AAYOPLOUOC AVTIUETWTILONG
KOPKLVOU VEPPOU

A. MINMAMIAL

AN. KAOHIHTHX MAN. A©HNQN
OEPANEYTIKH KAINIKH

'NA AAEZANAPA



- E

AIXIUES omv [[TaBoAoyia

01-02 ANPIAIOY 2016

AnAwvw OTL  £xw Sev £xw
[ ]

(MPOCWTIKA 1 W HEAOG EPYUOLOKIC/EPEVVNTIKIIG OUASACQ) 1 HEAOG TNG OLKOYEVELRG JOU OTIOLOSHTIOTE
OIKOVOUIKO 1] dAAou €iSoug opeAoc* attd TIC ETALPEIEC/ETIYEIPITELS TIOU SIOPpYAVWVOUV /XpNUAToS0TOUV
TNV QVw eKGNAWON KATA T SLAPKELD TWV TEAELTALWVY 4 ETWV.

Meprypatpn opiloug ‘ETog Awakomng opéAoug

£PEVVOG 2016

aupfouvAsuTikn 2016

EKTIOUOEVTIKN 2015

Xopnyoi: ABBVIE, AMGEN, ASTELLAS, ASTRAZENECA, BAYER, BOEHRINGER INGELHEIM, DEMO,
ENOPAZIZ, GENESIS PHARMA, GILEAD, JANSSEN, LEO, LILLY, MAVROGENIS COLOPLAST, MENARINI,
MERCK, MSD, NOVARTIS, PFIZER, ROCHE, SANOFI GENZYME

Q)¢ olkoVopIKO 1 GAAov eldoug Opelog opileTat

v OmoladnimoTe TANPWUN Y TNV TPAYUATOTIONoN Epyaciag 1 €peuvag ) eKTTaideVONg KATA TN
SlapKela Twv TeEAeLTAlWY 4 ETWV ATO TNV ETIXEPNON / ORAO ETUXEPTICEWY TIOU XPNHATOOOTEL
TN CUYKEKPLEVN ekdNAwon, kaBwg Kot
Omnoladrmote vtaAAnALKn, cupPouvAsuTikn 1} SlevBLVVTIKNA 1) AAAN B€an Ta TeAsvTaia 4 xpovia n
glval Twpa VTIO dlAMPOYUATEVAN — ETIL TTANPWHN 1) OXL — OTNV EMIXEIPNON / OO ETILXEIPHOEWV
IOV XPNHATOSOTEL TNV CUYKEKPLPEVN EKONAWON.




AVTILETWTTION KAPKIVOL VEPOOL

TotTikn VOOOC  METAOTATIKN VOO OC

» T1-4NOMO > N+
> M]






AVTIUETOTTIONG PAlAC VEPOOUL
» KAIVIKO oTtabio Tl

» Survelllance

» Non surgical procedures
»RFA
» Cryoablation

» Surgical procedures
» Partial nephrectomy
» Open
» Laparoscopic
lgelelijfe]gle]
» Robotic



AVTIUETWOTTIONG PAlAc VEPOOUL
» KAIVIKO oT1a610 T2
» Radical nephrectomy
» Parfial nephrectomy

» KAIVIKO oTadio T3-4
»Radical nephrectomy
» Removal of thrombus

» No routine LND

» No adrenalectomy

» No adjuvant

» Neoadjuvant-Downsizing



OePATIEIA TV A0BEVQYV UE
UETAOTATIKO KAPKIVO VEPOOUL

> XEIOOLPYIKN AVTIMETTTIONS
» YOOTNUATIKN BEPATTEIO?



Watchful waiting

» Slow progression
»Selection criteria undefined



CN-Prognosftic features

Nephrectomy No-nephrectomy P
n G | P n G | P
Choueiri | 201 | 12% | 58% | 30% | 113 | 1% | 37% | 62%
Bamias | 186 | 24% | 56% | 20% | 36 9% | 48% | 43% | 0.027
Heng 935 | 9% | 63% | 28% | 676 | 1% | 45% | 54% | <0.0001




CN-ATTOTEAEOUATO

Nephrectomy No-nephrectomy HR P
n OS n ON
Choueiri | 201 19.8 113 9.4 0.68 0.04
Bamias 186 24.9 36 9.0 0.54 <0.001
Aev avayvwpiodnke KATTOIA OPAdA PE NEYAAUTEPO OPEANOC ATTO TNV
VEPPEKTOMUN
935 20.6 676 9.5 0.60 <0.0001

Heng




METAOTAOEKTOUN

» APXIKN BepaTTeia

» [a emmtevén MY

> Y& SIAPOPETIKN AVTATTOKOION

» [1OETTEl VO ETTISICKETAI

» KaAOTEON N XEIPOLPYIKN EvavTl TS AKO
» ATTOLOIA KPITNPIWY ETTIAOYNC

» OxI pseudo-adjuvant
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VEGF Signaling Pathway Inhibitors:
Approved and Investigational Agents

0 0
0l VEGF [0
0 0
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Activated T cell Exhausted T cell Effector T cell
Immune Response Immune Response
T Proliferation

Cytokines
(IFN-y)

CD80, 'coza HH MHC Peptide || TCR | PO-LY { PD-1

/\ cD86 ® Antigen | | | J




Immunosuppressive tumor microenvironment

MHC +
tumor

anﬁgen\

Tumor cell Inhibited

or T cell
Dendritic cell

Nivolumab

PD-L1 expression PD-1 expression on TI
provides impairs
immune escape T cell functio

PD-1, programmed death-1; PD-L1, programmed death ligand-1.

Gabrilovich D, et al. Nat Med. 1996;2:1096-103; Gabrilovich D, et al. Nat Rev Immunol. 2009;9:162-74; Bronte V, et al. | Immunother. 2001;24:431-
46; Finke JH, et al. Clin Cancer Res. 2008;14:6674-82; Ko JS, et al. Clin Cancer Res. 2009;15:2148-57; Thompson RH, et al. Clin Cancer Res.
2007;13:1757-61; Thompson RH, et al. Proc Natl Acad Sci U S A. 2004;101:17174-9.



RECORD-3: PFS results

Non-inferiority of PFS for 15t line everolimus compared with sunitinib was not
achieved in this randomized phase Il trial of mMRCC patients

RECORD-3 Everolimus 1stline Sunitinib 1stline
(n=238) (n=233)

Median PFS 7.9 months 10.7 months
(95% CI) (5.6-8.2) (8.2-11.5)

HR 1.43
(95%CI) (1.15-1.77)

RECORD-3 EVE—-SUN SUN—EVE

Median OS 22.4 months 32.0 months
(95% CI) (17.9-NA) (20.5-NA)

HR 1.24

(95%Cl) (0.94-1.64)




Table 1. Vancouver RCC classification

Clear-cell renal cell carcinoma

Multi-locular clear-cell renal cell neoplasm of low malignant
potential
Papillary renal cell carcinoma

Number of Risk group Median 2-year OS5
risk factors overall (%)
survival

(08),
months
Favourable 43

Intermediate 27
Poor 8.8

Reprinted from the American Journal of Surgical Pathology [2].
Copyright © 2013, with permission from Lippincott Williams and
Wilkins/Wolters Kluwer Health.




Current guidelines

Guidelines

CC

Favourable-

Intermediate
Sunitinib (1b,A)

Pazopanib (1b,A)
BEV+IFN (1b,A)

EAU

Sunitinib (1,A)
Pazopanib (1,A)
BEV-+IFN (1,A)
Sorafenib (2,B)
BEV-+LD IFN (3,A)
HD IL2 (3,C)

ESMO

Sunitinib (1)
Temsirolimus (2B)
BEV + IFN (1)
Pazopanib (1)
HD IL-2 (2B)
Axitinib (2B)
Sorafenib (2B)
Clinical trial (2B)

NCCN

15t-line

Poor

Temsirolimus (1b,A)
Sunitinib (1b,A)
Pazopanib (1b,A)

Temsirolimus (2,A)

Sunitinib (2,B)
Sorafenib (3,B)

Sunitinib (1)
Temsirolimus (1)
BEV + IFN (1)
Pazopanib (1)
HD IL-2 (2B)
Axitinib (2B)
Sorafenib (2B)
Clinical trial (2B)

Treatment
2m-line 3-line
Post cytokines Post anti-VEGF Post Any prior Post anti- Post
therapy temsirolimus therapy VEGF therapy  everolimus
NCC CC NCC Any histotype
Any risk Any risk Any risk
Sunitinib (2a) Sorafenib (1b) Axitinib (2a,A) Any targeted  Any targeted Everolimus Sorafenib
Temsirolimus (2b) Axitinib (2a) Everolimus (2a,A) agent agent (4) (2a) (1b)
Everolimus (2b) Pazopanib (2a) Sorafenib (2a)

Temsirolimus (3,B) Sorafenib (1,A) Axitinib (1,B) Everolimus Sorafenib
Sunitinib (3,B) Axitinib (1,A) Everolimus (2,A) (2,A) (2,B)
Sorafenib (3,B) Pazopanib (2,A) Sorafenib (2,A) Other TKI

Sunitinib (3,A) (4,B)
Rechallenge
(4,8)

Temsirolimus (2A)* Axitinib (1)
Temsirolimus (1)* Sorafenib (1)
Sorafenib (2B) Sunitinib (1)

Pazopanib (1)
Temsirolimus

Sunitinib (2B)
Pazopanib (2B)

Axitinib (2B) (2B)
Everolimus (2B) BEV (2B)
BEV (2B)
Erlotinib (2B)

Clinical trial (2B)

Everolimus (1)
Axitinib (1)
Sorafenib (2B)
Sunitinib (2B)
Pazopanib (2B)
Temsirolimus
(2B)

BEV (2B)
Clinical trial (2B)
HD IL-2 (2B)
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MTORI in 15-line

TEM EVE
2% <1%
0.8% 6.4%
3.5% 4.4%



Conditional survival of patients with metastatic renal-cell > J"k
carcinoma treated with VEGF-targeted therapy:
a population-based study

Lauren CHarshman, Wanling Xie, Georg A Bjarnasen, Jennifer | Knox, Mary MacKenzie, LoriWood, Sandy Srinivas, Ulka N Vaishampayan,
Min-HanTan, Sun-Young Rha, Frede Donskov, Neeraj Agarwal, Christian Kollmannsberger, Scott North, Brian| Rini, Daniel ¥ C Heng*, Toni K Choueiri*

—— Favourable
— Intermediate
—— Poor

Probability of living 2 more years |

12

MNumber of patients
24 6 48 quun__ible 2
. R Intermediate 77
Months since 12-month treatment period Poor 4

www thelancet.com/oncology  Published online August 7, 2012




ASPEN: Everolimus Vs Sunitinib in Non-Clear Cell RCC o

g . CLINICAL CARE OPTIONS®
clinicaloptions.com/oncology ONCOLOGY

ASPEN: Everolimus vs Sunitinib In
NCRCC

Stratified by histology (papillary vs
chromophobe vs unclassified),
MSKCC risk group

Everolimus 10 mg QD

daily in 6-wk cycles

Untreated pts with (n = 57)
metastatic NCRCC,
KPS = 60
(N = 108) \ Sunitinib 50 mg QD
Days 1-28 in 6-wk cycles

(n=51)

= Primary endpoint: radiographic PFS

= Secondary endpoints: OS; PFS at 6, 12, 24 mos; ORR; CBR; time to
metastasis; QoL

Armstrong AJ, et al. ASCO 2015. Abstract 4507.



ASPEN: Everolimus Vs Sunitinib in Non-Clear Cell RCC o

clinicaloptions.com/oncology

CLINICAL CARE OPTIONS®
ONCOLOGY

ASPEN: Progression-Free Survival

1.07

0.8+

0.6

0.4-

Probability of PFS

0.2+

— Sunitinib, median PFS 8.3 mos
—Everolimus, median PFS 5.6 mos

Stratified log-rank HR 1.41, P = .16
< 0.20 boundary P value

Pts at Risk, n

Sunitinib 51
Everolimus 57

§) 12 18 24 30 36

Mos
26 17 10 8 4 1
21 8 4 3 2 1

Median OS: sunitinib vs everolimus: 32 (95% CI: 15-NR) vs 13 mos (95% CI:

10-38) (HR: 1.12; P = .60)

Armstrong AJ, et al. ASCO 2015. Abstract 4507. Reprinted with permission.



PFS In First-Line

2d Interim Analysis (11/2013) Final Analysis (05/2014)

o
o Sunitinib (Events 25/33) = Sunitinib (Events 25/33)
— Everolimus (Events 26/35) Everolimus (Events 26/35)
0
0 S T
= Sunitinib Median (95% CI)= zulnmsb Eﬂ}eg'ag i)95 % CI)=
6.1 mos (4.7, 10.8) _B‘ : e
ey Everolimus Median (95% CI)= = o Evfﬁi?u(szgeciignls)(%"/o Ch)=
= o 4.1 mos (2.7, 7.4) Q S : s
QO = (0]
© ° Q
t= S
o o
o =
< o
o
o
~ o
(@)
Stratified logrank P-value = 0.25 o Stratified logrank P-value = 0.6
o
0 5 10 15 20 0 5 10 15 20 25
Time (months) Time (months)

ASCO

PRESENTED AT: \' ANNUAL
50 MEETING
SCIENCE & SOCIETY




PFS In Second-line

Probability
0.4

1.0

0.8

0.6

0.2

Sunitinib (Events 17/20); Median (95% Cl): 1.8 mos ( 1.4, 10.6)
—Everolimus (Events 16/24); Median (95% Cl): 2.8 mos (1.4, NA)

Stratified logrank P-value = 0.6

> 10 15 20 ASCO

Time (month S) PRESENTED AT: () ANNUAL

MEETING

SCIENCE & SOCIETY




Overall Survival

Second Interim Analysis 11/2013 Final Analysis 05/2014
o
o s — Sunitinib (Events 17/33)
— Sunitinib (Events 8/33) Everolimus (Events 22/35)
Everolimus (Event 19/35)
Sunitinib Median (95% o Sunitinib Median (95%
o CI): NA (14.6, NA) o CI): 16.2 mos (14.2, NA)
© Everolimus Median (95% Everolimus Median (95%
CI): 10.5 mos (7.4, NA) 3 CI): 14.9 mos (8.0, 23.4)
= = ©
= a -
c © Q
Q o
o o
a N
< (@]
o
o
N o
o
Stratified logrank P-value = 0.01 o Stratified logrank P-value = 0.18
o

0 10 20 30 40

0 10 — 20 —30 —40 — ASCO

Time (months)

Time (months) S 50 ittinG

SCIENCE & SOCIETY




Proportion Progression-Free

Primary Endpoint: Progression-free Survival
(independent review)

1.0+

N | Median PFS (95% CI)

Pazopanib 557 8.4 mo (8.3, 10.9)

=
(o]
1

Sunitinib 553 9.5mo (8.3, 11.1)
HR (95% CIl) =1.047 (0.898,1.220)

=
o
]

=
i =Y
1

-
.

=)
N
]

— Pazopanib
— Sunitinib

0.0

0 4 8 12 16 20 24 28 32 36 40

Months
Number at risk
557 361 245 136 105 61 46 19 13 1
553 351 249 147 111 69 48 18 10 3



PISCES: Patient Preference Between

Pazopanib and Sunitinib

Patient
preference
of further
treatment

Double-blind phase



Relative Risk in Adverse Events

AE occurrence 210% in either arm; 95% CI for RR does not cross 1

Hair color change
Weight decreased
Serum ALT increased
Alopecia

Upper abdominal pain
Serum AST increased
Fatigue

Rash

Pain in extremity
Constipation

Taste Alteration

LDH increased
Serum creatinine increased
Peripheral edema
Hand-foot syndrome
Dyspepsia

Pyrexia

Leukopenia
Hypothyroidism
Epistaxis

Serum TSH increased
Mucositis
Neutropenia

Anemia
Thrombocytopenia

]

|—.—|
——
[

.
——

—-
|—.—|

0.1 Favors pazopanib

L Favors sunitinib

10
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RECORD-1: PFS and OS results

PFS*

HR=0.33
(95% ClI: 0.25-0.43)

Median PFS

Placebo: 1.87 months
Log-rank p-value <0.001

= Everolimus
(n=277)

—Placebo —
(n=139)

Everolimus: 4.90 months

Probability (%)

0 2 4 6 8 10 12 14

Months

*Central radiology review

= Everolimus
(n=277)

—Placebo
(n=139)

O
HR=0.87
(95% ClI: 0.65-1.17)

Median OS
Everolimus: 14.78 months
Placebo: 14.39 months

Log-rank p-value = 0.177

T 1
0O 2 4 6 8

10 12 14 16 18 20 22 24
Months

Motzer R, et al. Cancer 2010




AXIS: Axitinib significantly prolonged PFS vs sorafenib

1.0 n MPFS, months 95% ClI
0.9- — Axitinib 361 6.8 6.4-8.3
0.8 —— Sorafenib 362 4.7 4.6-6.3
> 0.7 p<0.0001 (log-rank)
I?:: 0.6+ Stratifieq HR=0.67
© (95% CI: 0.56-0.81)
O
o 0.57
o
~ 0.4-
0
o 0.37
0.2
0.14 o—o
OO 1 1 1 1 1 1 1 1 1 1 1 1 1

1
O 2 4 6 8 10 12 14 16 18 20 22 24 26 2
Time (months)

Updated data cut-off requested for SmPC June 03, 2011

Axitinib Summary of Product Characteristics, 2012



Overall survival

Median OS, months (95% CI)

Nivolumab 25.0 (21.8-NE) &

Overall Survival (Probability)

0 3 6 9 12 15 18 21 24 27 30 33

No. of patients at risk Months

Nivolumab 410 389 359 337 305 275 213 139 73 29 3 0
Everolimus 411 366 324 287 265 241 187 115 61 20 2 0



Progression-free survival

1.0 8-

0.0- \ Median PFS, months (95% Cl)
| a Nivolumab 4.6 (3.7-5.4)

081 4 Everolimus 4.4 (3.7-5.5)

071 @&

HR (95% CI): 0.88 (0.75-1.03)

0.6 - \1 P =0.1135
0.5 "

Progression-Free Survival (Probability)

0.4 -

0.3 -

0.2 - Nivolumab

0.1 -

O.O _| T T T |EverO|I|mLJS T T T T T

0 3 6 9 12 15 18 21 24 27 30

No. of patients at risk Months
Nivolumab 410 230 145 116 81 66 48 29 11 4 0
Everolimus 411 227 129 97 61 47 25 16 3 0 0

= |n a post-hoc analysis of patients who had not progressed or died at 6
months, median PFS was 15.6 months for nivolumab vs 11.7 months for
everolimus (HR (95% CI): 0.64 (0.47-0.88))



EWVW ENGLAND JOURMNAL of MEDICINE

ORIGINAL ARTICLE

Cabozantinib versus Everolimus in Advanced
Renal-Cell Carcinoma

H. Harmmers, T.E. Hutson, J.-L. Lee, K. Peltola, B.J. Roth, G.A. Bjarnason,
L. Geéczi, B. Keam, P. Maroto, D.¥Y.C. Heng, M. Schmidinger, P.W. Kantoff,
AL Borgman-Hagey, C. Hessel, C. Scheffold, G.M. Schwab, N.M. Tannir,
and R.). Motzer, for the METEOR Investigators=-

T.K. Choueiri, B. Escudier, T. Powles, P.N. Mainwaring, B.l. Rini, F. Donskow,

Median
No.of Progression-free No. of
Patients Survival Events

mo (95% Ci)

Cabozantinib 187 7.4 (5.6-9.1) 121
Everolimus 188 3.3 (3.7-5.4) 126

Cabozantinib

Everolimus l

Hazard ratio for death, 0.67 (95% Cl, 0.51-0.89)
P=0.005

Hazard ratio for progression or death,
0.58 (95% Cl, 0.45-0.75)
P<0.001

Overall Survival (%)

T T T
3 12 15

Cabozantinib Months
No. at Risk

Everolimus Cabozantinib 330 317 189 101 32
Everolimus 328 306 156 88 24

Progression-free Survival (%)

| | |
9 12 15

Months

No. at Risk
Cabozantinib 187 68
Everolimus 188 29




Phase Il Study: Lenvatinib == Everolimus vs Everolimus in RCC o

. ) CLINICAL CARE OPTIONS®
clinicaloptions.com/oncology ONCOLOGY

Lenvatinib &= Everolimus in mRCC:
Randomized, Open-Label Phase Il Study

Stratified by hemoglobin (low vs
normal) and corrected serum calcium
(2 vs <10 mg/dL)
1 Lenvatinib 18 mg QD +
Everolimus 5 mg QD

/ (n=51)
Measurable metastatic or

advanced RCC,;
following progression -_—
< 9 mos after 1 prior

VEGF therapy
(N = 153) \
Everolimus 10 mg QD

Lenvatinib 24 mg QD Treated until PD or
(n =52) unacceptable toxicity

(n =50)

= Primary endpoint: PFS with lenvatinib == everolimus vs everolimus alone

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

Motzer R, et al. ASCO 2015. Abstract 4506.



Phase Il Study: Lenvatinib == Everolimus vs Everolimus in RCC o
CLINICAL CARE OPTIONS®

clinicaloptions.com/oncology ONCOLOGY

Lenvatinib &= Everolimus in mRCC:
Efficacy

Response Lenvatinib/ Lenvatinib Everolimus
Everolimus (n =52) (n =50)
(n =51)

Median PFS, 14.6 7.4
mos HR: 0.40; P <.001 HR: 0.61; P = .048

VS everolimus VS everolimus
ORR, % 43 27

P < .001 vs everolimus P = .007 vs everolimus

Median OS,* mos 25.5 19.1
HR: 0.51: P = .024 HR: 0.68; P =.118
VS everolimus VS everolimus

*Updated analysis.

Motzer R, et al. ASCO 2015. Abstract 4506.



Frequent all-causality AEs (220%)*

Everolimus? Axitinib?2

Fatigue
Diarrhoea
Nausea

Anorexia
Vomiting

*Outcomes from different clinical trials should not be compared directly due to differences in trial design and patient populations
1. Escudier B, et al. Cancer 2010:4256-65; 2. Rini BI, et al. Lancet 2011;378:1931-9



EAU guidelines

> Recommend with O5 advantage

Recommended without OS

| Recommended If other options

Sunmmp l —p  Nivolumab I not available
Pazopanid ||

—

‘| Cabozantinib Fourth-line

y therapy
Cabozantinib ' | should foucs

lon drugs not
previously

given,

Axitnib aspacially

' nivelumab of

‘ abozanting

Everolimus/
axihnib

Everolimus

First ling Sacond ling Third ling Fourth-ling




COMBO VS MONO ?
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Subgroup N (TKI'mTORI) Hazard Ratio Test for heterogeneity

p-valua®*

Overall (TKIImTOR) 1180113 .

Fuhrman grade

TN i

II_I-W 91/ &2 .

81173
171 44 B

Presence of bone metastases .

Number of matastatic sites

Mo 93/ 42

Yes 150 3 L
Eest OR to 15t TKI

76/ A0

CRIFPE 420 B3
ECOG-PS prior te 1st line

0 gai 71

=10 449/ 52
ECOG-PS prior to 2nd lina
a

381 45
= a0y 78

IMDC score prior to 1st line
Fawvourable/intermediate 741 A7
Foar 447 35

IMDC scora prior to 2nd line
Favourable/lnt2rmediatz T

Foor 407 4R
Time on 15t TKI (m)

F-17 AR &0

12-18 28/ 24

18-24 0414
24/ 30

194 H

514 42 L

284 40

03 | 1.9

<- TKI better mTORI better ->




Change from baseline in quality of life
scores on FKSI-DRS

= Mean change from baseline in the nivolumab group increased over time
and differed significantly from the everolimus group at each assessment
through week 76 (P<0.05)

6_
()] :
I= Nivolumab
Ko)
(7))
@®
(a8}
-
(@]
-
LL
(¢)]
(@)]
c
©
c _2 e i e U N Y T e N R
@)
c
S
> ;
Everolimus
-6 ! I I I I I I I I I I I I I I I I I I I I I I I I I I
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96 100 104
. . Week
No. of patients at risk ee
Nivolumab 362 334 302 267 236 208 186 164 159 144 132 119 112 97 90 89 81 72 63 59 53 44 43 31 30 26 20
Everolimus 344 316 270 219 191 157 143 122 102 97 87 74 73 63 58 49 44 35 30 28 24 21 15 12 12 9 9

Questionnaire completion rate: 280% during the first year of follow-up.



Overall survival by PD-L1 expression

PD-L1 21% (n = 24%) PD-L1 <1% (n = 76%)
Median OS, months (95% CI) Median OS, months (95% CI)
Nivolumab 21.8 (16.5-28.1) Nivolumab 27.4 (21.4-NE)
Everolimus 18.8 (11.9-19.9) Everolimus 21.2 (17.7-26.2)
Lo HR (95% CI): 0.79 (0.53-1.17) _ HR (95% CI): 0.77 (0.60-0.97)
.O4= 1.040y
0.9 0.9-
= 081 0.8
5 o7, 071
Q .
n% 0.6 Nivolumab 0.6 Nivolumab
S o5 0.5
2
@ 0.4 Everolimus 0.4 Everolimus
§ 0.3 0.3
>
o)
0.2 0.2
0.1 0.1
0.0 T T T T T T T T T T T 0'0-| T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 0 3 6 9 12 15 18 21 24 27 30
Months Months

No. of patients at risk
Nivolumab 94 86 79 73 66 58 45 31 18 4 1 0 276 265 245 233 210 189 145 94 48 22 2
Everolimus87 77 68 59 52 47 40 19 9 4 1 0 299 267 238 214 200 182 137 92 51 16 1



Treatment holidays
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