelines Index
. . Sopnades die o =
H&;‘ﬁik Esophageal and Esophagogastric Junction Cancers Discussion
TUMOR PRIMARY TREATMENT OPTIONS FOR MEDICALLY FIT PATIENTS
CLASSIFICATION®

Endoscopic therapies

referred):
EI:ERa } Endoscopic surveillance

pTismn — o |+ Ablation? See ESOPH-A (4 0f 5)
+ ER followed by ablation?®##
or

Y

See Surgical Outcomes After

Esophagectomydtuf > Esophagectomy (ESOPH-15)
Endoscopic therapies
(preferred): . Endoscopic surveillance
* ER2 " See ESOPH-A (4 of 5)
Adeno- mn___ .
P wag Lh - ER followed by ablation®=¢
or dtuft .. See Surgical Outcomes After
Esophagectomy®:t Esophagectomy (ESOPH-15)
i . Endoscopic surveillance
Superficial ER followed by ablation.% ™ See ESOPH-A (4 of 5)
mn ——————* [gr
pT1b Esophagectomyd:tuf . See Surgical Dutcomes After

Esophagectomy (ESOPH-15)

See Surgical Outcomes After
Esophagectomy (ESOPH-15)

pT1b, N0™ ——— Esophagectomy®tt -

T1b, N+

T2-T4a, NO-N+°
See ESOPH-13

T4 —mm
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Esophageal/lEG.J Table c-f_Contepts

NSOV Cancer ) )
Network? Esophageal and Esophagogastric Junction Cancers e
TUMOR PRIMARY TREATMENT OPTIONS FOR MEDICALLY FIT PATIENTS

CLASSIFICATION®
Preoperative chemoradiation¥™29(preferred)
(RT, 41.4-50.4 Gy + concurrent chemotherapy)

or
Definitive chemoradiation™ [(only for patients who decline surgery) |—* S[EESEC?; I_SIE:T]SE Assessment

Tib, N+
i o — | (RT, 50-50.4 Gy + concurrent chemotherapy)
T2-T4a, NO-N+ or
Preoperative chemotherapy¥
or dit, See Surgical Outcomes After
u . . ] . .
Ader_m- Esophagectomy (low-risk lesions, <2 cm, well differentiated lesions) — Esophagectomy (ESOPH-15)
carcinomas
Definitive chemoradiation¥:™ . See Response Assessment

T4h —————

(RT, 50-50.4 Gy + concurrent chemotherapy) " [ESOPH-14)
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Nerwork®

Comprehensive NCCN Guidelines Version 3.2015
Esophageal and Esophagogastric Junction Cancers

NCCN Guidelines |
Esophageal/EGJ Table of Contents

Discussion

SURGICAL OUTCOMES/CLINICAL
PATHOLOGIC FINDINGS FOR

TUMOR
CLASSIFICATION®

ADENOCARCINOMAS
(Patients ]:Iﬂ:.r_e_ﬂg_t Reoe_wgd Tis and T1 .
Preoperative Chemoradiation or
Chemotherapy)
Node _
negative T2 -
T3T4a—— =
R0 resection?
Tisand T1 ————
Node _
positive T2 "
T3iTda———— =
R1 resection® -
R2 resection® -

POSTOPERATIVE MANAGEMENT

3

Surveillance

Surveillance -
or
Consider chemoradiation (category 2B)%whh

for select patients’

Surveillance
or
Chemoradiation*hh {Fluoropyrimidine-based)

-
L

Chemoradiation™¥hh (Fluoropyrimidine_based)

Chemoradiation™™ (Fluoropyrimidine-based)

Chemoradiation¥™ (Fluoropyrimidine-based)
or
Palliative Management (See ESOPH-19)

Follow-up
" (See ESOPH-18)
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et Esophageal and Esophagogastric Junction Cancers Discussion

SURGICAL OUTCOMES/CLINICAL TUMOR
PATHOLOGIC FINDINGS FOR CLASSIFICATIONS
ADENOCARCINOMAS
(Patients Have Received
Preoperative Chemoradiation or
Chemotherapy) T2 -
Node
negative
3748 —m =
R0 resection®
T2 -
MNode
positive
3748 —m
R1 resection® -
R2 resection® -

POSTOPERATIVE MANAGEMENT

Surveillance
ar
Chemotherapy

if received preoperatively (category 1)¥

1r

Observation until progression

ar

Chemoradiation¥¥ (Fluoropyrimidine-based),
only if not received preoperatively (category 2B)
or

Chemotherapy

if received preoperatively (category 1)¥

Observation until progression

or

Chemoradiation™ (Fluoropyrimidine-
based), only if not received preoperatively

Chemoradiation¥ (Fluoropyrimidine-based),
only if not received preoperatively
ar

Palliative Management (See ESOPH-19)

. Follow-up

{See ESOPH-18)



Asagidakilerden hangisi skuamoz hicreli 6zofagus

kanseri icin risk faktoru degildir?

A-Plummer-Vinson sendromu
B-Gasto-0zofageal refli
C-Akalazya

D-Tilozis







Tarihce

O Musir papirlislerinde elde edilen

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

O Bu donem hakkindaki bilgilere
papirUsler ile ulagiyoruz. 1862 yilinda
Edwin Smith adli bir antikacinin ve
Misir dil bilimci

O Musir Luksor kentinde aldigi bir
papirlste, meshur hekimi olan
Imhotep ve onun 6gretilerinden
bahsedilmektedir. Bu 6gretilerde
kanserden bahsedilmektedir.
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[
THREE TYPES OF GASTRIC CANCER

Gastric Cancer

Prevalent Risk Factors (estimated OR)

Gastric Cancer

Environmental none specifically identified
Clinical H. pylori infection [:Im
Genetic CDHI mutation '

Family history (non- COH1 mutant)
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Subtype

Noncardia
gastriccancer

Diffuse
gastric cancer

Proximal
gastriccancer

Risk Faktorleri

Gastric Cancer

Type of Risk
Factor

Environmental

Clinical
Genetic
Environmental
Clinical

Genetic

Environmental

Clinical
Genetic

Risk Increased

High dietary salt
Tobacco (OR: ~1.5)
Age (peak: 50-7T0 yrs)

H pyloriinfection(OR: ~ 3.0)
Immuneregulatory SNPs

Mone specifically identfied
7

CODH 1T mutation
Family history (no COHYT mutation)

Tobacco
Alcohol

Obesity/high BMI
GERD

MNone specifically identified

Alt tipler-Etkenler

Risk Decreased
Eating fruits/ivegetables
(OR: ~ 0.7)
Use of NSAIDs/aspirin

Shah MA, et al. J NCCN 2010
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GASTRIC CANCER RISK FACTORS

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

« 1L-1, 11-10, 114 L3
— Bone Marrow Derived Stem Cells
» Tobacco use
—0OR 191, 95% CI 1.25 - 2.93
» Family history

—OR 3.67, 95% (I 2.01 - 6.71

Garcia-Gonzalez et al, Am J Gastroenterol 2007
El Omar =t al, Nature 2000
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GC GENETIC PREDISPOSITION SYNDROMES
(10-15% OF ALL GC)

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

— germiine mutations in one of the mismatch repair genes MLH1, MSH2,
MSHE, PMS1 and PMS2

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

— Germiine 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

— Germiine mutations in STK11 — serine threonine kinase 11.
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Epidemiyoloji GLOBOCAN 2012-
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Epidemiyoloji Tiirkiye 2011
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Epidemiyoloji GLOBOCAN 2012-Tiirkiye-
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(ruggenheim and Shah
. —Male incidance ’ —Male mortality
:: ==Fermals Incidence ¢ —Female martaity
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Mide Kanserinde Klinik Evreleme

BT
 PET-CT

1 EUS

J Laparoskopi




Mide Kanserinde Klinik Evreleme

N DOGRU EVRELEME

LEUS; %65-92

LBT; %43-82

T Dogru Evreleme

LEUS; %50-95

BT, 50%-70
UZAK METASTAZ SAPTAMA

PET-CT, BT Gore %10(>T3, N+ daha fazla uzak metastaz tespiti ve tedavi
degisimi. DiffUz ve musinoz gastrik kanserlerde FDG tutulumu orani disuk.
Periton metastaz saptama orani %50.




Mide Kanseri Klinik Evreleme

Laparoskopi + peritoneal sitoloji

] Cerrahi planlanan cT3, c N+ mide kanseri
hastalarinda metastazi dislamak icin yapilabilir

(J Neoadjuvan Kemoterapi planlanan> cT1b
hastalarinda onerilir




Mide Kanseri Evreye Gore Sagkalim

100 —
80 —
g e0
2
2
LU R WU N N
O e R e e —, -
a
At Dx 1 2 3 4 3
IA —— 100.0 90.2 B84.8 75.8 74.8 70.8
IB 100.0 a7.4 779 65.9 62.7 57.4
IIA 100.0 82.1 &67.4 37.2 50.2 43.3
IIB 100.0 76.8 38.2 46.0 8.4 32.8
ITIA — 100.0 65.3 42.4 25.9 23.5 15.8
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 4.5 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 IIB, 1195; Stage IlIA;
1031; Stage IlIB, 1660; Stage IlIC, 1053; and stage IV, 6148.



Mide Kanseri Tedavi

Kemoterapi Sonrasi Cerrahi

e NEW ENGLAN D
JOURNAL of MEDICINE

ESTABLISHED IN 1812 JULY 6, 2006 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 J.H. Van de Velde, M.D., Ph.D., Marianne Nicolson, M.D., J. Howard Scarffe, M.D., Fiona J. Lofts, Ph.D.,
StephenJ. 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 tral

(the MAGIC trial, ISRCTN 93783971)

D Cunningham. W Allum, 8 Stenning and S Weeden
on behalf of the UK NCRI Upper GI Clinical Studies Group.
Conducted by the UK Medical Research Council CTU.

WEJM 2006, 355(1): 11-20

Eligible patiemnts:
« Adenocarcinoma of the stomach

or lower third of the oesophagus
(froam 1965), suitable for curative
resection

= Non-metastatic disease
= Stage || or greater

Primary
Overall sunival

Secondary
Progression-free survival
Surgical resectability
Quality of Life

Chemotherapy (ECF):
Epinubicin S0mg'm2, IV day 1
Cimplatin G0mg'm2, IV day 1
5-FU 200mgim2iday, confinuous
infusion, days 1-21

{cycles repeated every 3 weeks)

Recruitment: July 1994-Apnl 2002

Cunrangharn ¢ al NMEJM 2006
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i e e
275 281
Median O3 27 m 36m 0.005
Median RFS 19m 30m <0.001
HR of death 135 1 0.005
T:: - HRof relapse  1.52 1 <0.001
= Toxic death 0 3 pts (1%)
G 05- -
b \ Perioperative
3 4 chemotherapy
8 .
— -l.,‘___“
03 “ee-e._ Surgery alone
o4 T 1
0.1+
P=0.009
0.0 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 20 50 31 18 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.)
Age
<60 yr 61/108 75/104
6060 yr 56/91 59/95
=70yr 32/51 36/54
Total 149250 170253
Sex
Male 126/205 1274191
Fernale 2345 43/62
Total 149/250 170/253
WHO performance status
0 93/169 1124173
1 56/81 5880
Total 149250 170253
Site of primary tumor
Lower esophagus 23/37 25/36
Esophagogastric junction  13/28 23/30
Stomach 113/185 122187
Total 149/250 170253

Hazard Ratio
! P for trend=0.43
—D—
I
[ - {
1 I ]
f i |
I
: P for interaction=0.50
|
F——
(= = ——
I
: P for interaction=0.63
I
H—a—
I
I
: P for interaction=0.25
L I ]
L} I 1
H————
I
I
T T T ]
0.5 1.0 1.5 20
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

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

Olivier Bouché, Gilles Lebreton, Muriel Ducourtieux, Laurent Bedenne,
Jean-Michel Fabre, Bernard Saint-Aubert, Jean Genéve, Philippe Lasser and
Philippe Rougier

PERIOPERATIVE CHEMO: FNLCC 9401 2-FFCD
9703 TRIAL

Randomization N=224
| ]
s

J-_ CT+5
FP (') x 2/3 every 28 days T
1 | ]
4-6 :thl l
. Resection
Resection
4 =6 'Iluaahn
FP x 3/4 or no treatment
] Follow-up |
Trial accrual 1995-2003

*S-Fluorouracil £00 mg/m2 d1-5* Median FU 5.7 yrs
+ Cisplatin 100 mg/m2 day 1 BOIGE &t al ASCO 2007



Lag-rank P = 032
Harerd ratio = 0,6
1
e [96% C1, 0.50 10 096}
@
€ os.
=
w2
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=
0.2
— Euw
= Chemotharagy +« surgary
] 1 z :] # 5 [ 7
Time (months)
M. at risk
Sungery 111 9 53 a8 i 16 13 T
I et oyt By
+ surgary 113 3 ES 53 41 Fi) i? 14

Fig 2 Kaplan-hvistar cures shovang ovarmll sunal from dabe of mndom assignrment

100 4
Log-rank M= 02
_ Mazard ratio = 063
o gp {95% C1, 0.50 ba .95}
f%
a 907
4
g
——
g
. 20 4 i, T
= ~ Surgany
= Chemotheragy « sungery
u] - - - - - -
08 1 2 a 4 1 [
Time {months)
P, af risk
Surgery 111 & 5 ) E1] T 11
Chameshiragy
cgmgery 113 T8 B3 ad kL Fd.] 17

g 2 EKaplan-Maiar cunsa showing diseasa-fres survival from landmark time of
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SUMMARY OF TRIALS OF PERIOPERATIVE
CHEMOTHERAPY FOR LOCALIZED GASTRIC
CANCER

Nr. Nr. |[S-vear |S5-year
Pis Survival | Survival
Control Control |CT

Cunningham 253 23% |36%
NEJM 2006 NoCT

Boige 111
ASCO 2007 NoCT
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Metaanaliz Adjuvan
3514 hasta kemoterapi
Bireysel data

HR: 0.82,

p <0.001

Burdesl qurves of e pooked o= of any CT veraus aungary gone

A

\ YRS By 10y

. Surgary 51% a0
e Any CT % &5%
: ™

# 0A7

T

HR:0.82 + 7% at 5 years -
p=0.0001 + 8% at 10 years
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VOLUKME 30

A

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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=

Overall Survival (%)

Relapse-Free Survival (%) @

Madian
Events (months)

== FL + leucovorin + RT 282
== O bservation i

209 a5
229 27

FP= 0048

428 72 9 120

144 168 192

Time Since Registration (months)

== FU + leucovorin + RT 282
== Jhbsarvation i

Meadian

Events {months]
m 7
237 18
P<.0

48 72 98 120

144 188 192

Time Since Registration (months)

Hg Z {A) Owverall survival by arm; (B) relapse-free survival by arm. FLU,

flucrouracil; RT, radictherapy.

Subgroup n P Hazard Ratio (95% CI)
Sex .08
Men 298 ——
Wormen 161 _—
Raca .09
Black a8
Other 47 ——
T stage B9
T1-T2 175 L
T3 a46 -
T4 38 =
N stage .89
NO a3
MN1-N3 236 —
Md+ 240
D laval .53 i
Do 293 ——
M 192 i
D2+ 54
Primary location 82
Proximal 150 L
Othar 403 ——
Maruyama index J6
<5 82
25 491 ——
Histology .08
Intestinal 263 —t
Diffuse 169 _—
Sex and histology .1
Men, intestinal 207 -
‘Women, intestinal 56
Men, diffuse ag =
Women, diffuse Fal ——
Overall 559 *
|
T T
0.5 1 1.32
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ORIGINAL REPORT

Phase I1I 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 Sohm, Jeeyun Lee, Do Hoon Lim, Min Eui Hong, Kyoung-Mee Kim, Insuk Sohn,
Sin Ho Jung, Min Gew Choi, Jun Ho Lee, Jae Moon Bae, Sung Kim, Seung Tae Kim, Joon Oh Park,
Young Suk Park, Ho Yeong Lim, and Won Ki Kang

Sea accompanying editorial on page 2082 and article on page 2085
A B 5 T R A C T

Purpose

The Adjuvant Chemoradictherapy in Stomach Tumnors (ARTIST) trial tested whether the addition of
radiotherapy to adjuvant chemotherapy improved disease-free sunvival (DFS) in patients with
D2-resected gastric cancer (GC).

Patients and Methods
Batwieen Movember 2004 and April 2008, 458 patients with GC who recaivaed gastractomy with

D2 lymph node dissaction weare randomly assigned to either six cycles of adjuvant chemotherapy
with capecitabine and cisplatin (XP] or to two cyclas of XP followad by chemoradiotherapy and
then two additional cycles of XP (XPRT). This final update contains the first publication of overall
sunvival [08), together with updated DFS and subset analyses.

Rasults

With 7 years of follow-up, DFS remainad similar between treatment arms (hazard ratio [HR]. 0.740;
95% CI, 0.520 to 1.050; P = .0922). OS5 also was similar (HR, 1.130; 85% CI, 0.775 o 1.847; P=
.5272). Tha effect of the addition of radiotherapy on DFS and 06 differed by Lauren classification
linteraction P = .04 for DFS; intaraction P = .03 for OS] and lymph node ratio Gnteraction P < .01
for DFS; intaraction P < .01 for OF). Subgroup analyses also showed that chemoradiotherapy
significantly improved DFS in patients with node-positive disease and with intestinal-type GC.
Thera was a similar trend for DFS and OS5 by stage of disease.

Conclusion
In DZ-resactad GC, both adjuvant chemotherapy and chemoradiotherapy are tolerated and equally

peneficial in praventing relapse. Because results suggest a significant DFS effect of chemoradio-
therapy in subsets of patients, the ARTIST 2 trial evaluating adjuvant chemotherapy and
chemoradictherapy in patients with node-positive, D2resectad GC is under way.

J Clin Oncol 23:3130-3136 @ 2015 by American Society of Clinical Oncology
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ARTIST
: ChemoRT vs Chemo after D2 surgery

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

O XP regimen
< Capecitabine 1,000 mg/m2 bid po D1-14

Q Cisplatin 60 mg/m2 iv D1, every 3 weeks

x| {xe] e ][] -5

228
ngauuaw
X fractions

230 NxpHxp| xP [P
Capecitabine 825
mg/m’ bid po
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1.0
0.8
EE 0.6 -
> =
c 8
» S 044 =—xpRT
_E_- e X P

0.24 130 death events occurred
Hazard ratio 1.130 (95% CI, 0.775 to 1.647)
FP= K272
0 6 12 18 24 30 36 42 48 54 60
Time (manths)

Mo. at risk
XPRT 230 220 201 184 178 171
XP 228 217 204 191 179 166

Fig 3. Overall survival. XP, capecitabine plus cisplatin; XPRT, concurrent
chemoradiotherapy with capecitabine plus cisplatin.
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HR 95% CI
All 0.740 0.520 to 1.050 —e—1
ECOG PS
0 0.665 0.392 to 1.129 —e—
1 0.835  0.5441tc 1.280 -
Gastrectomy
Subtotal 0.793 0.495 to 1.271 ——
Total 0.701 0.438to 1.121 B
LN
=1 1 2E0 0477 m | ¢ I
I Positive 0.700 0.493 to 0.994 |
LN ratio
< 0.083 0.714 0.407 to 1.252 —1 i )
> 0.083 0.708 0.466 to 1.019 Fig 4. Forest plot of hazard ratios (HRs)
and 95% Cls for disease-free survival.
Stage ECOG PS, Eastern Cooperative Oncology
1B/ 0.676 0.387 to 1.181 )—}_t—| group performance status; HER2, hurman
AV (MO} 0.703 0.530 to 1.017 epidermal growth factor receptor 2; LN,
[intestinal 0442 0.231100.845 —n—7| lymph node; XP, capecitabine plus cispla-
Tise - TA3t0 1 JLE 1 tlr_u, )(PHT,_ oo_nc:urrent _chen'!oradlomerapv
with capecitabine plus cisplatin.
HER2
0-2+ 0.749 053310 1.053 —4—
=3 0.976 0.197 to 4.842 I X I
MET
0-2+ 0.749 0.534 to 1.050 —8—
=3 1414  0.196 to 10.197 I B
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 } r f
E-cadherin loss  0.859 0.591 to 1.247 —8—1—
T T T T T T T 1T T T T T LU
0.1
Favors XPRT  Favors XP
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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 Yaeng, Hysn Cheol Chung Young-Ky Pas, KyungHee Lee, Kaun-Wook Lee YongHo Kim, Sang-ik Noh,
JaeYong Cha, Young jaeMok, YeulHong Kim, Jiafu )i To-SenYeh, Peter Button, Florin Sizén, Sung Hoon Noh®, for the (LASSIC trial imvestigatorst

Summal

E-a.v.'.bgmunryli D2 gastreciomy 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-1IIB gastric cancer.

Methods The capecitabine and ncnllpl}mn 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 oydes of oral capecitabine (1000 mg/m? twice daily on days 1 to 14 of each
yele) plus intravenous oxaliplatin (130 mg/m? on day 1 of each cycle) for 6 months or surgery only. Block
randomisation was done by a central interactive computerised system, siratified 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 34-2 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 survival was 743 (95% CI 69-79) in the chemotherapy and surgery group and 599 (33-64) in
the surgery only group (harard ratio 0.36, 9536 CI 0-44-0-72; p<0-0001). Grade 3 or 4 adverse events were reported in
279 of 496 patients (56%) in the chemotherapy and surgery group and in 30 of 478 patients (63) 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 Adpvant 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 2003; 37%: 11521
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Jamay 7, 3013
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Surgery only (n=515) Capecitabine and axaliplatin A
" (n=520) 107 — Surgery only
; Age (years) o801 561(119) . —— Capacitzbine and axaliplatin
Men 358 [70%) FIT%) 0
. Karnofsky performance status (%) G0% {90-100) 90% (90-100) 3
¥ = o?_
! Body surface area (m) 1.62 (0-15) 162 (015) % 06
Timie since surgery (months) 114 (0:17) 114 (0-17) g s
T g
AJCCIUICCT stage z
| 1B 0 (0%) 1 j<1%) Flan
1 261 (51%) 253 (49%) 2 o3
: A 184 (36%) 193 (37%) 02
’ ne 69 (13%) 73 (14%)
01
l ~ 1(=1%) 0(0%)
]
(1}
. U TEEr S 0 3 & & 12 15 18 71 23 2 30 33 36 39 47 45 48 =
; ol 2(1%) 8(2%) Number at risk
) T2 282 (55%) 282 (54%) Surgery only 515 442 415 3B8 353 332 289 255 211 188 148 120 58 25 2 W 6 O
e} 229{44%} 22?{44%} Eapecit.ahim 20 462 442 425 409 379 332 295 246 N8 166 14 73 | OI0 I5 10 [+]
L and mealiplatin
, T4 1 («1%) 3(1%)
Tumowr location® B
Antrum 224 (45%) 237 (46%) 07
- Body 172 (33%) 166 (32%) 09
; Body and antrum 29(6%) 1 (6%) o8
. Fundus 40 (8%) 46 (9%)
074
. Fundus and body 133%) 10 (2%) - 7
F Gastro-oesophageal junction 9(2%) 15 (3%) % o6
| Whole gastric 6(1%) & (1%) < o5
| Otherf 12 (2%) 9(2%) E -4
T — 426(167) 450(17-4) B .
F Modal status 7
No 56 (11%) 47(3%) 02+
N1 308 (60%) 313 (650%) o1
N2 151(29%) 160 (31%)
o T T T T T T T T T T T T T ) 1
t ) ) . ; I EEEE E EE R E
Data are mean (500, n(3). or median (JR). Intention- to- treat population: all patientswere Asian. Time (months)
t AJCCUNCC=American Joint Cancer Committee/ Union Intermationale Contre le Cancer. *Antrum is the lower third, Number at risk
ickclh N N N S Umber at n;
i e e Surgery only 515 473 460 453 443 424 380 336 288 238 204 156 112 43 M 31 12 O
: Table 1: Baseline patient characteristics Capecitabine 520 4B1 468 451 451 425 306 352 306 255 217 169 120 39 36 33 16 O
3 and oxaliplatin

Figure 2: 3year disease-free survival (A) and preliminary overall survival (B) in the intention-to- treat population
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n HE (95% CT)
Country i
China and Taiwan - : 125 0-66(033-132)
South Eorea —_— 10 0-55 (0-43-073)
Stage of disease
n » 515 055 (0-36-0-84)
A —_— w7 057 (0-39-0-83)
ne - 143 0-57 (0-35-0-95)
Auge (years)
<65 N 766  0-62({0-47-0-83)
=65 » 60 048(0-30-078)
Sex
Women - 304 0-B3 (0-54-1-77)
Men — 731 0-40(0-36-0-66)
Nodal status
Mo - 103 090{041-197)
M1 — 611 062 (0-44-0-B)
Mz — I 045 ({0-31-0-66)
Weight (ko)
=57 e —— cog 0-63 (0-46-0-B8)
=57 — 517 052 (0-36-05)
Overall P i 1035 058 (0-45-0-74)
1
T T f 1
04 06 1 2
Fawours capecitabine and maliplatin - Favours surgery 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)

Tedavi

INT1164 (N=536)

FPeri-op chemo
+ surgery

N=250

surgery only

M=253

Fost-op
chemoRT +

surgery
N=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
(95% CI)

0.75 (0.60-0.93)
P=0.009

0.76 (0.62-0.93)
P=0.0086
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Comparison of Survival

Trial - RFS oS
Tx vs No Tx vs No
West INT-0116 556 3y RFS:48% vs 31% 3y OS: 50% vs 41%
MAGIG 503 Sy PFS: 32% vs 15% 5y 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%




Asagidakilerden hangisi dogrudur

A- Mide kanserinde genetik sendromlar hastaligin %30 ‘dan sorumludur

B-Mide kanserinde PET-CT evelemede her zaman daha dogru bilgi verir.

C-Lokal ileri mide kanserinin tedavisinde neoadjuvan Kemoterapi tek
secenektir.

D-Mide kanseri insidansi azalmak ile beraber mortalite orani ylksektir.
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EPIDEMIYOLOJI

Males

Oral cavity, pharnmns Dasophagus
5% ) 2%

Stomach
B%

Colorechum
139

Larynx
3%

Frogiate
2%

Females

Oesophagus
Dl cavity, pharyny 1%

2o _"-,

4%

Colonectum
139

L

Fig. 1 - Distribution of new cancer cases in Europe by gender, 2006 Source: Ferlay et al.”
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Herediter KRK Sendromlar

Familial Hereditary CRC
(20%~30%) “syndrnmes (~5%)

Sporadic
(60%~70%)




AC-1 without MMR
(Familial CRC of

syndrome “X”)

| FAP; AFAP

Mixed Polyposis Syndrome
Ashkenazi 11307K

CHEK2 (HBCC)

MYH

TGFBR1

PJS

FJP Hamartomatous
CD Polyposis
BRRS Syndromes
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Annual worldwide incidence of CRC is 1,023,152*:

* Lynch syndrome (LS) accounts for ~ 2-5%
(20,460-51,160 cases). R

* < 1% (10,230 cases) constitute FAP.

» =~ 20% (204,630 cases) are familial (2 or more first-
degree relatives with CRC.

“International Agency for Research on Cancer. Globocan
2002. Available at: http://www-dep.iarc.fr/.
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Genetic Heterogeneity in HNPCC
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-
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Chr 2

HNPCC is associated with germline
mutations in any one of at least five genes




15% microsatellite instable tumors (MSI)
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CRC:
Demographics and Presentation

* Estimated 2014 U.S. incidence (new cases): 136,000
* Estimated 2014 U.S. mortality: 50,300

15% stage | 25% stage IV

25% stage |l

35% stage |l

Amencan Cancer Socwety, 2005, Siegel of al | CA A Cancer Journal for Climcians 2014
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National
Comprehensive - NCCN Guidelines Version 1.2016 Staging NCCN Guidelines Index

IV Cancer Colon Cancer Table of Contents
Network® Colon Cancer Discussion
Table 1. Definitions for T, N, M Table 2. Anatomic Stage/Prognostic Groups
Primary Tumor (T) Stage T N M Dukes® MAC*
TX  Prmary tumor cannot be assessed 0 Tis NO MO - -
TO No evidence of primary tumor | T1 MNO MO A A
Tis Carcinoma in situ: intragpithelial or invasion of [amina propria® T2 NO MO A B1
T1  Tumor invades submucosa 1A T3 NO MO B B2
T2 Tumor invades muscularis propria g T4a NO M B B2
T3  Tumor invades through the muscularis propria into the percolorectal tissues [IC T4b NO MO B B3
T4a Tumor penetrates to the surface of the visceral peritoneum® 1A T1-T2 N1/N1c MO C C1
T4k Tumeor directly invades or is adherent to other organs or structurest.c T NZa MO C C1
Regional Lymph Nodes (N) B T3-T4a N1/N1c MO C c2
MX  Regional lymph nodes cannot be assessed T2-T3 MNZa MO C Cc1/C2
MO Mo regional lymph node metastasis T1-T2 N2b MO C C1
M1 Metastasis in 1-3 regional lymph nodes 1c T4a NZa MO C Cc2
M1a Metastasis in one regional lymph node T3-Tda N2b MO C c2
N1b Metastasis in 2-3 regional lymph nodes T4b N1-M2 MO C C3
Nic Tumor deposit(s) in the subserosa, mesentery, or nonperitonealized VA Any T Any N M1a - -
pericolic or perirectal tissues without regional nodal metastasis VB Any T Any N M1b - -
N2 Metastasis in four or more regional lymph nodes Mote: cTHM is the clinical classification, pTHM is the pathologic classification.
M2a Metastasis in 4-6 regional lymph nodes The y prefix is used for those cancers that are classified after necadjuvant
M2b Metastasis in seven or more regional lymph nodes pretreatment (eg, ypTHM). Patients who have a complete pathologic response
Distant Metastasis (M) are ypTOMOcMO that may be similar fo Stage Group 0 or |. The r prefix is to be
MO Mo distant metastasis used for those cancers that have recurred after a disease-free interval (rTHNM).
M1 Distant metastasis *Dukes B is a composite of better (T3 ND MO) and worse (T4 WO MO) prognostic

{eg, liver, lung, ovary, nonregional node) Astler-Coller classification.
M1b Metastases in more than one organfsite or the pertoneum
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History of adjuvant therapy of colon cancer

* 5-FUl/lev superior
to surgery alone

* 5-FUI/LV superior
to surgery alone

5-FU/LV superior to 5-
FUllev

6- and 12-month

treatmentcycles

equivalent * LVSFU2 and

monthly bolus

Lev unnecessary equivalent

* High-dose and low-

dose LV equivalent

Monthly and weekly
treatmentequivalent
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Recurrence rate over time

83% of recurrences
occur within the
first 3 years

Sargent et al.,, ASCO 2009
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Beyond 5-FU in the adjuvant setting

Completed studies:
* Capecitabine (X-ACT)
Oxaliplatin (MOSAIC, NSABP C-07, XELOXA)

)

_—

Ongoing studies: :
* No novel agents tested at this point!

* IDEA collaboration tests 3 vs 6 months of oxaliplatin-
based therapy
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~ X-ACT: Cape vs Mayo - 5-year DFS
(median follow-up 6.8 years)

S-year

n DFS (%)

— Capecitabine 1,004
— S-FUILV 983

S
o

S
S

HR=0.88 (95% CI:0.77-1.01)
NI margin 1.20

E
Q
a
(=
)
a
=
]
—
<
£
=
@
W

&=
(X

0
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 %0 96 102
Months

Test of non-inferiority p<0.0001 ITT population

Test of superiority p=0.0682 Twelves C, et al. Eur J Cancer Suppl
ITT (intent-to-treat) population; NI = non-inferiority 2007;5:1 (Abstract 1LB)
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MOSAIC: Study Design

n=2246
Ecol$ ""? roLroxa

Oct 1998-Jan 2001 (146 centres; :
20 countries) / (LVS5FU2 + oxaliplatin 85 mg/m?)

« Completely resected colon cancer R
- Stage I, 40%; Stage lll, 60%

« Age 18-75 years k \

« KPS 260

« No prior chemotherapy

LV5FU2
(n=1123)

Primary end-point: disease-free survival
Secondary end-points: safety, overall survival Andre NEJM 2004

JOrouUracn LR
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MOSAIC: Disease-free Survival -
Final Update

S-year DFS %

HR
FOLFOX4 LV5FU2 [95% CI] p-value

73.3 67.4 0.80 0.003
[0.68-0.93]

Stage Il 66.4 58.9 0.78 0.005
A7.5 [0.65-0.93]

Stage |I 83.7 79.9 0.84 0.258
[0.62-1.14]

High-risk stage Il 82.1 74.9 0.74

n=576 A7.2 [0.52-1.06]

Low-risk stage |l 86.3 89.1 1.22 —

n=323 [0.66-2.26] Andre JCO 2009
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MOSAIC: OS: Stage Il and Stage |l

— Stage |l FL + oxalipiatin
Stage Il, FL

— Stage Ill, FL + oxalipiatin

— Stage I, FL

Probability of survival a1 6 years (%)
FL FL + oxaliplatin Hazard ratio (95% Cl) P

Stage Il 88.8 86.9 1.00 {0.70 to 1.41) 986
Stage ll 68.7 729 0.80 (0.65 to0 0.97) 023

©
i
=
=3
W
—
=}
=
=
<
=
=
—
a

6 12 18 24 30 36 42 48 54 60 66 72 78 B4 9N 96

Time (months)
Andre JCO 2009
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“High-risk” Stage Il Colon Cancer
in MOSAIC

* Clinical, pathological parameters!
T4 tumors

Obstruction/perforation
Lymphatic or vascular invasion
Undifferentiated histology
Less than 10 (12) Ln retrieved

B

Andre NEJM 2004
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2009 Update of MOSAIC Trial

Age

- 65 (463) :

< 65 (884) ——
- 'No benefit in OS with
”'""'": — 'FOLFOX vs 5-FU/LV for |
s — 'patients > 65 yrs !
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“High-risk” Stage Il Colon Cancer

* Clinical-pathological parameters
T4 tumors
Less than 1() (12) LNs examined
Obstruction/perforation
Lymphatic or vascular invasion
Undifferentiated histology

* Molecular parameters
- Single marker vs signature - TBD
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Defective MMR - Colon cancer

* Characterized by presence of MSI & loss of
MLH1, MSH2, MSH6 or PMS2 expression

* ~15% of Sporadic CC, >90% loss of MLH1

* Clinical Correlations: Right sided, Female,
Early stage, Better prognosis

* Tumors: Poorly differentiated, Signet-ring-
cell, Lymphocytic irfiltration, near diploid

* MMR-D cells resistant to 5-FU"2
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Mismatch Repair Deficiency (MMR-D):
Unique Biological Subgroup of Colon Cancer

IHC for MMR
protein status

SHB S
émsm @m&ma
l\“h" /\
- -
— i1 - sl
T e MW

24 bhamse oop

: -"“-\ v \
e

PCR on tumor
DNA for MSI
(microsatellite

Dwmen * Do

1 -
. " e reon b LM PR

Imai and Yamamoto. Carcinogenesis 2008 m“ah'lm)
Umetani, Annals of Surgical Oncology 2000
Rosen et al. Modern Pathology (2006) 19, 1414-1420
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Mismatch Repair Deficiency (MMR-D):
Unique Biological Subgroup of Colon Cancer

IHC for MMR
protein status

APt ¢ el taGn TR

ThushIHC for MMR proteins and PCR for MSI detect two
manifestations of the same tumor biology:
* MMR-D is synonymous with MSI-H
* MMR-P is synonymous with MSI-L/MSS
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Prognostic Role of KRAS and BRAF in Stage 1T and I11
Resected Colon Cancer: Results of the Translational Study
on the PETACC-3, EORTC 40993, SAKK 60-00 Trial

Arnaud D. Roth, Sabine Tejpar, Mauro Delorenzi, Pu Yan, Roberro Fiocea, Dirk Klingbiel, Daniel Dierrick,
Bart Biesmans, Gyorgy Bodoky, Carle Barone, Enrique Aranda, Bernard Nordlinger, Lawna Cisar,
Roberto Labianca, David Cunmingham, Eric Van Curtsem, and Fred Bosman

A B 5 T R A C T

Purpasa

I'ulllfj?:aticlrts within the KRAS proto-oncogene hawve predictive value but are of uncertain prognostic
value in the treatmant of advanced coloractal cancer. We took advantage of PETACC-3, an
adjuvant trial with 2,278 patients with stage |l to Il colon cancer, to evaluate the prognostic valua
of KRAS and ERAF tumor mutation status in this setting.

Patients and Methods
Formalin-fixed paraffiin.embedded tissue blocks in = 1,564} ware prospectivaly collected and

DMA was extractad from tissue sections from 1,404 cases. Flannad analysis of KRAS exon 2
and BRAF exon 15 mutations was performead by allele-specific real-time polymerase chain
reaction. Sunvival analysas weare based on univariate and multivariate proportional hazard regra-
ssion modals.

Results

KRAS and BRAF tumor mutation rates were 37.0% and 7.9%, respectively, and were not
significantly different according to tumor stage. In 3 multivariste analkysis containing stage, tumor
site, modal status, sex, age, grade, and microsatellite instability (M3 status, KRAS mutation was
associated with grade (P = .0018), while ERAF mutation was significantly associated with female
gax [P= .017), and highly significantly associated with right-sided turnors, older age, high grade,
and M5I-high tumars {all P = 1074 In univariate and multivariata analysis, KRAS mutations did not
have a major prognostic value regarding relapsa-free sunvival (RFS) or overall survival (O5), BRAF
miutation was not prognostic for RFS, but was for OS5, particularly in patiants with MSHow (M SI-L)
and stable {M31-5) tumaors [hazard ratio, 2.2; 85% CI, 1.4 t0 3.4; P = 0003).

Conclusion
In stage |1l colon cancer, the KRAS mutation status does not have major prognostic valua. BRAR
is prognastic for 05 in M53-L'S tumors.
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PETACC 3: Multivariate Analysis
Prognostic Factors Stage |l

Markers HR [95% CI]

T4 v. T3 2.58 [1.56 - 4.28]
MSI-H v. MSS 0.28 [0.10 - 0.72]

18qLOH 137[067-277] & 0.38

Roth AD, et al. ASCO 2009, JCO 2010.
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Tumor Microsatellite-Instability Status as a
Predictor of Benefit from Fluorouracil-Based
Adjuvant Chemotherapy for Colon Cancer

Christine M. Ribic, M.5c., Daniel ). Sargent, Ph.D., Malcolm J. Moore, M.D.,
Stephen M. Thibodeauw, Ph.D., Amy ). French, B.A., Richard M. Goldberg, M.D.,
Stanley R. Hamilton, M.D., Pierre Laurent-Puig, M.Dx., Ph.D.,

Robert Gryfe, M.D., Ph.D., Lois E. Shepherd, M.D., Dongsheng Tu, Ph.D.,
Mark Redston, M.D., and Steven Gallinger, M.D.

ABETRACT

BACECREOUMD

Colon aneers with high-frequency microsatellive ins tabiliny have clinical and patholog-
ical feamres that distinguish them from micosatellite-stable tumors . We investigated
the usefulness of microsatellie-instabiliny status as a predictor of the benefit of adju-
vant cheanotherapy with fuorouracil in stage I and stage 1 colon cancer.

METHODS

Tumor s pecim ens were collectsd from patien s with colon cancer who were enrolled in
randomized rials of fuomuracikbased adjuvant chemotherapy Microsardlite insmbil-
itywas assessed with the use of mononucleotide and dinucleotide markers.

RESULTS

OfF 570 dssue s pecimens, 95 (16.7 percent) exhibited high-frequen o microsatellite in-
stabiliny. Among 287 patents who did not receive adjovant therapy, thoss with tumors
dis playin g high-requency microsatelline instability had a betber five-year rate of overall
survival than patients with mimors exhibiting microsatellite smbility or lovw-fraquency
instability (hazard ratio for death, 0.31 [95 percent confidenes interval, 0,14 o 0.7 2]
P=0.04). Among patents who received adjuvant chemotherapy, high-frequencoy mi-
crosatelite insmbiliny was not corrdatved with increased overall survival (hazard rado for
death, 1.07 [95 percent con fidences interval, 0062 vo 1.86]; P=0.80). The benefit of meat-
ment differed significantdy acoording to the microsateliveins mbilin statas (P=0.01).
Adjuvant chemotherapy improved overall surdval amon g patents with microsatelline-
stable mmors or mmors exhibidng low-frequency microsatellite insmbility, according
to a multvariate analysis adjusted for smpe and grade (hazard rado for deach, 0.72 [95
percent confidence interval, 0053 vo0,99); P=0.04). By contrast, thers was no benefic of
adivvantchemotherapy in the group with high-Frequency microsatellite instabiline.
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A Mo Adjevant Chemotherapy
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Figure 1. Kaplan-Meier Estimates of Overall Survival among Patients with Stage I or Stage Il Colon Cancer Figure 2. Kaplan-Meier Estimates of Overall Survival among Patients with Stage Il or Stage 111 Colon Cancer
Acconding to the Microsatellite-Instability Status of the Tumaos According to Treatment Status.
In the absence of adjuvant chemotherapy, the patients with tumors displaying high-frequency microsatellite instability Patients with turmars echibiting microsatellite stability or low-frequency microsatellite instability who received adjuvant
had significantly longer overall survival than patients with tumars exhibiting microsatallite stability or low-fraguency mi- chematherapy had a significant increase in overzll survival as compared with patients who received no adjuvant cheme-
crosatellite instability (hazard ratio for death, 0,31 [35 percent confidence intesval, 0.14 to 0.72]; P=0.004) (Pansl A). therapy (hazard ratio for death, 0,69 [95 percent confidence interval, 0.50 to 0.94]; P=0.02) (Panel A). Among patients
when the analysis was limited to the group receiving adjuvant chemotharapy, patients with tumors axhibiting high-fra- with tumors exhibiting high-frequency microsatellite instability, there was no significant difference in the duration of
quency microsatellite instability did not have a significant increase in overall survival as compared with patients with tu- overall survival batween patients who received adjuvant chemotherapy and those who did not (hazard ratio for death,
maors aexhibiting microsatellite stability or low-frequency microsatellite instability (hazard ratio for death, 1.07 [95 percent 2.17 [95 percent confidance interval, 0.84 to 5.55]; P=0.10) (Panel B). The analysis included data for eight years from the
confidence interval, 0.62 to 1.B6]; P=0.20) (Panel B). The analysis included datz for eight years from the date of random- date of andomization.
zZation.
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“"DFS/OS in Stage Il MMR-D Patients
(N=102)

5-yr DFS 5-yr OS

Untreated 87% HR: 2.80 (0.98-8.97) Untreated 93% HR:3.15(1.07-9.29)
p=0.05 p=0.03

Years

SargentJCO 2010
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SULTS: Recurrence Score, T Stage, and MMR
Deficiency are Independent Predictors of Recurrence in
Stage Il Colon Cancer

Mismatch Repair (MMR) by IHC | Deficient (13% of pts) <.001

T Stage T4 (15% of pts) 0.005

Tumor Grade High (29% of pts) 0.026

# Nodes Examined <12 (62% of pts) 0.040

Lymphovascular Invasion Present (13% of pts) 0.175

RS per 25 units Continuous . 0.008

Multivariate Analysis
O’Connell et al., JCO 2010
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PATHOLOGIC STAGE® ADJUVANT THERAPY™® SURVEILLANCEY
Colonoscopy at1y

Tis; T1, NO, MO > None * | »Iif advanced adenoma, repeat in 1y
T2, NO, MO = None * | » If no advanced adenoma,” repeat in 3 y, then every 5 y¥
T3, N0, Mo = None = |* History and physical every 3—6 mo for 2 v,
(MSI-H) Clinical trial then every 6 mo for a total of 5y
or = CEA® every 3—6 mo for 2 y, then every 6 mo for
T3, NO, MOk! Observation ~ | atotalof5y
(MSI-L or MSS and or = |+ Chest/abdominal/pelvic CTh every 6-12 mo
no high-risk features) . . (category 2B for frequency <12 mo) forup to 5
Consider capecitabineP - : M If
or 5-FUlleucovorin? ™ |- Lolonoscopy®in 1y except if no preoperative |=|RECUTence
Capecitabine™® colonoscopy due to obstructing lesion, See Workup
o or v If advanced adenoma, repeat in 1
TS.. HD, Hﬂ at h'gh ﬂsk fﬂr FULFﬂK”‘P-q:r or CHDEGIP!q=r=5—- b |f no adva"[:ed a{hnumalvnjrepeat?;] 3, !l' the"
systemic recurrence®tm | | or FLOXPASS — = every 5 yw ‘ 1
or T4, NO, MO ginical ial N - PET-CT scan is not routinely recommended
Node-positive disease, or « See Principles of Survivorship (COL-G)
see COL-4 Observation -
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PRINCIPLES OF ADJUVANT THERAPY - CHEMOTHERAPY REGIMENS AND REFERENCES (2 of 2)

mFOLFOX 6

Oxaliplatin 85 mg/m? IV, day 1*

Leucovorin 400 mg/m? IV, day 1™

5-FU 400 mg/m?® IV bolus on day 1, then 1200 mg/m#/day x 2 days (total
2400 mg/m? over 46—48 hours)t continuous infusion.

Repeat every 2 weeks, 122

FLOX4

5-FU 500 mg/m® IV bolus weekly x 6 + Ie'.lcmrurin 500 mgim?® IV
weekly x 6, each 8-week cycle x 3 with oxaliplatin 85 mg/m?® IV
administered on weeks 1, 3, and 5 of each 8-week cycle x 3.

Capecitabine®
Capecitabine 1250 mog/m?® twice daily days 1-14 every 3 wks x 24 wks.

CapeDx®

Oxaliplatin 130 mg/m? over 2 hours, day 1

Capecitabine 1000 mg/m?® twice daily days 1-14 every 3 weeks x 24
weeks,

5-FUfleucovaorin

+ Leucovorin 500 mg/m? given as a 2-hour infusion and repeated
weekly x 6. 5-FU 500 mg/m? given bolus 1 hour after the start of
leucovorin and repeated 6 x weekly. Every 8 weeks for 4 cycles.7

+ Simplified biweekly infusional 5-FU/LV [SLUSFUE}“
Leucovorin 400 mg/m? IV day 1, followed by 5-FU bolus 400 mg/m?
and then 1200 mg/m*day x 2 days (total 2400
mg'm? over 4648 hn:nursl-1 continuous infusion. Repeat every 2
weeks,
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Decision Algorithm in Adjuvant Therapy

— Resected Colon Ca

B T

Stage Il

Low-Risk

L Intermed.

No therapy! ' R"fk

?

“pts not considered candidates for oxaliplatin

Grothey, Oncology 2010




Asagidakilerden hangisi dogrudur

A-MSI olanlarda 5-fu tedavisine direnc vardir
B-MSI kotu prognoz ile iliskilidir
C-Yuksek MSI kolon kanserlerinin %10 olusturur

D-MSI kromozom instabilitesinden meydana gelir




Rektum Kanseri

EVRELEME

d BT

d MR

J REUS

 PET-CT




Rektum Ca

Klinik T evre

MR muskularis propriya invaziyonunu %94 sensitive de belirliyor
Fakat REUS spesifite daha yuksek( %86 vs. %68)

Klinik N evre
BT sensitive ve spesifite ( %650-74)
REUS sensitive ve spesifite (%67 —78)
MR sensitive ve spesifite (%66 —76)

Circumferential Resection Margin

Operasyon oncesi yiksek reziilasyonlu MR ile CRM (= 1mm)belirlemek prognoz
hakinda dogru bilgi verir.

PET-CT rutin kulanimi yok, soliter metastazlarda metastektomi planlaniyorsa istenir.

Bipat et al. Rectal cancer: local staging and assessment of lymph node involvement with endoluminal US,
CT, and MR imaging--a meta-analysis. Radiology 2004 . Taylor et al. Preoperative magnetic resonance
imaging assessment of circumferential resection margin predicts disease-free survival and local recurrence:
5-year follow-up results of the MERCURY study. J Clin Oncol 2014
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CLINICAL b WORKUP CLINICAL STAGE
PRESENTATION?

T1-2, N0————— = See Primary Treaiment (REC-3)

T3, NO
or — See Primary Treatment (REC-4)
T any, N1-2
+ Biopsy
+ Pathology review T4 and/or locally
+ Colonoscopy unresectable or —= See Primary Treatment (REC-4)
* Proctoscopy medically inoperable
Rectal cancer _ "
appropriate . : Eléisﬁabdommalfp-elwc cT?
for resection - Endorectal ultrasound or pelvic MRI Patients with medical
+ Enterostomal therapist as indicated for contraindication to ;
. " See Primary Treatment (REC-5
preoperative marking of site, teaching combined modality . : -
= PET-CT scan is not routinely indicatedh therapy
T any, N any, M1
Resectable — See Primary Treatment (REC-6)
metastases

T any, N any, M1
Unresectable
metastases or
medically inoperable

—= See Primary Treatment (REC-7)
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5-FU Based Radiochemotherapy is
Superior to Radiation Alone

RFS 100 T
(%)

Rad + chemo (n=104)

Rad (n=100)

P=0.0016

L 2 3 4

Years from randomization

Krook, NEJM , 324:709, 1991
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Cerrahi Oncesi KRT

Table 1. Baseline Characteristics of the 799 Eligible Patients, According to
Randomly Assigned Treatment Group.*
Preoperative Postoperative
Chemoradiotherapy Chemoradiotherapy
Characteristic (N=405) (N=394) P value
I: Age—yr 0.35 ]
|7 Median 62 62
Range 30-76 33-76
Sex — no. (%6) 0.21
Male 286 (71) 262 (66)
Fernale 119 (29) 132 (34)
Clinical tumor category 0.16
— no. (%)
TlorT2 19 (5) 18 (5)
T3 277 (68) 262 (66)
T4 23 (6) 10 (3)
Unknown 86 (21) 104 (26)
Clinical nodal category 0.28
— no. (%)
Node-negative 168 (41) 153 (39)
Node-positive 217 (54) 202 (51)
Unknown 20 (5) 39 (10)
Distance of tumor from anal 0.008
verge — no. (%)
<5 cm 157 (39) 117 (30)
5-10cm 166 (41) 168 (43)
>10 cm 47 (12) 69 (18)
Unknown 35 (9) 40 (10)




ostop.- vs. Preop. Chemoradiotherapy for
Rectal Cancer: CAO/ARO/AIO-94

5-FU 5-FU 5-FU 5-FU 5-FU
5 x 1000 mg/m? 5 x 1000 mg/m? 500 mg/m/d
OP 120h-infusion 120h-infusion i.v.-bolus

il 1111 R ]

RT: 50.4 + 5.4 Gy Boost

5-FU 5-FU 5-FU 5-FU
5-FU 5-FU 500 mg/m?/d
» 5 x 1000 mg/m? 5 x 1000 mg/m? i.v.bolus
120h-infusion 120h-infusion

AmIE e 11TV 1 S 1111 A 11
i

RT: 50.4 Gy

2 4 6 8 10 12 14 16 18 20 22 24
Weeks
Sauer et al., N Engl J Med 2004; 351:1731-40
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Cerrahi Oncesi KRT

Pathohistologic Tumor Stage

Postoperative CRT Preoperative CRT
n= 394 n =405

7.7 %
25 %
29 %
UICC-lI 39 % 26 %
UICC-IV 7% 6%

Missing 6 % P < 0.0001 6 %

No tumor 0.7%

UiCC- | 18 %
UICC-l 28 %

D
O
W
N
S
T
-
G
I
N
G

Sauer et al., N Engl J Med 2004; 351:1731-40
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Cerrahi Oncesi KRT

Peri-/post-operative Complication

12%

| postop CRT

- preop CRT

6%

Anastomotic Postop. Delayed lleus Fistula
EELET( bleeding wound

healing

Sauer et al., N\Engl J Med 2004: 351-1731-40
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Cerrahi Oncesi KRT

Chronic Toxicity (Grade 3/4)

Postop. CRT Preop.CRT

Gastrointestinal 14.8 % 9.5 %

Anastomosis 1.8 % 4.0 %
Bladder 3.4 % 2.2 %

N
All Toxicities 22.7 % 9.6 % 0.04

Sauer et al., N Engl J Med 2004; 351:1731-40
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Cerrahi Oncesi KRT

Chronic Toxicity (Grade 3/4)

Postop. CRT Preop.CRT

Gastrointestinal 14.8 % 9.5 %

Anastomosis 1.8 % 4.0 %
Bladder 3.4% 2.2 %

k
All Toxicities 22.7 % 9.6 % 0.04

Sauer et al., N Engl J Med 2004; 351:1/31-40
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Cerrahi Oncesi KRT

Sphincter Preserving Surgery

Post-op CRT Pre-op CRT
n= 394 n =405
k

Pre- .
randomization:

“APR 85 109

Necessary”

Sphincter 17/85 (20%) 43/109 (39%)

preserved
p=0.004

Sauer et al., N Engl J Med 2004; 351:1731-40
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Cerrahi Oncesi KRT

Cumulative Incidence of Local Relapse
Med. Follow-up: 40 mos
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etal., N Engl J Med 2004; 351:1731-40
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Cerrahi Oncesi KRT

‘Cumulative Incidence of Metastases
Med. Follow-up: 40 mos

k
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=== Postoperative
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Cerrahi Oncesi KRT

1.0 X .
M Postoperative
| CRT

E 1 Preoperative CRT
E 0.8 _|_ Postoperative-
3 censored
3 | Preoperative-
O censored
= 0.6
&= 0
3
c p=0.04
g 0.4
5 04—
o
(1]
1=
g
e 0.2
-
0.0

1 I 1 I I I I 1 I 1 I I

I
0O 6 12 18 24 30 36 42 48 54 60 66 72

Months
Tural D et al. Preoperative chemoradiotherapy improves local recurrence free survival in locally advanced rectal cancer. JBUON
2013
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Cerrahi Oncesi KRT

UV Cape vs 5-FU in Rectal Cancer: DFS
00 —g—;\t\m“h

—_—
*
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-
-
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W
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o
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a

3-yr DFS

—— Capecitabine 75%
—— Fluorouracil 67%

Two-sided log-rank p=0-035
0 | T
0 1 2

mber at risk
Fluorouracil 195
Capecitabine 197
Hofheinz et al., Lancet Oncol 2012
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Cerrahi Oncesi KRT vs. 5X5 RT
S5 x5 Gy versus 5-FU CRT ?

Shoricowse radio herspy
o Fegerryor sciasticory

-
-
E
-
=]
-
o

Bujko et al., Br J Surg 2006

T3NxMO 5x5Gy  5-FUCRT P

Number of pts. 163 163
3-year LR rates 71.5% 4.4% 0.24
5-year M1 27% 30% 0.92

5-year OS 74% 70% 0.62
| | Ngan etal., JCO 2012
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Cerrahi Oncesi KRT Dezavantaijlari

Overtreatment
dAlman calismasinda cT13,T4 yada cN+ kabul

edilen ve cerrahi sonrasi KRT kolundaki
hastalarin %18 patolojik Evre |
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Cerrahi Oncesi KRT ¢T3 NO?

OLUME 28 - NUMBER 3 JANUARY 20 2008

W -

JThe accuracy of preoperative ERUS/MRI for staging mid
to distal cT3NO rectal cancer is limited because 22% of
patients have undetected mesorectal LN involvement

despite combined-modality therapy

‘ PR R R J Clin Oncol 26:368-373. © 2008 by American Sociaty of Clinical Oncology
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Cerrahi Oncesi KRT cT3 NO?

Int J Clin Oncol

Fig. 1 Local recumrence-free
survival in patients with
preoperative chemoradiation vs.
postoperative chemoradiation in
stage T3, NO, M0 rectal
adenocarcinoma

Local reccurence free survival

- Postoperative
CRT

_J_1Prenperatiua CRT

4_ Pastoperative=-
cansorad

ﬁ_ Precperative—
cansorad

Preoperative versus post operative CRT
5-year local recurence rate, 5.7% versus 11.1%

p=0.04

I T I I I T I I T I
3 12 18 24 an 36 42 48 24 &0

months

Tural D et al. Preoperative versus postoperative chemoradiotherapy in stage T3, NO rectal cancer. Int J Clin Oncol



Proksimal Rektum pT3 NO Kanserinde Tedavi

Cerrahi Sonrasi KRT? KT?

UThe rectal cancers were stratified as upper rectal if located within 10 to

15 cm from the anal verge

ULocal recurrence rates at 5 years were 7.5% in the upper rectal group

compared with 21.5% in the lower rectal group

UFor carefully selected patients with upper T3NO lesions it may be
appropriate to omit pelvic radiation if careful pathology evaluation
suggests a low risk of local recurrence (minimal perirectal fat invasion,
negative circumferential margins, adequate node dissection) after a

confirmed TME by an experienced surgeon.
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CLINICAL PRIMARY TREATMENT ADJUVANT TREATMENT'™
STAGE —_— (6 MO PERIOPERATIVE TREATMENT PREFERRED)
Margins Observe -
negative
pT1-2,NO, _ Observe -
Mo
) Transanal T bdominal FOLFOX (preferred) or CapeOx (preferred)
cT1, NO'— |excision, if rangta_ mpmma or 5-FUleucovorin or capecitabine, then
appropriatel resectio capecitabine/RT (preferred) or infusional
Pprop T3-4, NO
pT3-4, NO, 5 FU/RT (preferred) or bolus 5-FUileucovorin/
T4, NX with or "'1‘}’1'1;‘ N1 | RT." then FOLFOX (preferred) or CapeOx
' p - referred) or 5-FU/leucovorin or capecitabine
high-risk | _ |ChemoRT b ] P
features - FBDEFIIEDIHEJRT or Infusional 5-FU/RT (preferred) or capecitabinel | Surveillance
or T2, NX '"“;?'“"*:: fﬁ-F E"E RT (preferred) or bolus 5-FU/leucovorin/RT"  |(See REC-8)
(preferred for both) followed by FOLFOX (preferred) or CapeOx
. DB::-Ius 5.FU/ {preferred) or 5—FU.eru-::o1.rn-rin or capecitabine
leucovorin/RT™ Transabdominal resection! >
ﬂg‘ ri;] Observe *
T1.2 Trans- ! FOLFOX (preferred) or CapeOx (preferred) or 5-FU/leucovorin or
c i ~'— |abdominal capecitabine, then capecitabine/RT (preferred) or infusional 5-FU/RT
NO resection pT3-4, (preferred) or bolus 5-FUfleucovorin/RT," then FOLFOX (preferred)
MO, MO or CapeOx (preferred) or 5-FU/fleucovorin or capecitabine |
or pT1-4, or
N1-2 Infusional 5-FU/RT (preferred) or capecitabine/RT (preferred) or
bolus 5-FUfleucovorin/RT™ followed by FOLFOX (preferred) or
CapeOx (preferred) or 5-FU/leucovorin or capecitabine
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CLINICAL STAGE NEOCADJUVANT THERAPY™ PRIMARY TREATMENT ADJUVANT TREATMENT!™A
{6 MO PERIOPERATIVE TREATMENT PREFERRED)"

Chemo/RT
. E:?“H“?Dg't‘-_ﬂﬂ"fl;:gmﬁe FOLFOX (preferred) or ‘
or infusional 5- )
long-course RT™ (category|  /ansabdominal g:ilpe{)x (preferred) _ Surveillance
1 and preferred for both) or| # resection’ FLOX or 5-FU/leucovorin See REC8
T3. NO * Bolus 5-FU/leucovorin/ or capecitabine
¥ L i,
or T any, N1-2 or long-course RT
T4 andior locally DREI'"‘ Resection Active chemotherapy regimen for
unresectable Short RT® (not contraindicated advanced disease® (See REC-E)
- » Short-course no
or medically recommended for T4)
inoperable or _
Chemotherapy® Capecitabine/ Transabdominal resection] —'M[See REC-8)
« FOLFOX (preferred) or F!T tqreferred] or
CapeOx (preferred) or infusional 5-FU/RT
« 5 FUfleucovorin or (preferred) or bolus Resection Active chemotherapy regimen for
capecitabine 5-FUfleucovorin/RT™ contraindicated advanced diseases|See REC-E)



52 yasinda E , rektal kanamayla basvuruyor. Kolonoskopide
rektum 6 cm kitle saptaniyor. Kolonoskopik bx; adeno ca olarak
geliyor. Rektal EUS T3 N1 ile uyumlu ve BT'de uzak metastaz yok.

Asagidaki tedavilerin hangisini onerirsiniz?

A- Abdominoperitoneal rezeksiyon sonrasi adjuvan kemoradiyoterapi

B- Abdominoperitoneal rezeksiyon sonrasi adjuvan kemoterapi

C-Neoadjuvan 5-FU es zamanli radyoterapi sonrasi Abdominoperitoneal
rezeksiyon sonrasi adjuvan kemoterapi

D-Hepsi
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