


Kolon Kanseri Insidans ve Mortalite

Percent of New Cases by Age Group: Colon and Rectum Cancer
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Kolon Kanseri Insidans ve Mortalite

Estimated New Estimated
Common Types of Cancer Cases 2016 Deaths 2016
1. Breast Cancer (Female) 246,660 40,450 Selslia i) Sz
represents B.0% of all new

2. Lung and Bronchus Cancer 224,390 158,080 cancer cases in the U.5.
3. Prostate Cancer 180,890 26,120

4. Colon and Rectum Cancer 134,490 449, 190

5. Bladder Cancer 76,960 16,390

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

7. Mon-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

8.0%

In 2016, it is estimated that there will be 134,490 new cases of colon and rectum cancer and an estimated 49,190 people
will die of this disease.
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Mumber of Mew Cases and Deaths per 100,000: The number of new cases of colon and rectum cancer was 41.0 per
100,000 men and women per year. The number of deaths was 15.1 per 100,000 men and women per year. These rates
are age-adjusted and based on 200%-2013 cases and deaths.

Lifetime Risk of Dewveloping Cancer: Approximately 4.5 percent of men and women will be diagnosed with colon and
rectum cancer at some point during their lifetime, based on 2010-2012 data.

Prevalence of This Cancer: In 2013, there were an estimated 1,177,556 people living with colon and rectum cancer in the
United States.
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New Cases, Deaths and 5-Year Relative Survival View Data Table
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SEER 9 Incidence & U.5. Mortality 1975-2013, All Races, Both Sexes. Rates are Age-Adjusted.
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Percent of Cases & 5-Year Relative Survival by Stage at Diagnosis: Colon and Rectum Cancer

Percent of Cases by Stage 5-Year Relative Survival
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Kolon Kanseri
Genetik ve Risk Faktorleri

SPORADIC CRC
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History of adjuvant therapy of colon cancer

* 5-FU/lev superior
to surgery alone

* 5-FUI/LV superior
to surgery alone

S5-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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Incremental Survival Advantage in First-Line
Metastatic Colorectal Cancer

No active drug
5-FULV 12-14 mo
IFL ~ 15-16 mo
FOLFOX4 ~ 20 mo
IFL + bevacizumab 20.3 mo

FOLFOX or FOLFIRI 21.5mo

Cytotoxics + biologics
& targeted agents

12 18

Median OS (mo)

Copyright 2016©, National Comprehensive Cancer Network®. All rights reserved. No part of this publication may be reproduced

or transmitted in any other form or by any means, electronic or mechanical, without first obtaining written permission from
NCCN®@.
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Some Therapy Options for Advanced Colorectal Cancer:
Response rates and survival (targeted agents in yellow)
First Line Second Line Third Line

“FOLFOX or .:> “FOLFOX or .:>  Irinotecan +

- CapeOx or - Irinotecan or cetuximab (RAS)

- FOLFIRI or - FOLFIRI - cetuximab (RAS)

- FOLFOXIRI +/- bevacizumab - panitumumab (RAS)

+/- cetux/pmab (RAS) +/- aflibercept - regorafenib

+/- bevacizumab +/- ramucirnmab - TAS-102

+/- cetuximahb (RAS)
+/- panitumumab (RAS)

(RAS)y= KRAS and NRAS testing

Response Rates in Randomized Trials:

30-70% |:> 5-15% |:> 10-20%

Survival Benefit in Randomized Trials:

Yes l:> Yes l:> Yes

Copyright 2016©, National Comprehensive Cancer Network®. All rights reserved. No part of this publication may be reproduced
or transmitted in any other form or by any means, electronic or mechanical, without first obtaining written permission from
NCCN®.
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Capecitabine Irinotecan

| ”"iiHHHIH Cetuximab
o

Oxaliplatin

Regorafenib




Metastatik Kolon Kanseri Tedavi

Mational
s Comprehensive  NCCN Guidelines Version 1.2017 NCCN Guidelines Index
NCCN g Table of Contents
Nt Colon Cancer Diccussion

CONTINUUM OF CARE - SYSTEMIC THERAPY FOR ADVANCED OR METASTATIC DISEASE:! (PAGE 2 of 10)

Subsequent Therapy
Irinotecan? + (cetuximab or Regorafenib20
panitumumab)*&-8.17-13 ‘ o or ge
FOLFIRI® + (bevacizumab'® [preferred]s- (KRAS/NRAS WT only) ‘ Trifluridine + tipiracil2?
or ziv-aflibercept:18 or ramucirumab15.18) or a0
or Regorafenib? |
Irinotecan?? + (hevacizumab!? [preferred]-® or_ S e *
Trifluridine + tipiracil
or ziv-aflibercept¥®1% or ramucirumab5:18) or p | Regorafenib20
) ' or
{Nivolumab or pembrolizumab)* o S 2D
o (dMMR/MSI-H only) lrrlﬂurldl ne + tipiracil
See Subsequent therapy Clinical trial
) or
Previous FOLFIRI® + [cetuximab Best supportive care?!
gxahgl;];m- or panitumumaby*s-.17-13 Regorafenib?? |
ased therapy or »
without LIERASINRAS WT only) Trifluridine + tipiracil2® |
irinotecan . 10 . or
::‘r“;atﬁ'i:;':nu;i‘;’ﬁfﬂﬂﬂ (Nivolumab or pembrolizumab)*
(dMMR/MSI-H only)
KRAS/NRAS WT onl
{ v) See Subsequent therapy
or
{Nivolumab or pembrolizumab)* += See Subsequent therapy

{dMMR/MSI-H only) |

*if neither previously given
**if not previously given

See footnotes COL-C 6 of 10

Mote: All recommendations are category 2A unless otherwise indicated.
Climizal Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in elinical trials is especially encouraged.

COL-C
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Mational

- Comprehensive  NCCN Guidelines Version 1.2017 NCCN Guidelines index
NCCN g Table of Contents
Nt Colon Cancer Discussion

CONTINUUM OF CARE - SYSTEMIC THERAPY FOR ADVANCED OR METASTATIC DISEASE:! (PAGE 3 of 10)
Subsequent Therapy

Irinotecan'® +{cetuximab or Reqorafenib20
panitumumab)*&-8.17-13 | = |or g

(KRAS/NRAS WT only) | Trifluridine + tipiracil®?
ar

Regorafenib2? |

or ik 20
| Trifluridine + tipiracii2? | Regorafenib

FOLFOX? = bevacizumab®® }7
or ]

i or
CAPEOX* & bevacizumab3® or ) Trifluridine + tipiracil*-2°
(Mivolumab or pembrolizumal)* or
(dMMR/MSI-H only) Clinical trial
or — See Subsequent therapy or
] : 1
Previous Regorafenib2? Best supportive care?
irinotecan- FOLFOX? or CAPEOX*— |or
based thera Irinotecan’® + (cetuximab or or Trifluridine + tipiracil2®
et APYIE™ | panitumumab)- #1719 (Nivolumab or
oxaliplatin (KRAS/NREAS WT only) pembrolizumab)*

(dMMR/MSI-H only)

or See Subsequent therapy

::: ;E;:g:_ﬁr (:]rﬁ;';h rolizumab) — See Subsequent therapy

*If neither previously given
*if not previously given

See footnotes COL-C 6 of 10

MNote: All recommendations are category 2A unless otherwise indicated.
Clinizal Trials: NCCM believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

T



Metastatik Kolon Kanserinde Tedavi
Secenekleri

Regorafenib (BAY 73-4506), an Oral Multikinase
Inhibitor Targeting Multiple Tumor Pathways

- N

ik S

Regorafenib

-

inhibition of tumor ‘

microenvironment : o ‘
. sis
" : neocangiogene I

PDGFR-8 VEGFR1-3

TIE2
FGFR

Wilhelm SM, et al. int J Cancer. 2011:129(1):245-255
Mross K, et al. Clin Cancer Res. 2012:18(9):2658-2667
Strumberg D, et al. Expert Opin /nvest Drugs. 2012:21(6):879-889




Metastatik Kolon Kanserinde Tedavi

Secenekleri

1.Basamak: FOLFIRI
setuksimab?

1.Basamak: FOLFOX4 *
panitumumab®

1.Basamak: FOLFOX/XELOX =
bevasizumab

2. Basamak: FOLFOX %=
bevasizumab

2. Basamak: FOLFIRI %
panitumumahb®

2. Basamak: KT x bevasizumab ile
devam

2. Basamak: FOLFIRI % aflibersept

3. Basamak: Regorafenib *
plasebo

AKRAS WT subset; P value = not significant.
bKRAS WT subset; Pvalue = significant.

HR = 0.80
+ Cl: 0.67-0.95
HR = 0.83
%l JCI: 0.67-1.02
HR = 0.89
2 allC|- 0.76-1.03
HR=0.75
+ BEE
HR = 0.85
ENCI:0.70 to 1.04
HR = 0.81
2 ol CI: 0.69-0.94
HR = 0.817
L JCl: 0.71-0.94
HR=0.77
+ N

0,0

1,0 2,0 3,0

Medyan Genel Sagkalim Farki (Ay)

4,0

SaltzLB, et al. J ClinCncol. 2008;26(12):2013-2019; Douillard, J-¥, et al. J Clin Gncol. 2010;28(31)4687-4705; Van Cutsem E, etal. J Clin Oncol. 2011;29(15):2011-2019; Van
CutsemE, et al. J Clin Oncol. 2012;30(28):3499-3506; Arnold D, etal. J Clin Oncol. 2012, 30(suppl). abstract CRA3503; Giantonio BJ, et al. J Clin Oncol. 2007;25(12)1539-
1544, Peeters M, et al. J Clin Oncol . 2010,28:4706-4713; Grothey A, Van CutsemE, et al. Lancet. 2013,381.303-312.



Regorafenib Faz lll Calismalari

CORRECT
CONCUR
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arandomised, double-blind, placebo-controlled, phase 3 trial

W i A | B ey By S iy
A 09 5 B T b B 5
»

=
)
Pt 4 e i bt e | CTARICY Wl (KCTEREEY i A .4 8
> —
Iyt T g -
p——
B e e e e e T e — e
el i, " VS g o Vo W St of e ot - -——
- = —
3 ke o | w9k T oy ot o sl s T ok e g, pf = ————
—— —~ i
- d . g e WIS ..
f—r—— ) Poapien r
P eyt=N reetd
1l 32 0 ——n
- =
) i by o Svmasen
—— " e -
= A [ — —
P—— st
=05 -
L o L ) i i g 4 s
TN g 4 G s % N v 5 ~ ——E D ey
) e S g s W8 i B & e 478 e A § 1 BN ) e
A gt & et e e S o e ot & w— —— I e —
bt s W b gl b o sl g, o g s s e 4 ot e b b2 SS——
— - - ™ ST
e o b e b e =
——— T
B o = v - N -

N ——
etrcen -~ T —
Wy 1 e i o g oy o o N 0 e e o
- S0 s e o e
- o ———y —-

o o o i b i

M Bl s 0 e et e i i . i v e g ot i i . Sy,
B g e et 86 34 vt e gt e, Wb e v g
e Ty s+ 0 s b ks 4 g . B oy T ——
e e et g e e ————
ot i NS it e sebn otk S B s Shmmend -

) v e mmiira e v -

B o e e )

W 1 o whe e e s g i i Wt s o S ———
e L

g St b bt e
T b d ot e vl g o s b 0 -

o gt ot 6 L & g
g s o § w  h §wd

-~ .
. " T8 o Sl - o o o
I o8 e et b . S o e o * o o s




Gercek Yasam Verileri

CONSIGN
REBECCA

abstracts

E3

Ao o Dot 1 D & 3711 W01 3008
R

B 4 7L s o g 110 b A ¥
D 1) The ar of @ Sartie @dvenve by 141 T iy

g S0 o G, 0 kO il
-

Ve f o W @ 02 N ey Sans
e oot w—

Evwunae o 7 St Ribore, 1 Vo,
e T’ A Chsto A Vo, | ot i, S,
A e A Ston”

Py

T reents Ong Db emnd Mg, v

5 Ve vt M Ferve

bbbty Vs e bt vy

‘n-ml..:.a——m)«.—‘- o
A

O 4 et P a1 o v e
Uvarsy o ™ha P oy
VL) Crestog U s e f s ot D Aty

gt g s, i (0 s o . e CURAACY gl )

e
MCLCICAR 5 o 21wy s i vk S e Tt
Unh Vo amipt A siared s 18 4, e b

iyt Tt s Mottt sobiahtat
(i b T St i s A AT N et
w

T

Survival, safety, and prognostic factors for |
outcome with Regorafenib in patients with
metastatic colorectal cancer refractory to
standard therapies: results from a

multicenter study (REBACCA) nested within

a compassionate use program

Aetoire mx T Oraele de b fousurder’ &-’s,
et Louivlace )r,v'v Pereduc Eserve’, Lusert Moe”. Séghacie Gt
Archow K’ snd ey Anre

I L) Wk g e (e €. 3w ek

i 19 w3 303 a2 e A

25 e KA

o o g oo s e v sty Sl WO
-

A o it g
T

e et L
O g o0 wring MUK M TR

-,
O P e N et £ el et

iy
e ety . T e et s i g o
—

O Rondomind el Save 20w 3 vl bemeft for mgonfenid oves plxcebo i patents with
WALREC Colomtl G PeCR0) Tt progresied St Erdied thengied W evaluted snavd and iy
CUBCOMES 11 (UBETLS TR0 WES DO 11 ) ek e TG
ot Sy redad wEhe & COTQENLONES S program Jmigred B0 IV AL 3l
uEOme amocited wth segusiend i putierts Wi R whackey
LOPSNG 1 VaiOus PUCNT 3nd Tumo N ACRAICS war ¢ eviluead
VNG il e nd Iiivatite Con pROONIONS NEIER e model
Ress: O 1178 patierss 1 the Compumpdrate ot progeam, 654 wime i e NI ndiyss s Madion fow
w185 monste, Medun sanil wic 58 mont The 13 moneh s tate i 12 % Sonaal w
Indgendety and wiaou sty Feced by T ioweg vrables poor pofirmence o, or Bee fom
It SO of MeQEaes © Te Bt O oD, Ow il mgooiend dose, >3 MeLIGEC A e
of e mtaceias, and G matiions. We dentfed prognost goupx of patients with bow, nemede® and
Pigh ik of Gesth, Wi & medn serai of 52, 42, and 28 morite, wpectively. e burdmdtwerty o
peteen 30 N ogdencad & it ooe rgoe b aritad advirie overt, moR commonk. Begue hand Aot dn
reacton, artea ool Wi Doreon, g muoety
Condhasions The sty o (foxy profle of wgrrfend in AEIECCA s ol 10 these i candomied el Our
pognosc mod derefied stgrougs of mCRC paents who deved 3 mimal and maemum beneft Som egoaferds
Tried sghrations (ol ratgoy MO0 0L
Keywords: Coiome il carce Wetnlite Svene, Fogoederdy, At irgogene, Cohee Dy




Metastatik Kolon Kanserinde Tedavi Secenekleri

CORRECT Calismasi

Medyan yas (yil [[QR])
Cinsiyet

Erkek

Kadin
Irk

Beyaz

Siyah

Asyal

Other or not specified
Bolge

NA, WE, IS, AU

Asya

Dodu Avrupa

ECOG performans
durumu

0
1
Primer hastalk yerie
Kolon
Rektum
Kolon ve Rektum
KRAS mutasyont
Yok
Var
Bilinmiyor

61 (54-67)

311 (%62)
194 (%38)

392 (%78)
6 (%1)
76 (%15)
31 (%6)

420 (%83)
69 (%14)
16 (%3)

265 (%52)
240 (%48)

323 (%64)
151 (%30)
30 (%6)

205 (%41)
273 (%54)
27 (%5)

_ Regorafenib (N=505) | Plasebo (N=255)

61 (54-68)

153 (%60)
102 (%40)

201 (%79)
8 (%3)
35 (%14)
11 (%4)

212 (%83)
35 (%14)
8(%3)

146 (%57)
109 (%43)

172 (%68)
69 (%27)
14 (%5)

94 (%37)
157 (%62)
4(%2)

_ Regorafenib (N=505) | Plasebo (N=255)

BRAF mutasyonuc
Yok
Var

Histoloji (=2%)
Adenokarsinom

Onceki sistemik antikanser
tedavileri (metastaz tanisindan
dnce ve sonra)

1-2d
3
24
Oncesinde bevasizumab

Progresyon nedeniyle tedaviyi
birakma

Floroprimidin
Bevasizumab
irinotekan
Oksaliplatin
Panitumumab veya setuximab
veya her ikisi
Metastaz tanisindan itibaren
gecen sire
Medyan (ay, [[QR]}
<18 ay
=18 ay

3221336 (%96)
14/336 (%4)

493 (%98)

135 (%27)
125 (%25)
245 (%49)
505 (%100)

421 (%83)
403 (%80)
405 (%80)
278 (%55)

219 (%43)

31.0 (20.6-43.3)
91 (%18)
414 (%82)

163/166 (%98)
3/166 (%2)

245 (%96)

63 (%25)
72 (%28)
120 (%47)
255 (%100)

221 (%87)
214 (%84)
214 (%84)
160 (%63)

107 (%42)

29.9 (20.2-46 4)
49 (%19)
206 (%81)




Metastatik Kolon Kanserinde Tedavi Se¢cenekleri

CORRECT Calismasi

Regorafenib Plasebo
100- n= 505 n=255

Medyan OS,
ay (IQR) 6.4(3.6-11.8) 5.0(2.8-10.4)
= HR (95% Cl) 0.77 (0.64-0.94)

P degeri 0.0052

Genel Sagkalim %
&)
<

254
Regorafenib 160 mg
Plasebo
0_ T T T T T T T T
0 2 4 6 8 10 12 14

Randomizasyondanitibarensire, ay

Grothey A, et al. Lancet. 2013;381:303-312.



Metastatik Kolon Kanserinde Tedavi
Secenekleri

Progression-free survival
(secondary endpoint)

Regorafenib Placebo

Median 1.9 mos 1.7 mos
95% Cl 1.9-2.1 1.7-1.7

Hazard ratio: 0.49 (95% CI: 0.42-0.58)
1-sided p-value: <0.000001

Placebo N=255
Regorafenib N=505

O
=
o
-—
O
=
!
-
»
o
<
>
>
)

o

e

100 150 200 250

Days from randomization

Grothey, Van Custem et al., Lancet 2012




Metastatik Kolon Kanserinde Tedavi Secenekleri

CORRECT ALT GRUP

O [ e R R
TumHastalar 760 0774 0.636-0.942
Cinsiyet

Erkek 464 L 0773 0.599-0.998

Kadin 296 . 0751 0.552-1.022
Yas

=G5 yas 475 - 0716 0.561-0.914

=65yas 285 g — 0.856 0.614-1.193
Bolge

Kuzey Amerika, Bat Avrupa, israil, Avustralya g3z L 0768 0.622-0.948

Asya 104 o 0.790 0.429-1.456

Dogu Avrupa 24 r v L 0.694 0.195-2 466
BaglangicECOG FS

0 411 L =] 0702 0.530-0.929

1 349 o 0773 0.586-1.020
Frimer hastahk yveri

Kolon 495 - 0703 0.557-0.887

Rekum 220 — d 0953 0.633-1.436

Kolon ve rektum 44 v 1.091 0.441-2.697
ilk metastaz tanisindan randomizasyona kadar gecen siire

=18 ay 140 ” 0816 0.532-1.251

=18 ay 620 ro 0760 0.609-0.948
Onceki antikansertedaviler

Floroprimidin, oksaliplatin, irinotekan, bevasizumab 375 L B 0825 0.625-1.089

Floroprimidin, oksaliplatin, irinotekan, bevasizumab, anti-EGFR 385 ) 0710 0.538-0.938
Metastatik KRK dncekitedavi serileri :

=3 395 o 0788 0.599-1.038

=3 365 | 0747 0.564-0.988
KRAS mutasyonu (hasta kawitlanina gore)

Yok 299 2 0.653 0.476-0.895

Var 430 0.867 0.670-1.123

oo 05 10 15 20 25 3.0

Grothey A, etal Lancet. 2013;381:303-312.
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19.4%

# Regorafenib 160 mg
o Plasebo

Median PFS: 1.9 vs 1.7 months
HR =0.49 (95% CI: 0.42-0.58)
P =0.0001

Regorafenib
Plasebo

I I | |

2 4 5] 8
Randomizasyondan itibaren sire , ay

238 98 42 12
o1 9 2 2

o L

Grothey A, Van CutsemE, et al. Lancet. 2013;381(9863).303-312; Grothey A, et al. ASCO Gl 2015, Abstract 710.



STIVARGA® {160 mg) + EDT

Plasebo + EDT

CORRECT calismasindakihastalarin 2 %10'da gérilenilaca bagh AO'lar

{n=500) (n=253)
liand Grad3 | Grad4 T Grad 3 Grad 4

Advers Olaylar Gradlar Gradlar

Tiimil %93 %51 %3 %61 %12 %2
Yorgunluk %od7 %9 %1 %28 %5 <%
El ayak deri reaksiyonu Sod7 %17 0 %8 <%1 0
Diyare %34 %7 <% %8 %1 0
Anoreksi %30 %3 0 %15 %3 0
Ses degisiklikleri %29 <%1 0 %6 0 0
Hipertansiyon %28 %7 0 %6 %1 0
Oral mukozit %27 %3 0 %d 0 0
Dokiintii ve deskuamasyon %26 %6 0 %od 0 0
Bulant: %14 <%1 0 %11 %0 0
Kilo kaybi %14 0 0 %2 0 0
Ates %10 %1 0 %3 0 0

* CORRECT calismasinda Stivargaile tedavi edilmis hastalarin %18’i, plasebo kolundaki hastalarinda
%130 tedavi iligkiliAO’lar nedeniyle tedaviyi birakmistir.

Grothey A et al. Lancet. 2013;381:303-312.



Advers Olaylar
Palmar-plantar eritrodisestezi

Kan bilirubin artigi

ALT yiikselmesi
Dware
Ses degigikligi/kisikhid
Hipertansiyon

Yorgunluk

Hipokalemi
Hipofosfatemi

Dokiintii, makiilo-papiler
Platelet diigiigii

Akyuvar diigiigii

STIVARGA® (160 mg) + BSC

Tiim Gradlar

Plasebo + BSC

CONCUR calismasindaki hastalarin z %10'da gérulen AO'lar

CONCUR calismasinda Stivargaile tedavi edilmis hastalarin % 14’0, plasebo kolundaki hastalarinda
%6’s1 tedavi iliskiliAQ’lar nedeniyle tedaviyi birakmistir.

Jin, et al. Lancet Oncol 2015; 16: 619-29.
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CORRECT calismasindaki hasta populasyonunda EADR, hipertansiyon ve oral mukozitin insidansi ve

siddeti zaman icinde artmamistir.2

Stivarga iliskili AQ’lar kemoterapilerle iligkili diger AQ’lar gibi kimulatif degildir.2

1.Grothey A et al. Lancet. 2013;381:303-312. 2. Khan G et al. CancerManage Res. 2014,6:93-103.



* Stivarga'nin potansiyel yan etkileri hakkinda hastaya bilgi verilmeli'2
* Hastalar advers olaylari 6nlemek ve gelisme ihtimaline en aza indirmek icin egitiimeli2
* Monitérize edilebilmeleri icin semptomlari olursa saglik calisanlarina haber vermeliler.2

Bilgilendir-egit-onle-monitorize et':2

Her siklus igin ©nerilen takip sikhdn (haftahik}*
Sagilmig Tedaviye baglamadan 1_Siklus 2 Siklus 3 Siklus 4 Siklus

S G2 s« 12 o]« [2]a]e 1 ]2]3 ]

Tam vucut cilt muayenesi yaptr,

ke hastay EADR onlenmesi Haftalik Haftalik Aylik Aylik
reaksiyonu e
konusunda eqit

o Dokantd olma ihtimaline karsi
Dékanta hastay bilgilendir Haftalik Haftalik Aylik Aylik

- L Kan basincini olg ve ylkselirse

t

Hipertansiyon kontrol et Haftalik Haftalk Aylik Aylik
Karaciger
fonksiyon AST ALT ve bilirubin seviyelerine frved Rafa 1 ve 3. hafta Aylik Aylik

bozuklugu (AST, | bak
ALT ve bilirubin)

Yorgunluk gelisme ihtimali,

yorgunlugun hayat kalitesive
Yorgunluk gonlak akfiviteler 0zerindeki Haftalik Haftalhk 2 haftada 1 2 haftada 1

olumsuz etkileri hakkinda bilgiver

1. Grothey A et al. Oncologist. 2014;19:1-12. 2. De Wit M et al. Support Care Cancer. 2014,22:837-346.
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CORRECT Yan Etki YOonetimi

Doz Distrme Doz Arttirma

— v
40 mg |—1 40mg

40 mg 40 mg 40 mg 40 mg

40 mg 40 mg 40mg 40 mg 40 mg 40mg

40 mg 40 mg 40 mg 40 mg 40 mg 40 mg
160 mg 120 mg 80 mg 80 mg 120 mg 160 mg

* Hekimin karari ile AO’larin stabilize olmasi halinde 160mg’lik doza tekrar ¢ikilabilir.

* Bireysel glvenlilige ve tolerabiliteye bagli olarak ilacin kullanimina ara verilmesi ve/veya dozun
azaltilmasi gerekebilir.

* Doz modifikasyonlari 40 mg’lik (bir tablet) doz adimlariseklinde uygulanir.
* Endiasuk énerilen gunlik doz 80 mg’dir.

*  Maksimum ginlik doz 160 mg’dir.

Stivarga 40 mg film kaplitablet, Kisa Uriin Bilgisi, 18.05.2015, Tlrkiye
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TAS-102
A NOVEL ANTI-METABOLITE COMBINATIQ
(“Teaching an old dog new tricks”)

* TRI-FFLUORO-THYMIDIN
* A fluoropyridimine nucleoside

» Synthesized in 1964

* T,,= 12 minutes

* TF-MP inhibits TS

* TF-TP incorporated into DNA

» Active in 5FU resistant cell lines

« Extensive first pass hepatic metabolism
by Thymidine Phosphorylase

* Combined with TPI (Thymidine

CHARLES HEIDELBERGER Phosphorylase Inhibitor, tipiracil)
+ Effective oral dosing, BID
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Global Randomized Phase lll study

RECOURSE: Refractory Colorectal Cancer Study
(NCT01607957)

[ TAS-102+BSC
(n=534)
35 mg/m? b.i.d. p.o.
d1-5, 8-12 g4wks Endpoints
2:1 Primary: OS
: Secondary: PFS, Safety,
Tolerability, TTF, ORR, DCR,

( Placebo + BSC DoR, Subgroup by KRAS (0S
(n=266) and PFS)

Metastatic colorectal cancer (mCRC)
« 2 or more prior regimens
* Refractory / Intolerable

fluoropyrimidine
irinotecan
oxaliplatin

bevacizumab

anti-EGFR if wild-type KRAS
« ECOG PS 0-1
« Age218
(target sample size: 800)

R
A
N
D
o}
M
|
4
A
T
I
o}
N

L d1-5, 8-12 gqdwks

Treatment continuation until progression, intolerant toxicity or patient refusal
Multicenter, randomized, double-blind, placebo-controlled, phase Il
— Stratification: KRAS status, time from diagnosis of metastatic disease,
geographical region
Sites: 13 countries, 114 sites
Enroliment: June 2012 to October 2013
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TAS102: RECOURSE

Combination of two agents:
- Trifluridine (FTD), a nucleoside analog activated by thymidine kinase
- Tipiracil hydrochloride (TPI), a thymidine phosphorylase ihibitor
which inhibits metabolism of
trifluridine; also has anti-

angiogenic properties via H =

L

| I
PDGF inhibition. ™ Ak

RECOURSE ftrial

- global phase III trial conducted in 13 countries at 114 centres

- mCRC refractory to all standard therapies (including EGFR-
targeting mAb for KRAS WT patients)

- Randomized 2:1 to TAS-102 (534 patients), 35 mg/m2 BID on
Days 1- 5 and 8-12 of each 28-day cycle, or placebo (266
patients)

- The primary endpoint was overall survival.

Mayer, NEJM 2015
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Overall Survival

TAS-102 Placebo
N=534 N=266

Events # (%) 364 (68) 210 (79)
HR (95% CI) 0.68 (0.58-0.81)
Stratified Log-rank test p<0.0001
Median OS, months 7.1 53
Median follow-up: 8.4 months

Alive at, %
6 months

12 months
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9 12
Months from Randomization
N at Risk:
TAS-102 534 137 64
Placebo 266 a7 24
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Time to ECOG PS=22

(Intent-to-treat population)

TAS-102 Placabo
N=534 M=266

Events # (%) 383 (72) 216 (81)
&0 HR (95% CI) 0.66 (0.56-0.78)

L]

70 Stratified Log-rank test p<0.0001
Median, months -9 | 4.0
50 caiyheaty By a1 -
54

40

3

-
W
a
: |
=
i
-
P
| =
g
7]
t
a
)
o
L
L
&
=
Fd

20

10

0

0 g 12
M &t Risk: Months frem Randomization

TAS-102 534 B4 28
Placebs 268 3 | n
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Key Subgroup Analysis of OS

# w=
Subgroup Favors TAS-102 = Favors Placebo HR ASachan (OS]

Events'N  [95%CI]  TAS-102:PBO

All Subjects 574 /800 0.68 [0.58, 0.81] 71:53

KRAS Status
Wild Type 393 0.58 [0.45, 0.74)
Mutant Type 0.80 [0.63, 1.02)

Geographic Region
Japan 0.75 [0.57, 1.00)
West (AU/EU/US) 347 | 0.64 [0.52, 0.80)

RO"aCtOfy to 5-FU when 3 y ' 0.75 10.59 0.96]
given as last therapy prior : -
to randomization®

0 ) 6 1.5 2

Hazard Ratio: TAS-102 versus Placebo (95% Cl)

"Not prespecified subgroup
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Mayer, NEJM 2015

TAS-102 RECOURSE: Toxicity

Evenl TAS-102 [N=533 Placebo [N=1265)
Ary Grade Grade =3 Any Grade Grade 23
Mausea 138 (48) 10 (2) 63 (24) 3(1)
Womiting 148 (28) 11 (2) 32 (14) 1(<1)
Decreasaed appetite 208 (39) 19 (4) 78 (19) 13 (3]
Fatigue 1B8 (35) 1 (4) 62 (23) 15 (&)
Diarrhea 170 (32) L& (3) 33 (12) 1(=1)
Abdominal pain 113 (21} 13 (2) 49 (18) 10 [4)
Fever 39 (19) 70 37 (14) 1(<1)
Asthenia 97 (18) 18 (3) 30 (11) 8 (3)
Events associated with fluoropyrimidine —
treatment — no. [96)
Febrile neutropenia 20 (4) 20 (4) 0 D
Stomatitis 43 (8) 2 (<) 17 (6) 0
Hand-foot syndrome 12 (2) ] & (2) ]
Cardiac ischemiat 2 (=1) L {=1) 1j=1) 1(=1)
Laboratory abnormalities — no_ftotal no.
(%)§
Meutropenia 333/578 (67) 100/575 (38) /263 [«1) 0
Leukopenia 407(528 (77) 113/528 (21) 12263 (5) 0
Anemia 404/528 (77) 96/528 (18) 877263 (33) &/263 (3)
Thrombocytopenia 223/528 (42) 27/523 (5) 21/263 (3) 1/263 [<1)




TAS-102 Toxicity

« Mainly Hematologic (Grade 3)

Grade 3 (%) Grade 4 (%)

Neutropenia | 27 | 11

* Minimal Non-hematologic toxicity



Table 1. Demographic and Baseline Characteristics of the Patients.

Charadteristic
Medan age [angs] —
Sec — o [%)
Female
ke
Race— mo. (W)T
‘White
Black
Orther
ECOG performance status — no. (36§
0
1
Cancer type — no. ()
Codan
Rectal
Ampaullary or cholangiocarcinoma
Endometrial
Srmall bowe
Gastric
Histologic grade — no. (%)
‘Well or moderately differentiated
Pocry differentiated
Oitheer
Stage N cancer — no. [%]
Liver metastases — no. %)
Madian time since initial diagnosis (rangs] — mo
Previgus therapies— no. (%)
1
2
k|
=
Detected germline mutation or known Lynch
syndrcme — na. (%)
Yes
Ma
Urikmawn
BRAF wild type — no. (%)
Yes
Ma
Urikmawn
KRAS wild typ=— no. [%)
Yes
Ma
Urikryzrenn

Mizmiatch
Repair—Deficient
Colorectal Cancer

[N=11]

46 [24-E3)

5 [45)
£ [35)

2 73)
1 {9
(18

]
11 [106)

5 a2z
1 [18)
]

o
1]
o

T (&)
4 [36)
]
1110
& [35)
31 [5-95)

]
37
I{Em
5 [45)

933
2(18)
]
873
]
37
£ [35)

5 [45)
o

Mizsmaich Mizmatch
Repair—Proficient Repaic Deficient
Colorectal Camcer Noncolorectal Cancer

(N=21] (N=8)
Bl (32-79) 57 (34-93)
B (3E) 4 [44)
13 (B2) 5 [56)
17 (81} & (&%)
3 (14) a
15} 1(11)
&(29) 22z}
1571} T [7%)

18 (BR) a
3 (14) a
Ha 4 [44)
Ha, 2 [ZZ)
M 2[22)
M, 111
18 (BB 4 [44)
3 (14) 1 (33)
0 2[22)
21 (104 9 [1a0)
11 {52} E[ET)
58 (27-193) 13 [2-105)
0 111
4(19) 5 [56)
5 () 111
12 (57) I (Iz)
0 4 [44)
21 {104 4 [44)
o 111
11 {52} 4 [44)
15} a
0 (43) 5 [56)
13 (B2) 4 [44)
B (3E) 1(11)
0 4 [44)

P Valuet
o2
072

(i1

a7

=099

0.3

=089
=089
oar
0E9

<0001

osd

* Ma denotes not applicable.

T P walues are for the comparison betwesn the cobort with mismatch repair-deficient colorectal cancer and the cobaort with mismaich repair—

proficient colorectal cancer.
T Race was selfreported.

§ Eastern Cooperative Oincology Group (ECOG) performance statws is a measure of a patient’s ability to perform activities of daily Iwing; wal-
ues range from O to 5, with higher scores indicating greater impairment.
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PD-1 BLOCKADE I[N MISMATCH-REPAIR DEFICIENCY

Table 2. Objective Responses According te RECIST Criteria.

Mismatch Mismatch Mismatch
Repair-Deficient Repair-Proficient Repair—Deficient
Colorectal Cancer Colorectal Cancer  Moncolorectal Cancer

Type of Response (M=10) (M=18) (N=7)
Complete response — no. (36 0 0 1 (14)*
Partial response — no. (3] 4 (5707
Stable disease at week 12 — no. (28

Progressive disease — no. (%) 1 (10) 11 (B1) 2(29)
Could not be evaluated — no. (36} 0 5 (28) 0
Objective response rate (95% CI) — % 40 (12-74) 0 (0-18) 71 (23-96)
Disease control rate (95% Cl) — % 90 (55-100) 11 (1-35) 71 (25-96)
Median duration of response — wk Mot reached MNAY Mot reached
Median time to response (range) — wk 25 (13-35) NAY 12 (10-13)

* The patient had a partial response at 12 weeks, which then became a complete response at 20 weeks.

1 One patient had a partial response at 12 weeks.

1 Patients could not be evaluated if they did not undergo a scan at 12 weeks because of clinical progression.

§ The rate of disease control was defined as the percentage of patients who had a complete response, parial response,
or stable disease for 12 weeks or more.

4 The median time to response was not applicable (MA) because no responses were observed among patients with mis-
match repair-proficient colorectal cancer.
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PD-1 blockade in mismatch repair deficient
colorectal cancer

Study Design

Colorectal Cancers Non-Colorectal Cancers

Cohort A Cohort B Cohort C
Deficient in Proficient in Deficient in
Mismatch Repair Mismatch Repair Mismatch Repair
(n=28) (n=25) (n=30)

« Anti-PD1 (pembrolizumab) — 10 mg/kg every 2 weeks

» Here they updated from the original 13 CRC Cohort A
patients reported at ASCO 2015/NEJM 2015
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PD-1 in MSI-H mCRC Le, ASCO 2016
Radiographic Response

LeChange from Baseline S5LD

125 -
100+
754
504
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=50 1 R
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— MMR-proficient CRC
- NMR-deficient CRC

n - -
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PD-1 in MSI-H mCRC Le, ASCO 2016
Best Radiographic Response

Bl MMR-proficient CRC
B MMR-deficient CRC

% Change from Baseline SLD
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PD-1 in MSI-H mCRC Le, ASCO 2016

Progression-free Survival

MMR-deficient (mPFS = not reached)
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MMR-proficient (mPFS = 2.3 mos)
u 1 | | | 1 | | | 1 1 | | 1
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Abstract Disclosures
Abstract:

Background: Evidence supports use of nivolumab (M) in M3-H mCRC. N, a fully human ant-FD-1 mAb and iplimumab (1), a humanized ant-CTLA-4 mAb, have favorable
safety & efficacy in other umors. CheckMate-142, a phase 2 study, evaluates N 2 | in pts with mCRC, MSHH and non-MSI-H. Methods: Pts had ECOG PS (-1, and
intolerance/progression on = 1 to MSI-H pis received M 3 mg/ka g2 wik (N3) or N 3 mafkg + 1 1 makg g3 wh (M3+11) x 4 doses followed by N3 uniil disease progression (FD) or
other discontinuation. Initial evaluation of M+l at 3 doses was completed in non-M3I-H pts. Primany endpoint was investigator-reported ORR by RECIST 1.1; other endpoints were
safety, 05, and PFS. Results: 33 (M3) and 26 (N3+1) MSHH pis, and 3 (N1+1), 10 (N1+13), and 10 (N3+1) non-MSI-H pts were enrolled. 82% (N3) and 92% (N3+11) of MSI-H
and 100% of non-MSI-H pis had = 2 prior regimens. 15% (N3) and 25% (N3+1) of MSIHH pts had known BRAF WVB00E. 17 (52%; N3) and 19 (73%; N3+1) MSI-H pts remain on
. Efficacy results are shown in the Table. In MSI-H pts, t-related adverse events (TRAEs) occumed in 26 (79%; N3) and 22 pts (85%; N3H1); most comman were diamhea and
fafigue (279 each; N3) and diamhea (45%; N3+H1). Grade 3—4 TRAES occurred in 7 (N3) and 2 pis (N3+1). One pton N3 had a Grade 5 TRAE (sudden death). In non-Wsi-H
pis median (25% CI) PFS was 1.4 mo (1.2-1.9; pooled N+). Conclusions: N and N+ were well tolerated in most pts and demonstrated encouraging chnical acfivity and survival
in MSFH mCRC. This study is ongoing. Clinical frial information: NCT02060188

MSIH: efficacy.
N3 N3+1
{n=33) (n=26)
ORR, n (%) 920 4(15)
CR 0 0
Confinned PR 9(27) 4(15)
sD 2(24) 17 (65)
FD 11(33) 312
Not determinedinot reported 5(15) 2(8)
Median duration of response (95% CI), mo NR (4.2-NE) NR (NE-NE)
Median PFS (95% Cl), mo 53(14-NE) MR (NE-NE)
4-mo PFS rate,» % 55 80
Median OS (85% CI), mo 16.3 (3.3-NE) NR (NE-NE)
5.mo OS rate,* % 75 100

NR, not reached; NE, not estimabie =By local screen *PFS Kaplan-Meier plot estimate, N3 = 1723 events, N3+1 = 426 events <PFS Kaplan-Meier plot estimate, N3 = 11133

events, N3+1 =026 events
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National

NCCN P
BTtctmass i Colon Cancer

Comprehensive  NCCN Guidelines Version 1.2017

were 78% (95% CI, 40-97), 11% (95% CI, 1-35), and 67% (95% ClI,
22-96), respectively. These results indicate that MSI is a predictive
marker for the effectiveness of pembrolizumab across tumaor types.
Furthermore, the median PFS and OS were not reached in the arm with
dMMR colorectal cancer and were 2.2 and 5.0 months, respectively, in
the MMRE-proficient colorectal cancer group (HE. for disease progression
or death, 0.10; 7 < .001).

Nivolumab is another humanized IgG4 PD-1 blocking antibody, with
FDA indications in melanoma and non-small cell lung cancer.’™
Nivolumab was studied with or without ipilimumab in patients with
metastatic colorectal cancer in a phase | trial.”™® The median PFS was
5.3 months (95% CI, 1.4—not estimable) in the MMR-deficient patients
who received nivolumab monotherapy, not reached in the MMR-
deficient patients who received nivolumab plus ipilimumab, and 1.4
months (95% Cl, 1.2-1.9) in the pooled MMR-proficient group.

Based on these data, the panel recommends pembrolizumab or
nivolumab as treatment options in patients with metastatic MMR-
deficient colorectal cancer in second- or third-line therapy. Patients
progressing on either of these drugs should not be offered the other.
Additional clinical trials are ongoing to confirm the benefit of these drugs
in this setting.

Cetuximab or Panitumumab vs. Be
The randomized, multicenter, phas
patients with KRAS wild-type tumo
line oxaliplatin-based therapy plus
bevacizumab or FOLFIRI plus pani
in the primary endpoint of PFS beh
panitumumab arm vs. 9.2 months |
95% CI, 0.68—-1.50; P = 97).

Workup and Management of Syt
O

The workup for patients in whom
adenocarcinoma from the large bo
is suspected should include a total
CEA determination, biopsy if indica
contrast of the chest, abdomen, an
contrast should be considered if C°
recommends tumor KRAS/NRAS ¢
metastatic disease and considerati
patients with KRAS/NRAS wild-typ
Role of KRAS, NRAS, and BRAF &

The panel strongly discourages the
staging, baseline imaging, or routir
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1. Basamak

2. Basamak

3. Basamak

4. Basamak

ESMO TEDAVIi REHBERI

A:Senaryo 1

Sitotoksik doublet!+

Bevasizumab

Sitotoksik doublet!+

Bevasizumab veya
Aflibercept3

irrinotekan veya
FOLFIRI+anti-EGFR
antikoru?

k4

Regorafenib

B:Senaryo 2

Sitotoksik doublet+

Bevasizumab

Sitotoksik
doubletl+anti-EGFR
antikoru?

Regorafenib

C:Senaryo 3

Sitotoksik
doubletl+anti-EGFR
antikoru?

Sitotoksik doublet!+

Bevasizumab veya
Aflibercept

Regorafenib

1. Sitotoksik doublet: fluoropirimidin + oksaliplatin veya irrinotekan; 2. Ras wild tip; 3. Yalnizca FOLFIRI ile kombinasyonda Aflibercept



