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Treatment Algorythm in RCC:
A Continuosly Changing Scenario
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Second-line Treatment
Options for mRCC:
Summary of Efficacy

second line Setting
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CheckMate-025: PFS & OS results

No.of  Median Progression-  No. of _ CheckMate-025 Phase IIl Study:
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K Results CheckMate-025 Study. Three-Year Efficacy Update.
No. at Ris
Nivolumab 410 230 145 116 81 66 43 29 11 » Median OS remained significantly longer with Nivo vs Eve, with 3-yr OS rates of 39% vs 30%. (Fig.1)
Everolimus 411 227 129 97 61 47 25 16 3

Figure 1. Overall survival
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Motzer et al. NEJM 2015

Presented at the 16th International Kidney Cancer Symp.; November 3—4, 2017; Miami, FL, USA



Phase 3 METEOR Study:

Primary EP of PFS (Independent Review — PFS Population)
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Treating mRCC:
A Continuosly Changing Scenario




Is there a Way to Select the Most Appropriate
1%t Line Treatment Option in mRCC ?
... Discussing ...:

B) “Disease” ’ Factors
Histology
Prognostic category




An Inverse Toxicity-Related Algorithm for
A) GOAL: Daily Clinical Practice Decision Making
In Advanced Kidney Cancer

Eventual Comorbidity or Potential Drug to avoid Drug to avoid
relevant Clinical Polarizing Toxicity in 1st line in 2nd line
Condition or later

Serious pre-existing cardiac Seriuos cardiotoxicity  SUNITINIB SUNITINIB
problems PAZOPANIB (?)

Serious Liver impairment Liver toxicity PAZOPANIB SUNITINIB (?)

Uncontrolled Hypertension Hypertension SUNITINIB- AXITINIB
BEVACIZUMAB+IFN

Uncontrolled Diabetes and Metabolic toxicities EVEROLIMUS
dyslipedemia

Important Respiratory tract Pulmonary toxicity EVEROLIMUS
diseases (Eg COPD)

Viral latent infections (e.g. Viral reactivation EVEROLIMUS
active HBV, HCV infections)

Some Job Situations Dermatological SORAFENIB SORAFENIB
toxicity

History of Thromboembolisms Vascular events
or Haemorrages. - BEVACIZUMAB+ IFN

v SPEDAIR “yn - o
?’é#&f‘ MARIA Bracarda S. et al. Critical Reviews in Oncology/Hematology, 2014




A) Patient’ Comorbidities, as a selection matter !
- one Patient, but more diseases -

Hearth Problems Liver Problems
Skin
Problem

Renal Immunological

problems Respiratory Problems
Problems

A DA
EEEEEEEEEE

Bracarda S. et al. Critical Reviews in Oncology/Hematology, 2014

SANT/
TTTTT



Daniel’s Data



Bob’s (MSKCC) Risk Score
il

\

KPS
o MSKCC Risk Factor Model in mRCC
LDH MS:

] 1.0 ~— 1 risk factors (n=80 patients) 20 mo
Corrected sCalcium di e 2 Or 2 risk factors (n=269 patients) 10 mo

— ' 3 4, or5 risk factors (n=88patients) 4 Mo
DF| T
0.7 Risk factors associated with worseprognosis

« KPS <80

« Low serum hemoglobin (13 g/dL/11.5 g/dL: WF)
+ High corrected calcium (10 mg/dL)

+ High LDH (300 UL)

« Time from Dx to IFN-a <1 yr

0.6
05
04

i L
mRCC: prognostic factors

oportion Surviving

0.1
0

6 2 3 45 6 7 8 9 10111213 1415 16

1.0
g a8 ~—— All (670 patients, 57 alive) Time From Start of IFN-a (years)
H m: ':f)""'w' 1nmorghs fotzer RJ et al. J Clin Oncol. 2002:20:289-296.
g 06 —/
il MSKCC Risk group N°of Factors Median OS
g 02
il Good 0 19.9 months
0123 4567 8 91011121314151617 -
Years following systemic therapy Intermediate 1-2 10.3 months
cc Number of poor  Patients Median OS P oor
prognostic features (%) (months)
ourable 0 25 20
armodiata 1-2 53 10
23 22 4
MSKCC risk factor model

A NDA p”
OSPEDALIERA > Motzer RJ, et al J Clin Oncol 1999;17:2530-2540
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Daniel’s (IMDC) Risk Score

KPS <80

Hb < LLN Prognostic Scores: Heng criteria (IMDC)
Platelet Count > ULN S—
Neutrophil Count > ULN 3 ol = rmien <
Corrected sCalcium > 10mg/dl = TN N= 645
Time from Diagnosis to Treatment <12m E

Time Since Therapy Initiation (months)

No. of events/No. at risk

Favorable 11133 16/110 4/62 2/22 073
Intermediate  61/301 50/182 17/82 2/18 [
Poor 94/152 19/36 3 o1 0/0

IMDC Prognostic Factors: Validated in

Heng et al. J Clin Oncol. 2009

Risk Group No. of Risk Factors
— Favorable 0
Intermediate 1-2
— POOr 36

Favorable: 43 2 months

IMDC Risk group N’ of Factors  Median OS

P<.0001

; o . Good 0 43.2 months
.. oo Intermediate 1-2 22.5 months
Poor 3-6 7.8 months

- 2 2 % % %

Time Since Start of Treatment, months
No. of patients at risk

[ ]
Favorable 457 100 74 40 17 3 os\s

Intermediate 440 247 122 50 15
Poor 252 65 15 7 1 0%‘\

O -

ZAZIENDA : a
= OSPEDALIERA ol Lance! Oncol 2013,14:141.148 Reproduced with permission of Lancet Oncal
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Any eventual available Predictive Classification ?

Genomic classification of RCC \
4 ated

] e

- How to use such genomic classification?

355::55;3%?;5
—_——— e W 1
e ARNERAREARRRN , ) P-value =0.0003 [ cercet (n=32) 22m
o] : HE EEH E EE B P-value = 0.001 g zz:z;::;ig; ;i: I ceree2 (n=40) 35M
S 08 B corced (n=11) 245M 08 7 8 coree (n=11) ?3:
o | B B8M — =
% B ccreed (n=15) o - .
7] e
0 o5 c 084
g 3
£ T
s B 1
S 04 g 0.4
(]
o O
g’ 0.2 0.2+
o
0 0 -
T T T I 1 | I | T T | 1
0 20 30 50 60 70 80 0 10 20 30 40 S50 60 70 &0
Time (month) Time (month)

AZIENDA
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% ?émf\ MARIA Beuselinck et al. Clin Cancer Res. 2015 Mar 15;21(6):1329-39.




C) Treatment’ Factors (Mechanism of Action and more)
CTLA-4

Ipilimumab
T cell ‘———_’

Endothelial cell

Nivolumab

nactivated
PD-1 / VHL l
TSG \

Cabozantinib PD-L1
HIF

Inactivated :
(_Tse
PI3K —> \ _/
Pl mTORC Y
HIF
mRBNA
translation
ot \ Transcriptional
gg?:flg:w?b c cl‘nﬁ activation of
i MEK ycli
Pazopanib Bevacizumab 3 ERK e target genes
Axitinib
Lenvatinib Cell growth K

and survival

Tumour cell Nucleus

AZIENDA
OSPEDALIERA
SANTA MARIA
TERNI



What We mq
_ Y use, at the mo .
Practice Decjsjop Making? ment, for a Daily Clinj cal

Some I
Informations from recent Trials on MmRCC

IsthereAAVayRoBelectheBmostppropriate
First Treatment@ptionEAnEMRCC ?
...[Discussingll..:

B)Disease’Factors
Histology
Prognosticiategorypl
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IMmotion151
Randomized phase 3 study of Atezolizumab + Bevacizumab
versus Sunitinib in patients with untreated mRCC

N =550

MPDL3280A
+ BEVA

*  Age 218 years
Unresectable mRCC q
Treat until

disease
progression

SUNITINIB

systemic agents
KPS 270

*Primary endpoint: PFS
*Secondary endpoints: OS, ORR, TTD, safety DoR

www. clinicaltrials.gov (NCT02420821))

Endothelial cell

CABOzantinib versus SUNitinib
(CABOSUN). ALLIANCE A031203 Trial

Which place for TKIs?

Tumor assessment
by RECIST 1.1
every other cycle

Advanced RCC (N=150)
+ Clear cell component
* Measurable disease

+ No prior systemic therapy

+ ECOGPS0-2

+ IMDC intermediate or poor risk groups

Stratification:

« IMDC risk group: intermediate, poor
+ Bone metastases: yes, no

Randomization 1:1

No cross-over allowed Treatment until

disease progressiol
ori

toxicity

Sunitinib
50 mg qd orally

(4 weeks on/2 weeks off)

*Heng D etal., J Clin Oncol, 2009

AZIENDA
OSPEDALIERA
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Presented at the ESMO 2016 Congress, Copenhagen

Tumour cell

CheckMate 214:
Randomized phase 3 study of Nivolumab + Ipilimumab vs
Sunitinib in previously untreated mRCC

Study design: Arm A:

Nivolumab 3 mg/kg
v+
Ipilimumab 1 mg/kg
v

N=1070 pz
Eligibility Criteria
Advanced or
Metastatic RCC
* Previously untreated in
advanced or metastatic
setting

Continuous

Nivolumab

3 mg/kg IV,
Q2w

Arm B:
Sunitinib 50 mg PO
4/6 wks

« Tissue available for
PD-1 testing.

R
A
[\
D
(0]
M
|
z
A
T
|
(e}
\

11 .
Start up June Stratify by: IMDC Prognostic E:g;zgr:daaryye:nddpsolrr:[ssv: Eig :rr:ﬂ gz

2014 - -6):
Score (0vs 1-2vs 3-6);  jy any_risk subjects with treatment

Region (US vs . R RR. PK, saf
Canada/WEurope/ NEurope naive mRCC, ORR, PK, safety

www. clinicaltrials.gov (NCT02231749)'S ROW)

CTLA-4

‘_—-——-‘ Ipilimumab

Nivolumab

Atezolizumab

Cabozantinib

HIF
Inactivated
PTEN Everolimus
TSG Temsorilimus
Loy S N

mRNA
translation

) N Transcriptional
Cyclin D1 activation of

c-MYC target genes

Cell growth /

and survival

Nucleus



IMmotion150 (preliminary Ph.ll Study to IMmotion 151)
Trial Design

Stratification:
*Prior
nephrectomy
*PD-L1 IHC
expression
(2 5% IC level)
*MSKCC risk
category

Treatment naive,
locally advanced or

metastatic RCC
N = 305

Atezolizumab 1200 mg IV q3w

Atezolizumab 1200 mg IV +
bevacizumab 15 mg/kg q3w

Sunitinib 50 mg (4 wk on, 2 wk off) ——

First-line treatment

Crossover treatment
permitted?

Atezolizumab +
bevacizumab

PD
Atezolizumab +
bevacizumab

« Coprimary endpoints: PFS (RECIST v1.1 by IRF) in ITT and PD-L1+ patients
* IMmotion150 designed to be hypothesis generating and inform the trial design of the Ph. Il study

IMmotion151

« Amendments included: Based on Phase 1a data, the definition of PD-L1 positivity was revised from = 5% to = 1% of IC

expressing PD-L1!
— In addition to ITT patients, PD-L1+ patients were included in the
co-primary EP of IRF-assessed PFS, after interim analyses

A Phase Il Study of Atezolizumab With or Without
Bevacizumab vs Sunitinib in Untreated
Metastatic Renal Cell Carcinoma Patients

David McDermott,! Michael Atkins,2 Robert Motzer,? Brian Rini,* Bernard Escudier,5 Lawrence Fong,®
Richard W. Joseph,” Sumanta Pal,® Mario Sznol,® John Hainsworth,® Walter M. Stadler,**
Thomas Hutson,*2 Alain Ravaud,'? Sergio Bracarda,!4 Cristina Suarez,5 Toni Choueiri,1¢

YounJeong Choi,}” Mahrukh A. Huseni,'” Gregg D. Fine,'” Thomas Powles!8

1Beth Israel Deaconess Medical Center, Boston, MA; 2Georgetown Lombardi Comprehensive Cancer Center, Washington, DC;
3Memorial Sloan Kettering Cancer Center, New York, NY; Cleveland Clinic, Cleveland, OH; SGustave Roussy, Villejuif, France;
SUniversity of California, San Francisco School of Medicine, San Francisco, CA; "Mayo Clinic Hospital — Florida, Jacksonville, FL;
8City of Hope Comprehensive Cancer Center, Duarte, CA; °Yale School Of Medicine, New Haven, CT; °Sarah Cannon Research
Institute, Nashville, TN; 11University of Chicago Medicine, Chicago, IL; 12Texas Oncology - Baylor Charles A. Sammons Cancer
Center, Dallas, TX; 13CHU Hopitaux de Bordeaux - Hépital Saint-André, Bordeaux, France; 1*Ospedale San Donato, Arezzo, Italy;
15Vall d "Hebron Institute of Oncology, Vall d "Hebron University Hospital, Universitat Auténoma de Barcelona, Barcelona, Spain;
16Dana-Farber Cancer Institute, Boston, MA; 17Genentech, Inc., South San Francisco, CA, USA; 18Barts Cancer Institute, Queen
Mary University of London, London, UK




IMmotion150: IRF-Assessed PFS
2 1% of IC Expressing PD-L1

100+ . .
—— Atezolizumab + bevacizumab
w0 — Atezolizumab
—— Sunitinib
50
Stratified HR a
404 | Atezo + bev vs 0.64
5.5mo | b— . sunitinib (0.38, 1.08) D
3.0, 13.9 itinib* L]
20 ( ) i Sunitinib: —— Atezo vs 1.03 0.917
| 7.8 mo (3.8,10.8) sunitinib (0.63, 1.67) :
; Atezo + bev: 14.7 mo (8.2, 25.1)
o 3 <] a 12 15 18 21 24 27 30 33 36
Months
No. at Risk
Atezo +Bev 50 36 31 26 24
Atezo 54 29 19 15 14
Sunitinib 60 40 29 21 16

a P values are for descriptive purposes only and n
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Transcriptome Map of Angiogenesis and Immune-Associated

Myeloid

Immune, Angio-

Antigen Presentation

Inflam-
mation

Genes in RCC Tumors
IIIIIIIIl |||||||||| 1l || 11 | | | PD-L1 IHC T-effectorHigh Subpopulation

O Tumor cells
©  T-effector cells

<>  Myeloid cells
’#‘ Vasculature

T-effectorHish T-effectorHioh
Myeloid Inflammationtow Myeloid InflammationHigh

o

PD-L1 [HC

| B - [ |
ICO IC1 IC2 IC3
Brauer, Clin Cancer Res. 2012; Herbst, Nature 2014; Powles, SITC 2015; Fehrenbacher, Lancet 2016. McDermott, AACR 2017.




Addition of Bevacizumab to Atezolizumab in 1L is Associated With
Improved Benefit in T-effectortigh/Myeloid Inflammationtigh Subgroup

T-effectortighMyeloid Inflammationtow T-effectortighMyeloid Infammationtioh
100 4=+ 100
T'}_____ = = Atezo + bev (n = 23) = Atezo + bev (n = 20)
i j 1 = = Atezo (n = 23) == Atezo (n = 23)
g0 L = = Sunitinib (n = 19) 80+ = Sunitinib (n = 24)
k- :
+ e
60 - fepemy b--t 60 1
@ g oo e ®
i a @ L—
404 5 pemm el 40
201 20
0 —rrr —rr 0 T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28

Months Months

PFS measured by independent review facility.
T-effector Gene Signature: CD8A, EOMES, PRF1, IFNG, CD274.

High: = median expression, Low: < median expression. McDermott, AACR 2017.
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Secondary
Endpoint

Overall Survival in PD-L1+ Median OS, months

1.0+ Atezo + Bev Not reached
0.94 Sunitinib 23.3
0.8 HR, 0.68

(95% CI: 0.46, 1.00)

0.7+
0.6+
0.5
0.4
0.3

Survival

024 + OS datais immature; 29% of
patients had an OS event at

01 data cut off
0 T
0 3
No. at Risk
Atezo + Bev 178 169
Sunitinib

B v =e (o (X0 e st e
N - . et c\S ee cal Aed oo 10D e o
reseneont 2018 Genitourinary Cancers Symp! ROPC cyal e ce“e oasVe (al 6’ e sar“‘e“ma‘\f\ L aatot \nS\\i?l 0522 e S
Slides are the property of the author. Permission re I reuse. '“. Y © H
® Study Design

Atezolizumab 1200 mg IV®

Key Eligibility: ) + )
« Treatment-naive advanced  Stratification: Bevacizumab 15 mg/kg g3w
or metastatic RCC * MSKCC risk score
« Clear cell and/or __ * Liver metastases N =915/
sarcomatoid histology * PD-L1IC IHC 1:1
« KPS2=70 status
. i i < 1% vs 2 1%)?2
.IL[')'T{ gts;ﬂ?ngvallable for S ) Sunitinib 50 mg
[, (4 wk on, 2 wk off)

IC, tumor-infiltrating immune cells.  Using SP142 IHC assay; ® No dose reduction for atezolizumab or bevacizumab.




ORIGINAL ARTICLE (FREE PREVIEW )

Nivolumab plus Ipilimumab versus Sunitinib in Advanced Renal-Cell Carcinoma

Robert |. Motzer, M.D., Nizar M. Tannir, M.D., David F. McDermott, M.D., Osvaldo Arén Frontera, M.D., Bohuslav Melichar, M.D., Ph.D., Toni K. Choueiri, M.D., Elizabeth
R. Plimack, M.D., Philippe Barthélémy, M.D., Ph.D., Camillo Porta, M.D., Saby George, M.D., Thomas Powles, M.D., Frede Donskov, M.D., Ph.D., et al., for the CheckMate
214 Investigators”

CheckMate 214: Study design

Patients Treatment

Arm A
3 mg/kg nivolumab IV +
1 mg/kg ipilimumab IV Q3W
for four doses, then
3 mg/kg nivolumab IV Q2W

Randomize 1:1

* Treatment-naive
advanced or
metastatic clear-cell
RCC

* Measurable disease

« KPS 270%

« Tumor tissue
available for PD-L1
testing

Stratified by

*IMDC prognostic score
(0 vs 1-2 vs 3-6)

*Region (US vs
Canada/Europe vs
Rest of World)

Arm B

daily for 4 weeks
(6-week cycles)

=
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The NEW ENGLAND
JOURNAL of MEDICINE

50 mg sunitinib orally once

Treatment until
progression or
unacceptable
toxicity

Co-primary@ndpoints

* In@AMDClAntermediate- andoor-riskatients
— ORR (perindependent@adiology@eview@ommittee, ARRC)
— PFS (perdRRC)
- 0S

Secondary@nd@E@xploratory@Endpoints
* Secondary@®ndpointsfindntention-to-treatdITT]Gatients)
v ORR;®PFS;@DS
v Adverse@ventincidence®ateini|I@reated@atients)

PFS and OS secondary efficacy EPs were subject to hierarchical testing, first testing in intermediate/poor-risk
patients followed by testing in ITT patients, if significant

* Exploratory@ndpoints?
v ORR,PFS,@ind@SAnFavorable-riskipatients;?
v Outcomestby@umor®PD-L1&xpr.Aevel;?

v HRMoL based®dnNCCNEFKSI-19 (FunctionalBssessmentfancerfTherapy-KidneyBymptoma
Index)




Baseline characteristics

IMDC intermediate/poor risk Intention to treat
Characteristic NIVOSE 1B NIVO I
N =425 N =550
Median age, years 62 61 62 62
Male, % 74 71 75 72
IMDC prognostic score (IVRS), %
Favorable (0) 0 0 23 23
Intermediate (1-2) 79 79 61 61
Poor (3-6) 21 21 17 16

Region (IVRS), %

USA 26 26 28 28
Canada/Europe 35 35 37 36
Rest of the world 39 39 35 36
Quantifiable tumor PD-L1 expression, % n = 384 n =392 n =499 n =503
<1% 74 71 77 75
21% 26 29 23 25

« Baseline characteristics in favorable-risk patients were similar, except tumor PD-L1 expression
was lower than the intermediate/poor-risk patients and ITT population




CheckMate 214:30m’@DS Checktats 214
Overall Survival: ITT Patients

Median OS, months (95% CI)

NIVO+IPI NR (NE)
1.0 5 SUN 37.9(32.2-NE)
s 09+ HR (95% Cl), 0.71 (0.59-0.86)
:".Ev 08 - P =0.0003
S 074
& 06 ! NIVO+IPI
© 1 ]
e : : i
3 04 ! ! ! 56% SUN
T 03 i | |
g 1 | 1
& B2 : : |
0.1 o ! ! !
oy I N T
0 3 6 9 2 15 18 21 24 27 30 33 36 39 42 45
Months
No. at risk

NIVO+IPI 550 523 492 464 443 425 4 CheckMate 214:B0m’@DS ——
SUN 546 507 472 435 404 367
Overall Survival: by IMDC Risk

Cl. confidence interval, NE, notestimable; NR, not reached

Presented By Nizar Tannii

Intermediate/poor risk Favorable risk
Median OS, months (95% CI) Median OS, months (95% CI)
NIVO+IPI NR (35.6-NE) NIVO+IPI NR (NE)
SUN 26.6 (22.1-33.4) SUN NR (NE)
HR (95% Cl), 0.66 (0.54—0.80) HR (95% Cl), 1.22 (0.73-2.04)
P <0.0001 P =0.4426
1.0 1.0 -pae 96%
= 0.91 ~ 0.94
§ 0.74 § 0.7 4 | | 180% —
& o6 : NIVO+IPI 8 06 l | | NIVO+IPI
2 o051 | S amn 3 o5 | i i
3 044 : | :470/0 B0 7 041 : : :
: I SUN 3 03 : ]
g v : b & o2 | b
0.1+ 1 1 1 0.14 [} 1 1
] ] ] ] 1 ]
oot 0.0 H——t
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
No. at risk Monthe No. at risk Months
NIVO+IPI 425 399 372 348 332 317 306 287 270 253 233 183 90 34 2 0 NIVO+IPI 125 124 120 116 111 108 104 102 101 98 94 88 71 24 2 0
SUN 422 388 353 318 290 257 236 220 207 194 179 144 75 29 3 0 SUN 124 119 119 117 114 110 109 105 103 101 96 88 70 26 2 0
6
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Co-primary endpoint

PFS per IRRC: IMDC intermediate/poor risk

Median PFS, months (95% CI)
NIVO + IPI 11.6 (8.7-15.5)

SUN 8.4(7.0-10.8)

Hazard ratio (99.1% CI), 0.82 (0.64-1.05)
P=0.0331

& Progression-Free Survival (Probal
o

WID MW”S
2017

PD-L1 <1% (n = 562)

Median PFS, months (95% ClI)

IMDC (intermediate/poor risk)
PFS by PD-L1 expression:

1.0 &,

PD-L1 >1% (n = 214)

Median PFS, months (95% ClI)

NIVO + IPI 22.8 (9.4—-NE)
SUN 5.9 (4.4-7.1)
HR (95% CI) 0.48 (0.28-0.82)

P =10.0003

median OS benefit irrespective of PD-L1 status

1.0 1
- NIVO + IPI 11.0 (8.1-14.9)
20.9- 0.9-
= SUN 10.4 (7.5-13.8)
€ 0.8 0.8
2 HR (95% CI) 1.00 (0.74-1.36)
£o7- P =0.9670 077
2
30.5- 0.5
$04- 0.4
503 0.3
$ 0.2 0.2 1
3
= 0.1 1

0.0

T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27

No. at

Risk Months
NIVO 284 202 155 119 102 90 70 23 9 1

SUN 278 200 138 105 83 67 43 25 11

CheckMate-025:




CheckMate 214:
ey oo PFS and ORR: IMDC favorable risk

IMDC Favorable Risk

NIVO + IPI
Outcome
N =125
Confirmed ORR, % (95% Cl) 29 (21-38) 52 (43-61)
P =0.0002
PFS,c median (95% CI), months 15.3 (9.7-20.3) 25.1 (20.9-NE)

HR (99.1% CI) 2.18 (1.29-3.68)

P <0.0001

311% of patients in both arms had tumor PD-L1 expression 21%
bJRRC-assessed by RECIST v1.1
¢IRRC-assessed
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CheckMate 214:
G cnceoint Antitumor activity by tumor PD-L1
expression level

IMDC intermediate/poor risk Intention to treat

PD-L1 <1% PD-L121% PD-L1 <1% PD-L121%
Outcome NIVO + IPI SUN NIVO + IPI SUN NIVO + IPI SUN NIVO + IPI SUN
N =284 N =278 N =100 N =114 N = 386 N =376 N =113 N =127
ORR,2% (95% CI)
(32—43) (23 34) (48—68) (15—31) (31—41) (31—40) (44—63) (15—30)
P =0.0252 P < 0.0001 P =0.8799 P < 0.0001
BOR,2 %
Complete response 7 1 16 1 9 2 14 1
Partial response 30 27 42 21 27 33 39 21
Stable disease 36 47 19 40 39 43 25 43
Progressive disease 20 13 14 25 18 11 14 23
NA 7 12 9 13 7 11 8 13

3]|RRC-assessed
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CABOmInD vorsus SN A st CABOzantinib versus SUNItinib

targeted therapy for patients with metastatic renal cell

carcinoma (mRCC) of poor and intermediate risk groups .
Toni K. Choueiri MD, et Al.  ALLIANCE A031203 Trial (CA B O S U N) " A L L IA N CE A031203 Tr I al

Which place for TKIs ?

+  Susan Halabi PhD, Ben Sanford MS,
+  Olwen Hahn MD, M. Dror Michaelson MD, Meghara Walsh RN,
+  Thomas Olencki MD, Joel Picus MD, Eric Small MD, Shaker Dakhil MD,
Daniel George MD, and Michael J. Morris MD

Cabozantinib
60 mg qd orally
(6 week cycles) Tumor assessment
4 N\ by RECIST 1.1
Advanced RCC (N=150) every other cycle
Clear cell component Randomization 1:1
* Measurable disease -
. | - No cross-over allowed | Treatment unti
. ggggolrféygtgm'c therapy disease progression
\_* MDC intermediate or poor risk groups y or intolerable
P toxicity
Sunitinib
Stratification: 50 mg qd orally

i - - 4 weeks on/2 weeks off
- IMDC risk group: intermediate, poor (4 weeks on/z weeks off)

 Bone metastases: yes, no

azienoa  1Heng D etal., J Clin Oncol, 2009
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Presented at the ESMO 2016 Congress, Copenhagen




=

Phase 2 CABOSUN Study:

PFS

1.0

by Independent Review Committee

Cabozantinib (n=79) 8.6 (6.8-14.0)

Sunitinib (n=78) 5.3 (3.0- 8.2)

0.8 HR =0.48 (95% Cl 0.31-0.74, P=0.0008)
0.6
wn
L
o
0.4
0.2
0
0 3 6 9 12 15 18 21 24 27 30
Time (months)
No. of patients at risk
Cabozantinib 79 51 37 24 22 18 12 5 2 1 0
78 36 21 12 9 5 3 2 1 0 0

29
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Data cut-off: September 15, 2016 Choueiri TK, et al. ESMO 2017; abstract LBA38 and poster presentation
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Phase 2 CABOSUN Study:

30
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OS (data cut-off July 01, 2017)

= Cabozantinib 43 26.6 (14.6— NE)

1.0

0.8

0.6

0S (%)

0.4

0.2

0 3 6 9 12 15 18 21 24

Time (months)

No. of patients at risk
Cabozantinib 79 76 71 64 58 47 45 42 41
78 69 61 53 50 46 42 36 29

Choueiri TK, et al. ESMO 2017; abstract LBA38 and poster presentation

Sunitinib

27

31
24

30

23
17

47 21.2 (16.3-27.4)

HR* = 0.80 (95% Cl 0.53-1.21), 2-sided P=0.29

33 36 39 42

15 8 4 2
12 6 3 0



KEYNOTE-427: Clinical Response (Primary

Fndnnij nt)
KEYNOTE-4273Firstdine@onoTherapy with®embro inBnRCC) Cohort A (n =110)
Response
n (%) 95% Cl
= Firstiline,Bingle-arm,®pen-label@hasediFtudy ORR* 42 (38.2) 29.1-47.9
— Responseissessed? DCR (CR + PR + SD 2 6 mos) 65 (59.1) 49.3-68.4
Patientsﬂvithecurren't Patl‘z;::sg"thm atWkE 2@indmEWR
ori\:cncc;(:é:::;(a;t’;ﬂc@/ (cohort@,MEE10) v,;,’:;:g;ﬂ;gf@ Best Overa” response
v’ Measurable®lisease,? Pembrolizumab thereafter;?
v thlhzﬁri;revg:’vstemic 2000g3W = CR 3 (2-7)
v KPRHOK, N Pa"e";ﬂ'ithm / diszf;;:,':f;'ggm = PR 39 (35.5)
(NE274) (coh o:t;,mlgms 4) unacceptable? : N R
e, " SD S {EEL
S———— = PD 31(28.2)
= Primary@ndpoint:@DRRBerRECISTA1. 1&riteriabymblindeddCR = No assessment 2 (18) * .
= Secondary@ndpoints:[oR,MCR,PFS,DS,Bafety,Rolerability ORR Conflrmed
McDermottiDF Bl ASCOR018 Mbstract#S00. Median fO”OW‘Up, maos (range) 12.1 (25'168) by bllnd'Ed ICR'
Cohort A (n=110)
ResponseCohort A
(n = 110) Favorable IMDC  Intermediate or CPS > 1 CPS < 1 Missing CPS
Risk Poor IMDC Risk (n3 I_IG) (n=53) Data

Confirmed ORR, % (95% Cl) 31.7(18.1-48.1)  42(30.2-54.5)  50.0 (34.9-65.1)

26.4 (15.3-40.3)

45.5 (16.7-76.6)

DCR,* % (95% Cl) 65.9 (49.4-79.9)  55.1(42.6-67.1)  67.4(52-80.5)  49.1(35.1-63.2) 72.7 (39-94)
Confirmed best overall
response, %
= CR 2.4 2.9 6.5 0 0
= PR 29.3 39.1 43.5 26.4 45,5
= SD 51.2 20.3 26.1 35.8 36.4
= PD 17.1 34.8 23.9 34.0 18.2
= No assessment 0 2.9 0 3.8 0
AZIENDA
QSPEDALIERA
SANTA MARIA McDermott DF, et al. ASCO 2018. Abstract 4500.
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A Overall Survival

[ [ Y/ 100
Finally, the Last Trials’ Data S—
’ - gy g
3 70
ORIGINAL ARTICLE ((FREE PREVIEW ) E Sunitinib
‘; 60
. . . . . . . @
= 4
Pembrolizumab plus Axitinib versus Sunitinib for Advanced Renal-Cell 3@
. = 404
Carcinoma g
£ 20
Brian I. Rini, M.D., Elizabeth R. Plimack, M.D., Viktor Stus, M.D., Ph.D., Rustem Gafanov, M.D., Robert Hawkins, M.B., B.S., Ph.D., Dmitry Nosov, o] Hasard ratofor death, 053 555 €1,038-074)
M.D., D.Sci., Frédéric Pouliot, M.D., Ph.D., Boris Alekseev, M.D., Denis Souliéres, M.D., Bohuslav Melichar, M.D., Ph.D., lhor Vynnychenko, M.D., P<0.0001
Ph.D.. Anna Krvzhanivska. M.D.. et al.. for the KEYNOTE-426 Investizators™ . 0 % 1 A e o o
A Patients with PD-L1-Positive Tumors Months
100~ Median No. at Risk
| Progression-free Perr!t!rz?lizumabfaxitinib 432 417 378 256 136 18 0
o 90 Survival (95% Cl) Sunitinib 429 401 341 211 110 20 0
:ﬂ' 207 ’ mo B Overall Survival According to Subgroup
£ 70 Avelumab+Axitinib  13.8 (11.1-NE) No. of Deaths/ _
S 601 Sunitinib 7.2 (5.7-9.7) Subgroup No. of Patients Hazard Ratio for Death (95% CI)
.ﬁ 50- Avelumab+axitinib Statified hazaid vatis for :;:rall 156/861 _— 0.53 (0.38-0.74)
2 30 Sunitinib (95% Cl, 0.47-0.79) 63 yr 65/323 —a— 0.59 (0.36-0.97)
® P<0.001 Sex
£ 204 Male 108/628 —a— 0.54 (0.37-0.80)
104 Female 484233 —a— 0.45 (0.25-0.83)
Region of enrollment
0 T T T T T T T T T T T 1 North America 317207 i 0.69 (0.34-1.41)
0 2 4 6 & 10 12 M4 16 18 20 2 24 Western Europe 31/210 [ — 0.46 (0.22-0.57)
Months Rest of the world 94444 . 0.51 (0.33-0.77)
X IMDC risk category
No. at Risk
et Favorable 17/269 i 0.64 (0.24-168)
Avelumab+axitinib 270 227 205 154 120 76 53 32 23 13 3 1 0 =
Sunitinib 290 210 174 119 85 49 35 16 13 5 0 il ] /454 —— 0.53 (0.35-0.82)
Poor 46/108 _ 0.43 (0.23-0.81)
5 Karnofsky performance-status score
B Overall Population 20 or 100 38/688 — - 0.53 (0.35-0.32)
100+ Median 70 0r 80 671172 _ 0.49 (0.30-0.81)
0 Progression-free PD-L1 combined positive score
. 904 Survival (95% Cl) <1 54325 —— 0.59 (0.34-1.03)
R 80 i =1 90/497 —_— 0.54 (0.35-0.84)
= No. of organs with metastases
% 70 Avelumab +Axitinib  13.8 (11.1-NE) 1 21/210 _— 0.20 (0.07-0.57)
a 604 Sunitinib 8.4 (6.9-11.1) =2 134/646 —— 0.60 (0.42-0.85)
r ‘ 1
.E 50 Aveliriab s atnib Str:'tified hazard ratio for 01 05 1.0 2.0
- S rogre on
.é 40 e o:;::fhfoéggess Pembrolizumab-Axitinib Better ~ Sunitinib Better
g 304 ‘—T (95% Cl, 0.56-0.84)
& - l—— Sunitinib P<0.001
a
104 ORIGINAL ARTICLE (FREE PREVIEW )
0 T T T T T T T T T T T 1 . . . . . ] .
o2 4 6 8 02w ou o0 2z 2 Ayelumab plus Axitinib versus Sunitinib for Advanced Renal-Cell Carcinoma
Months
No.atRisk Robert |. Motzer, M.D., Konstantin Penkov, M.D., Ph.D., John Haanen, Ph.D., Brian Rini, M.D., Laurence Albiges, M.D., Ph.D., Matthew T. Campbell,
Avelumab+axitinib 442 364 321 250 193 127 94 57 42 24 8§ 1 - ; _ ) }
Sunitinib 444 329 271 192 144 90 64 29 20 & 2 0 M.D., Balaji Venugopal, M.D., Christian Kollmannsberger, M.D., Sylvie Negrier, M.D., Ph.D., Motohide Uemura, M.D., Ph.D,, Jae L. Lee, M.D., Ph.D.,
AZIENDA Aleksandr Vasiliey, M.D., et al.
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But, please consider also a possible Observational
Phase, before starting Rx in some Cases

* Phase Il study of pts with mRCC and no previous systemic therapy

— Observation with periodic CT assessment; initiation of systemic treatment
per discretion of physician and pt

100 — Meas. burden < 3.0 cm (n =19)
= Meas. burden > 3.0 cm or
e 80 - Non-Target lesions only (n = 27)
% i’ Median mos of observation until start
5 & 60- of systemic therapy: 14.1 mos
=g
ol 8 20 -
P=.05
0) i

0 6 12 18 24 30 36 42 48
Mos From Study Entry

— Unaffected by IMDC risk group (P = .57), location or number of metastases

: e Rini B, et al. ASCO 2014. Abstract 4520.



Decision Making in mRCC: Conclusions

Advanced RCC: strongly interested from modern ImmunoTherapy Data, but
TKIs & Rx Sequencing remain important decision making Tools (and changing
the 1° Line and the available Biologic Data...... )

1%t Line Options, at the moment:

v" (IMDC Int/poor Risk): Moving to Ipi+Nivo because of the >0S, with Cabo
(significantly improving PFS) and Axi+Pembro as possible further Options.

v" (IMDC Good Risk): Suni (Pazo & Tivo?) remain the treatment of Choice, ...
with Ipi+Nivo, Axi+Pembro, Beva+Atezo or Pembro Alone as possible
further options.

2" Line (Standards of Care) Options:
v Nivo & Cabo (but changing the 1° Line ....). But, some well identified Pts
may be also treated with Axi (after Suni...).
3"d Line Options:
v To be considered (..Cabo/Eve, ?), in Pts with a favourable History. T”Onk
S/
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