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GK RK L

Metastatik Renal H ¢ ¢ r Kafsinomda tedavi

antianjioenk ve hedefe y°neli k ted
kullanéma girmesi 11le ge-en
bel i rgin olarak 1T yilelmiltir

KKIi nci basamak hhtody@nunade VEGH
devam edilmesive mTORy ol ak éeénen

iInhibisyonuna g e - 1 | czerinde odakl e



GK RK L

Yakén zamana kadar 1 ki nci b &
onayl an mé laxitiail) &eneleslimus iken

2015 vyeéel endaheckpoonirmh ibbhirt ©r ¢
nivolumab , bir TKI olan cabozantinib ve

everolimus i | e k ombi n elenkatinibl,bim é | a n
bal ka TKI, kullanéma gir mes.i
se-enekleri -elitlenmiltir.
Tedavi se-1 mi ndleo-morbiditelan] er vy &
daha °nceki t edavi ve tedavi
gl bi bir-ok fakt°r¢ di kkate



Systemic Therapy in Renal Cell Carcinoma
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RCCODE SKSTEMKK TEDAVK
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2Motzer et al. Lancet. 2008;372:449-372. 4Motzer et al. ASCO-GU 2009. Abstract 278.




RECORD-1CALI L MASANAHASTA DAHK EDK LMK L T

Hastal arén saygéseée 277 139
Medyany a,yé(ar al é k 61 (27-85) 60 (29-79)
% MSKCC riski

lyiforta/k © t ¢ 29/56/14 28/57/15
VEGFR TKI tedavisi

Sunitinib 46 44

Sorafenib 28 30

Her ikisi 26 26
Dijer sistemik tedaviler

Kiterferon 50 50

Katerl®kin 2 22 24

Kemoterapi 13 16

Bevasizumab 9 10
MSKCC = Memorial Sloan Kettering Kanser Merkezi; VEGFR TKI = vask ¢ lerdotelialb ¢y ¢ me f a k‘g,
trozink i naz i.nhi bit?©°rg

1Escudier et al. Ann Oncol. 2008;19:viii45. Abstract 720.
2Motzer et al. ASCO-GU 2009. Abstract 278.




PROGRESYONSUZ SAKKALI M

1007 == I\/Iedyan_PFS
Everolimus: 4.90 mo
Plasebo: 1.87 mo
°Q__' 80 " HR = 0.33 (95% Cl 0.25, 0.43)
“— Log rankP R S € S Dl0O1
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EVEROLKMYSBN ETKKLER

Olaylar T¢m Der e Oeréce 3/4 DeIeéerlgr Derece 3/4
Stomatit 42 3/0 8 0/0
Asteni 22 2/0 9 <1/0
Yorgunluk 23 3/0 17 <1/0
Der i do ke¢nt ¢s¢ 28 1/0 5 0/0
Ks hal 21 1/0 4 0/0
Mi de bul ant ésé 18 <1/0 8 0/0
Mukoza enflamasyonu 17 1/0 1 0/0
Periferi k °dem 13 <1/0 4 0/0
Enfeksiyonlar (topl.) 13 2/2 2 0/0
_Dispn 10 210 3
Pn°® monit 14 4/0 0 0/0

IMotzer et al. ASCO-GU 2009. Abstract 278.




EVEROLKMUS RACGCGRDUC

PFSdbdeel i rgin iyilelme (te¢gm a
¥l ¢em ri skinde %70 azal ma ( HF
Major Kk at kese hastal ek sst32)bi | 1 :

ORRdidei | el me yok

OSoKHat késé& yok( -apraz ge-il
Performans skorundaki d¢l ¢l
(5.78 ay vs 3.84 ay)



FAz 3AXIS CALI L MAS
CALI L MASARIMI

—

Dahil edilme kriterleri

R Axitinib 5 mg BIDA
ABerrak he¢cre A (n = 361)
olan mRCC \
ARECI STo e D
o] - il ebi O
: : \Y '
AYnceki 1 s | Sorafenib 400 mg BID
birinci basamak (n = 362)
tedavinin bakg Z
ol duju hast al =
AECOG PS 0-1 Primer sonl ané&PFSnokt asé
Seconder sonl anée@S ORKYy ase&t , § ¢
ECOG PS gevenl il i k|, spesifiksenip@mliar, HRQOL t Je
ve °nceki tredavTvye

g°re stratifiye

fSunitinib, bevacizumab + IFN-U temsirolimus or a cytokine.
11Rini Bl et al. Lancet. 2011;378:1931-9. AOption for dose titration to 7 mg then 10 mg BID if tolerated.




FAz 3AXIS CALI L MASI

o 723 hasta dabhil
361 axitinib e randomize edildi

362 sorafenibe randomize

edildi aey O™ Sunitinib

° Ort ancablyall

o ¥nceki :tedavi
54% sunitinib
35% sitokin

8% bevacizumab
3% temsirolimus

Sitokinler

12Rini Bl et al. Lancet. 2011;378:1931-9.




AXIS: PFS

1.0 - mPFS, ay 95% ClI
v 09 - Axitinib 6.7 6.31 8.6
@ Sorafenib 4.7 4.615.6
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Rini Bl et al. Lancet. 2011;378:1931-9.



AXIS: HASTALARIN O 2 0&%& N DMEYDANA
GELEN A ELBR

Axitinib , % (n = 359) Sorafenib, % (n = 355)
de-:egelrgr Derece 3/4 T¢m der Oerexe 3/4
Ks hal 55 11 53 7
Hipert ansiyon 40 16 29 11
Yorgunluk 39 11 32 5
kl tah Azal 34 5 29 4
Bul ant é 32 3 22 1
Disfoni 31 0 14 0
El-ayak sendromu 27 5 51 16
Kilo azalm 25 2 21 1
Kusma 24 3 17 1
Asteni 21 5 14 3
Kabezl ek 20 1 20 1
D% k¢gnt ¢ 13 <1 32 4
Al e P A A A



AXI TI NI'B AXI S SONUC

ORROayrit t €ér de
OSodeil el me yok

Sorafenibe g © P Sdbdeel i rgi n i yil el me
perf ormans skor u, MSKCC ri sk
g°re yvapeéelan analizlerde t ¢r
PFSOgdeet i ri daha ©°nce al enan

|l ncel endi ki ndesitokirs alanldrdah a ©° n c ¢
y ¢ kK s e k sunitknib ralanlarda daha az.




CHECK M ATE -025:
DAHA ¥ NCE EDAVKDK L MMR C € GHASTALARDA
NKVOLUMBSBEVEROLKMUS

Met astati c RCC%_

antiangiogenic therapies and

O 3 total pridr systemic
regimens
(N = 821)

> Primary endpoint: OS
> Secondary endpoints: PFS, ORR, OR duration, Safety




CHECK MATE-025: PFS

80
70 -

Nivolumab 4.6 (3.7-5.4) 318

60 = Everolimus 4.4 (3.7-5.5) 322
50 o

1.03); P =0.1135

PFS (%)
D
o

PFS far kE vy
20 - Erken yaneEt

e

. YanEt oranEnd
YanEt dayanEk]|

27 30
Pts at Risk, n
Nivolumab 410 2 4 0

Everolimus 411 227 129 97 61 47 25 16 3 0 0

95% CI: 10.9-14.7) (HR: 0.64; 95% CI: 0.47 -0.88) by a sensitivity analysis in pts

©  Median PFS was 15.6 mos (nivolumab, 95% CI: 11.8 -19.6) vs 11.7 mos (everoliwrr/b
had not progressed or died at 6 mos




CHECK MATE-025: OS
100 e ~ Median0S, Mos (95%Cl)

90 - . - : Nivolumab (n = 410) 25.0 (21.8-NE)

.‘-_ Everolimus (n =411 19.6 (17.6-23.1
20 - . _ ( ) ( )

HR: 0.73 (98.5% CI: 0.57 -0.93; P = .0018)

70 -

"Sak kal Em farkE yaneEt

0S (%)

grubundaki yanEtl ar E

Everolimus grubunda (beklenenden)

sakkal-Bonkl aurz un A

Mos
Pts at Risk, n

Nivolumab 410 389 359 337 305 275 213 139 73 29 3
Everolimus 411 366 324 287 265 241 187 115 61 20 2




CHECK MATE-025: EXPLORATORY ANALYSIS OF
OS BY SUBGROUP

Subgroup NivorI#l\rlnab, Everr?llli\lmus,
Overall 183/410 215/411 ——
MSKCC
Favorable 45/145 52/148 ¢
Intermediate 101/201 116/203 ¢
Poor 37/64 47/60 @
Prior antiangiogenic regimens
1 128/294 158/297 —
2 55/116 57/114 0
Region
US/Canada 66/174 87/172 . —
Western Europe 78/140 84/141 ¢
Rest of the world 39/96 44/98 ¢
Age, yrs
<65 111/257 118/240 o
O 65 to < 75 53/119 77/131 . —
O 75 19/34 20/40
Sex
Female 48/95 56/107 *
Male 135/315 159/304 —_—
1 || || rrrihri 19
0.25 05 0751 15 2.25

<+— [avors nivolumab =i



CHECK MATE-025: OS BY PD-L1 E XPRESSION

PD-L1 O 1%
(n = 181/756, 24%)

PD-L1<1%
(n = 575/756, 76%)

100 100
Nivolumab 21.8 (16.5-28.1) Nivolumab 27.4 (21.4-NE)
80 4 HR: 0.78 80 - HR:0.76
; 0 . - " 0 . -
204 3 (95% CI: 0.53-1.16) 70 (95% CI: 0.60-0.97)
60 e 60 - |
s ° @, Nivoluma Nivolumab
‘U')’ 50 = ) 50 =
o . .
40 = Everolimus Lm 40 = Everolimus
30+ 30
-0
20 = 20 =
10+ 10 =
0 ] ] ] ] ] ] ] ] ] ] 1 0 ] ] ] ] ] ] ] ] ] ] 1
0O 3 6 9 12 15 18 21 24 27 30 33 0O 3 6 9 12 15 18 21 24 27 30 33
Mos Mos
Pts at Risk, n
Nivolumab 94 8 79 73 66 58 45 31 18 4 1 0 276 265 245 233 210 189 145 94 48 22 i) 0
Everolimus 97 77 68 59 52 47 40 19 9 4 1 0 200 267 238 214 200 192 137 92 51 16 0



CHECKMATE -025 SONUC¢

Nivolumab everolimusa g ° mertalite riskinde
%2701 1 k bir d¢;O30Rkeagnyane ser
Il yil el me sakl ade

OS avantaje t¢gm ri sk
en fazla k°t¢ risk gr
gzl end]

PFS a-esendan 1 ki ajan ar ase

75 yval ¢zeri hastalarda il a-

grupl a
ubunda

21



METEOR ¢ ALI LM@A ZAYNI

Cabozantinib

p 60 mg gqd PO

Advanced RCC (N=658)

AClear cell component
AProgression within 6 months of prior

Stratification
A MSKCC? risk groups:

VEGFR TKI 1:1 favorable, intermediate, poor
ANo Ilm!t to the number of prior APrior VEGER TK
therapies

APD-1 checkpoint inhibitors allowed

ATreated brain metastases allowed
\_

Everolimus

10 mg qd PO

1 Motzer R et al, J Clin Oncol, 2004




KSTATKKPKIZAYN
Primary endpoint: PFS by IRC

PFS: 259 events among first 375 enrolled patients
Hypothesized hazard ratio: 0.667

Secondary endpoints: OS, and ORR by IRC

OS: 408 events among 650 planned patients
Hypothesized hazard ratio: 0.75

Advanced R
RCC
\ )
PFS Population
N = First 375
randomized

1dependent radiology review committee; ORR, objective  responserate; OS, overall survival; PFS, progression -free survival



1.05

0.8-

0.6-

0.4-

0.2

0.0

658 HASTADA PFS VE YANIT ORANLARI

Progression-Free Survival per IRC!

Median

=~ Cabozantinib (N=330) 7.4 mo
=~ Everolimus (N=328) 3.9 mo

HR 0.51 (95% Cl 0.41-0.62),
p<0.0001

Cabozantinib Everolimus

3 6 9 12 15 18
Months

(N=330), % (N=328), %
ORR per IRC (95% CI) 17 (13, 22) 3 (2, 6)
Stable disease 65 62
Progressive disease 12 27
Unable to determine 5 8
glng per Investigator (95% 24 (19, 29) 4(2,7)
Stable disease 63 63
Progressive disease 9 27
Unable to determine 4 7

Cut-off for PFS and ORR: May 22, 2015

1Escudier B et al, J Clin Oncol, 2016; 34(suppl 2S): Abstr 499, 2 Confirmed responses per RECIST version 1.1. All responses were partial responses.




OVERALL SURVIVAL

1.0~ Median OS  No. of
B mo (95% CIl) Deaths
g 35 + Cabozantinib (N=330) 21.4 (18.7-NE) 140
A + Everolimus (N=328) 16.5(14.7-18.8) 180
IS
£ 0.6-
>
O HHHHH H—
©
> 0.4-
%
€ %21 Hazard ratio 0.66 (95% CI 0.53  -0.83), P=0.0003
o NE, Not estimable
0-0 1 ] 1 | | 1 | 1 ] 1 1
0 3 6 9 12 15 18 21 24 27 30
Months Cut-off
Dec 31
2015
No. at Risk
Cabozantinib 330 318 296 264 239 178 105 41 6 3 0
Everolimus 328 307 262 229 202 141 82 32 8 1 0




METEOR CABOZANTKNKB SON

Cabozantinb yal , daha °nceki teda
nefrektomi ol up ol mamase, MSKCC r
temor yeéeke ve metastaz sayes
grup anali zl erinde OS ve PEFS
koymul t ur

Kemi k metastaze ol an hastal @
fayda a-eséndan en (&S9.da del
vs 12.1 ay, PFS 7.4 vs 2.7 ay)

26



L ENVATINIB NEVEROLIMUS IN MRCC:
RANDOMIZED , OPEN-LABEL PHASE Il S TuDY

Stratified by hemoglobin (low vs
normal) and corrected serum calcium
(O vs < 10

Measurable metastatic or /

advanced RCC;
following progression _—
O 9 mos after 1

Treated until PD or
unacceptable toxicity

VEGF therapy
(N = 153) \

Primary endpoint: PFS with lenvatinib ~ Neverolimus vs everolimus alone

Secondary endpoints: PFS with combination vs lenvatinib alone, ORR, O
safety/tolerability

o

o




LENVATINIB N EVEROLIMUS
ETKkNL K K

Median PFS, 14.6 7.4 5.5
MOS HR: 0.40; P < .001 HR: 0.61; P =.048
VS everolimus VS everolimus
43 27
P <.001 vs everolimus P =.007 vs everolimus
Median OS,* mos 25.5 19.1 15.4
HR: 0.51; P =.024 HR: 0.68; P =.118
VS everolimus Vs everolimus

*Updated analysis.
28



LENVATKNKB+EVEROLKMUS | &

OS anali zi Kombi nasyon kol ur
| ehi ne ekili m ortaya koyar ke
sonuca varel amade

Rege¢l at®°r kurum tarafendan |
bakemsez radyoloji k dekerl er
kombi nasyon | ehine g°zl enen
korunurken t ek kol | ar fakortadare nd a Kk |

kal kt é
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BASAMAK TEDAVK

RECORD1- al il malk & s d a Bad @&verolimus ile 3.basamak ve

k&2 | anél mélt ér

RECORD1sonu-1laré kabul edi |l ei bl
3. basamak ve

eri nin

I nhi bi t©o°r|
[ tir

g°ster.mi

(

mTOR
fifth -line

mTOR

sec_:ond -
line

1. Zustovich et al. Crit Rev Oncol Hematol

2012; 2. Motzer et al. Cancer 2010
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Network®

Comprehensive  NCCN Guidelines Version 2.2019

MCCN Guide
Table «

RELAPSE OR STAGE IV: FIRST-LINE THERAPY FOR CLEAR CELL HISTOLOGY

Preferred regimens Other recommended regimens Useful under certain circumstances
] * Pazopanib (category 1) * I[pilimumab + nivolumab » Active surveillance¥
Favorable risk! » Sunitinib (category 1) » Cabozantinib (category 2B) * Axitinib (category 2B)
* Bevacizumab + interferon alfa-2b
(category 1)
+ High-dose IL-2!
+ |pilimumab + nivolumab * Pazopanib [category 1) « Axitinib (category 2B)
Poor/ | (category 1) » Sunitinib (category 1) * Bevacizumab + interferon alfa-2b
intermediate risk! |« Cabozantinib (category 1)
» High-dose IL-2!
» Temsirolimus (category 1)™M

RELAPSE OR STAGE IV: SUBSEQUENT THERAPY FOR CLEAR CELL HISTOLOGY"

* Sunitinib

Preferred regimens Other recommended regimens Useful under certain circumstances
"+ Cabozantinib (category * Axitinib (category 1) * Bevacizumab (category 2B)
* Nivolumab (category 1) * Lenvatinib + everolimus (category 1) - Sorafenib (category 2B)
* Ipilimumab + nivoluma * Everolimus * High-dose IL-2 for selected patients'
* Pazopanib (category 28)

« Temsirolimus (category 2B)™

iSee Risk Models to Direct Treatment (IMDC criteria) (KID-C).

kRini BI, Dorff TB, Elson P, et al. Active surveillance in metastatic renal-cell carcinoma: a prospective, phase 2 trial. Lancet Oncol 2016;17:1317-1324.

IPatients with excellent performance status and normal organ function.

MSee Risk Models to Direct Treatment (Predictors of Short Survival Used to Select Patients for Temsirolimus) (KID-C).
Mn clear cell and non-clear cell RCC with predominant sarcomatoid features, gemcitabine + doxorubicin (category 2B) and gemcitabine + sunitinib (category

shown benefit.



TEDAVK SEEWBROLK MUS

Muhtemelen daha sonraki basamaklara kayacak
g ° z ¢ k eerolidnas ikinci basamak tedavide
halen bir yere sahiptir

Everolimus T K | @oleré edemeyen ya darefrakter
hastalarla nivolumab I -1 n uygun ol maya
hastalarda tercih edilmelidir

Mol ek ¢l er eeemlanusdanlfeary da g°r ec

hastal arée belirleyecek mut a:c
ortaya koyabilir
Everoimus ayr eca diyaliz hastal a

kul l anél abi |l ir



TEDAVK SEAXKMKK NK B

Sitokin veya sunitinib al an
PFS farke g°
n

hastal ar ar a
Zz °n¢gne al endeke
hast a

tedavi axitinib i1 - | se- 1 mi a - ¢
neml 1 dir

Yan et ki pTHKF oilelenzdriolkaala
balta dermatoloji k yan etki |
toksik yan et kil er daha d¢l ¢k Db

t ol e rsarafemieden daha iyidir

Axitinibo di ker tedavi se-enekl er.i
bell i vyan etkiler a-esendan
ol an hastal ar wwegnastik® zel | 1 kl e
°zel l 1 kl er e s ahsitpkinle tedagi d a h a
edilenler 1 -in uygun bir {se-




TEDAVK SENKWBL UMAB

Nivolumab - oku hastada 1 -1 n 1 kin
tedavide tercih edil ecek aj &
PFS faydasénén ol mayél é dahe:
ama everolmusa kar |l ¢ ortaya koyduk!
OS farke onu tercih sebebi

Daha 9Kt @lere edemeyen hastalarda

tercih edilmeli

PDL inhibisyonuna g e - i |  Vrhiligydhuna

karl e yeniden duyarl el ek sal
Nivolumab 6 5 vy al aprogrostk k2 e k1 i k1 e
olanverenal f onksi yon bozukl|l ukamo
diyalize giren hastalarda tercih edilmelidir



TEDAVK SECABMAKANTKNKB

Cabozantinib RCC hast al arenen gene
basamakta tercih edilmelidir

Everolimusa kar |l & her ¢- sonl aném
da ¢stenl ¢k gestermiltir (O
Cabozantinib t . m°r vyv¢ k¢ fazla ol an
metastazé ol an hastalarda,
°nce bir CPI | |l e tedavi edi |

edilmelidir

35



TEDAVK S EICEKNMKEA

¢cal 8l mal ar ar aREQ@E@en uzun

olander (faz 1|1 1)

¢al &l mané&n sonu-1laré& kombi ne

semptomatik hast al eke ol an k%t ¢ r |

hastalar, hezl e hastal ek kor

tem°r vyvekene sahinpduol anl ar
I

metast azé anlvabdbdhy ( PFS 14.

Kkul |l anémén dest ekl emekt edi

r
Tolerabilitenin sor un ol acakf@l d¢l ¢ngl
hastal arda kull anéel mamal eéder

n
0
e

u



TEDAVEKE¢CKk ML GORK T MASI

Characteristics Everolimus Axitinib Mivol 1] Cab tinilb Lenvatinib -+ everolimus
Prior therapy
VEGF TKI

Anti-PD-1/PD-L1
Patient/disease characteristics

Age <65 years

Age =65 years

Age =75 years

Renal impairment
Dialysis

Hepatic impairment
Severs

Cost effectiveness (MICE)
Cost effectiveness E"

Key to recommendations: I preferred first option; ] preferred second option; ] option{s) after preferred therapi 3 suby
option{s); T no data available; BT should be used with caution.
S, ™ -y A suidrb A B




TEDAVK
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