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1. Current first line management in advanced renal cell carcinoma

2. How to select patients for 18t line treatment ?

3. Subsequent therapies

4. Future perspectives for 1stline treatment
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* Renal cell carcinoma (RCC) is a heterogeneous group of diseases

Papillary

Clear cell represents
75% of RCC (ccRCC)

A P’

Clear Cell



IMDC CRITERIA

Probability of OS
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*

Clinical:
> KPS < 80%,

Favorable (O risk factors) » Time from diagnosis to tx < 1 yr

Intermediate (1-2 risk factors) Laboratory:
» Hemoglobin < LLN,

» Calcium > ULN,

Poor (3+ risk factors)

» Neutrophil count > ULN,
|| || | ]

1 1
12 24 36 48 60 > Platelet count > ULN

Mos Since Therapy Initiation

75% to 80% of patients are classified as intermediate or poor risk

FMSTITUT
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Heng. JCO. 2009;27:5794.
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* Impressive progress in last years

Single agent I Combinations
VEGF Blockade including checkpoint inhibitor (CPI)
DUAL CPI CPI + VEGF TKI

Ipilimumab-Nivolumab Pembrolizumab-Axitinib

Avelumab-Axitinib
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PHASE Ill TRIALS IN TREATMENT NAIVE ccRCC e morpET
DUAL CPI CPI + VEGF TKI
CHECKMATE-214 KEYNOTE-426 JAVELIN-101
(N = 1.096) (N = 861) (N = 886)
Ipilimumab Pembrolizumab Avelumab
+ Sunitinib + Sunitinib + Sunitinib

Nivolumab Axitinib Axitinib



PHASE Ill TRIALS IN TREATMENT NAIVE ccRCC A
DUAL CPI CPI + VEGF TKI
CHECKMATE-214 KEYNOTE-426 JAVELIN-101
(N = 1.096) (N = 861) (N = 886)
Ipilimumab Pembrolizumab Avelumab
+ Sunitinib + Sunitinib + Sunitinib
Nivolumab Axitinib Axitinib
Primary objectives: Primary objectives: Primary objectives:
- PFS in intermediate/poor risk - PFSinITT - PFSin PD-L1+
- OS in intermediate/poor risk - OSinITT - 0SinPD-L1+

- ORRin intermediate/poor risk
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PHASE Ill TRIALS IN TREATMENT NAIVE ccRCC S
DUAL CPI CPI + VEGF TKI
CHECKMATE-214 KEYNOTE-426 JAVELIN-101
(N = 1.096) (N = 861) (N = 886)
Ipilimumab Pembrolizumab Avelumab
+ Sunitinib + Sunitinib + Sunitinib
Nivolumab Axitinib Axitinib
- Favorable IMDC: 23% - Favorable IMDC: 31% - Favorable IMDC: 21%

PD-L1+: 63%

PD-L1+: 23% - PD-L1+: 61%

Median FU: 10 mos

- Median FU: 30 mos -  Median FU: 13 mos



PHASE Ill TRIALS IN TREATMENT NAIVE ccRCC

DUAL CPI

CHECKMATE-214
(N = 1.096)

e NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812 APRIL 5, 2018 VOL. 378 NO. 14

Nivolumab plus Ipilimumab versus Sunitinib in Advanced
Renal-Cell Carcinoma

RJ. Motzer, N.M. Tannir, D.F. McDermott, O. Arén Frontera, B. Melichar, T.K. Choueiri, E.R. Plimack, P. Barthélémy,

C. Porta, S. George, T. Powles, F. Donskov, V. Neiman, C.K. Kollmannsberger, P. Salman, H. Gurney, R. Hawkins,

A. Ravaud, M.-O. Grimm, S. Bracarda, C.H. Barrios, Y. Tomita, D. Castellano, B.I. Rini, A.C. Chen, S. Mekan, M.B. McHenry,

M. Wind-Rotolo, J. Doan, P. Sharma, H.J. Hammers, and B. Escudier, for the CheckMate 214 Investigators*
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CPI + VEGF TKI

KEYNOTE-426
(N = 861)

/\

Pembrolizumab
+ Sunitinib
Axitinib

- PFSinITT
- OSinITT

JULES BORDET

JAVELIN-101
(N = 886)

/\

Avelumab
+

Axitinib

PFS in PD-L1+
OS in PD-L1+

Sunitinib
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INTERMEDIATE AND POOR IMDC RISK GROUP

Median PFS, months (95% CI)

Median OS, months (95% CI) P 0.0001 Intermediate- and poor-risk
Intermediate- and poor-risk NIVO+IPI  NR (35.6-NE) . * ) o- ik R “;-9—10'0)
SUN 26.6 (22.1-33.4) 42% ORR 29% ! SUN 8.3(7.0-8.8)
HR (95% Cl), 0.66 (0.54-0.80) el HR (95% Cl), 0.77 (0.65-0.90)
P < 0.0001 e P =0.0014
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3 04 | | 147% o N e ' 36%
g o5 : o SUN | : .
g A | I 1 1 112% SUN
=] 04 I I 1 - % 0.01 T T T : T T T = T f T T T 1
0.1 ! ! ! Intermediate/poor risk’ 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
0.0- T T T : T T T : T : T T T T 1 NIVO'I'I P' Months
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 N = 425 No. at risk
S Months NIVO+IPI 425 296 218 173 147 135 125 106 95 87 81 48 17 3 0
NIVO+IPI 425 399 372 348 332 317 306 287 270 253 233 183 90 34 2 0 SUN 422 205 200 142 111 93 75 60 44 34 26 16 6 0 O
SUN 422 388 353 318 200 257 236 220 207 194 179 144 75 29 3 0 DOR >18 mos

Motzer RJ, et al. N Engl J Med 2018; Motzer RJ, et al. Lancet Oncol 2019



CHECKMATE-214: IPI — NIVO IN 15T LINE

0.3 4
0.2 4
0.1 4
0.0 -

Overall survival (probability)
o
o

Median OS, months (95% Cl)

NIVO+IPI NR (NE)
SUN NR (NE)

HR (95% Cl), 1.22 (0.73-2.04)
P =0.4426

0,
88% __85%
SUN
85%

80%

NIVO+IPI

0

No. at risk
NIVO+IPI

3

6

9

L) T Al
15 18 21
Months

24 2

T T

L T L L)
30 33 36 38 42 45

125 124 120 116 111 108 104 102 101 ©8 94 88 71 24 2 O
SUN 124 119 119 117 114 110 109 105 103 101 96 88

70 26 2 0

GOOD IMDC RISK GROUP

P=01436
39% 50%
4.0
80
n2

Patients with favorable risk represented 23% in each arm

f: :c
* INSTITUT
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Good-risk Median PFS, months (95% CI)
NIVO+IPI  13.9(9.9-17.9)
s 1.07 19.9 (15.1-23.5)
s sl HR (95% Cl), 1.23 (0.90-1.69)
0.8+
£ o 70% P=0.1888
S 06
5 0.5 1
S 04 !
§ I NIVO+IPI
2 I 1 L
S 024 : : .
B o) : L
! ! ! SUN
0.0 T T T : T : : T T T 1
0 3 5} 9 12 15 30 33 38 39 42
No. at risk
NIVO+IPI 125 107 88 ©9 57 53 27 22 8 1 0
SUN 124 109 98 83 74 64 55 3 31 15 2 0

Motzer RJ, et al. N Engl J Med 2018; Motzer RJ, et al. Lancet Oncol 2019



PHASE Ill TRIALS IN TREATMENT NAIVE ccRCC JULES BORDET

DUAL CPI CPI + VEGF TKI

CHECKMATE-214 KEYNOTE-426 JAVELIN-101
(N = 1.096) (N = 861) (N = 886)

/ \ /\ / \
The NEW ENGLAND JOURNAL of MEDICINE
Ipilimumab Avelumab
+ Sunitinib ORIGINAL ARTICLE + Sunitinib
Nivolumab Pembrolizumab plus Axitinib versus Axitinib
Sunitinib for Advanced Renal-Cell Carcinoma
- PFS in intermediate/poor risk e e N e e s | PFS in PD-L1+
. . . . |. Bondarenko, S.). Azevedo, D. Borchiellini, C. Szczylik, M. Markus, .

- OS In Intermedlate/poor rISk R.S. McDermott, J. Bejlé.ﬂ.‘i. Tartas, iH Chang, 5.(T£JTT11-’1C:'1. Q. Shou, R.F. Perini, OS in PD'L1+

ORR in intermediate/poor riSk M. Chen, M.B. Atkins, and T. Powles, for the KEYNOTE-426 Investigators*



PFS, %

KEYNOTE-426: PEMBRO + AXITINIB IN 15T LINE

PFS in ITT Cohort

100+ .
112-mo rate
90+ 169.6% - t
146.2% -mo rate
80+ 3 41.1%
70- 32.9%
60+
504
40+ '
30- Events Median PFS, mo (95% Cl) \
20 Pembro + Axi 42.4% 15.1(12.6-17.7)
Sunitinib 49.4% 11.1(8.7-12.5) : ;
Ly HR: 0.69 (95% Cl: 0.57-0.84); P = .0001
0 r—x & F ¥F ri i TsTr oo il 1 1
0 4 8 12 16 20 24
No. at Risk Months
432 357 251 140 42 3 0
429 302 193 89 29 1 0

0S, %

fuf

* NSTITUT
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OSin ITT Cohort
§12-morate
189.9% ¢

100+ 78.3% ;g_gﬁf -
90-
804
704
60+

504
401
30- Events Median OS
20 Pembro + Axi 13.7% NR

1 Sunitinib 22.6% NR

101 HR: 0.53 (95% CI: 0.38-0.74); P < .0001 |

0 L S B e S I A S S — T o re—

0 4 8 12 16 20 24

Months

No. at Risk

432 417 378 256 136 18 0

429 401 341 211 110 20 0

Rini et al. N Engl ] Med 2019
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OS by subgroups

No. of Events/

Subgroup No. of Patients Hazard Ratio (95% CI)
Overall 156/861 —il— 0.53 (0.38-0.74)
Age
<65 yrs 91/538 —— 0.47 (0.30-0.73)
S365 yrs 65/323 —il— 0.59 (0.36—-0.97)
ex
Male 108/628 — m— 0.54 (0.37—0.80)
Female 48/233 L 0.45 (0.25-0.83)
Region of enrollment
North America 31/207 ki, 0.69 (0.34—1.41)
\\\lestern Europe 31/210 B 0.46 50 .22—0.9
orld 94/444 _— 051(033-07
IMDC risk category
Favorable 17/269 il 0.64 (0.24—1.68)
Intermediate 93/484 —i— 0.53 EO . 35—-0. 82;
Poor 46/108 0 0.43 (0.23-0.81
90 or 100 88/688 —i— 0.53 (0.35-0.82
70 or 80 67/172 —i— 0.49 (0.30-0.81
PD-L1 CPS
<1 54/325 —l— 0.59 (0.34—-1.03)
=1 90/497 —— 0.54 (0.35-0.84)
No. of metastatic organs
21/210 L 0.20 (0.07-0.5
=2 134/646 —il— 0.60 (0.42—-0.85
0.1 D:5 1 2
Pembro-Axi Sunitinib
Better Better

Data cutoff date: Aug 24, 2018.

Rini et al. N Engl J Med 2019



KEYNOTE-426: PEMBRO + AXITINIB IN 15T LINE

100
90
80
70
60
50
40
30
20
10

ORR, % (95% Cl)

ORR in ITT cohort

P < 0.0001

59.3%
(54.5-63.9)

Pembro + Axi

35.7%
(31.1-40.4)

Sunitinib

ﬁuf
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Pembro + Axi Sunitinib
Best Response N =432 N =429
CR 25 (5.8%) 8 (1.9%)

PR 231 (63.:5%) 145 (33.8%)
SD 106 (24.5%) 169 (39.4%)
PD 47 (10.9%) 73 (17.0%)
NE= 8 (1.9%) 6 (1.4%)
NAP 15 (3.5%) 28 (6.5%)
Response

Duration N = 256 N =153
Median (range), NR 15.2

mo

(1.4+ to 18.2+)

(1.1+ to 15.4+)

aPatients who had =1 post-baseline imaging assessment, none of which were evaluable per RECIST v1.1 by BICR. PPatients who did not have =1 post-baselineimaging assessment.
Data cutoff date: Aug 24, 2018.

Rini et al. N Engl ] Med 2019



PHASE Ill TRIALS IN TREATMENT NAIVE ccRCC JULES BORDET

DUAL CPI CPI + VEGF TKI

CHECKMATE-214 KEYNOTE-426 JAVELIN-101
(N = 1.096) (N = 861) (N =886)

L a
/\ /\ The NEW ENGLAND JOURNAL of MEDICINE

Ipilimumab PembrOIizumab ORIGINAL ARTICLE

+ Sunitinib + Sunitini L L
Nivol b Axitinib Avelumab plus Axitinib versus Sunitinib
Ivoluma e 10t for Advanced Renal-Cell Carcinoma

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, M.D.,
Balaji Venugopal, M.D., Christian Kollmannsberger, M.D.,

- PFS in intermediate/poor risk - PFSiInITT Sylvie Negrier, M.D., Ph.D., Motohide Uemura, M.D., Ph.D.
. . . . . Jae L. Lee, M.D., Ph.D., Aleksandr Vasiliev, M.D., Wilson H. Miller, Jr., M.D., Ph.D.,
= OS in IntermEdlatE/poor r|Sk - OS in ITT Howard Gurney, M.D., Manuela Schmidinger, M.D., James Larkin, M.D., Ph.D.,
. o o . Michael B. Atkins, M.D., Jens Bedke, M.D., Boris Alekseev, M.D., Jing Wang, Ph.D.,
- ORR in IntermEdlatE/pOOF r|Sk Mariangela Mariani, Ph.D., Paul B. Robbins, Ph.D., Aleksander Chudnovsky, M.D.,
Camilla Fowst, M.D., Su bl amanian Hariharan, M.D., Bo Huang, Ph.D,,

Alessandra di Pietro, M.D., Ph.D., and Toni K. Choueiri, M.D.




JAVELIN-101: AVELUMAB + AXITINIB IN 15T LINE ‘
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° [ ]
PFS in PD-L1+ Cohort OSin PD-L1+
Median PFS, 100 A
mo (95% Cl) 90 -
100+ Avelumab + Axitinib  13.3 (9.8-NE) 80 -
o 907 Sunitinib 8.2 (6.9-8.5) r—
- 80.. -
: . HR: 0.51 (95% CI: 0.396-0.653) S 60-
Z P < .0001 [ :
g 601 3 507 Median OS
E " ; § 407 Avelumab + Axitinib NR
¥ 404 > " ——
g ] 6 37 Sunitinib NR
o 20 -
L HR:0.78 (95% Cl: 0.554-1.084)
101 97 p= 0679
O T L) L) ¥ Ll L} Ll L) T . L) Ll 0‘ T T T T T T T T T T T T '
g 2 % ‘& & _W W W W W H B 24 O 2 4 6 8 10 12 14 16 18 20 22 24 26
Number at risk Sivser iiriek Time since treatment initiation, months
Avel+ Axit: 270 236 216 166 127 78 § 36 25 15 ¢ . ° Avel + Axit: 442 426 412 396 319 252 187 121 93 70 27 8 1 0
Suntinh: 200 227 191 138 100 51 32 12 10 5 Sunitinib: 444 426 401 373 295 224 175 113 8 59 17 5 1 0

Also significantly PFS benefit in ITT
Benefit irrespective of the IMDC risk

Motzer et al. N Engl ] Med 2019
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ccRCC 14t line

Good risk Intermediate/Poor risk
Axitinib + Pembrolizumab Nivolumab + Ipilimumab
Axitinib + Avelumab Axitinib + Pembrolizumab

Axitinib + Avelumab
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1. Current first line management in advanced renal cell carcinoma

3. Subsequent therapies

4. Future perspectives for 1stline treatment



HOW TO SELECT PATIENTS FOR 15T LINE IN RCC ‘
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 Not recommendable to make direct comparisons between studies

« Retrospective data
« Compared patients treated in 15t line with Ipi-Nivo (n=75) versus IO+VEGF TKI (n=113)

1.0 ety
e Ipi-Nivo = T .‘ Median TTF (mo)
g i (95% C1)
(2.5-9.6)
0.8 (3.4-14.7)
P=04
g
= 0.6
< URGENT NEED FOR
S
2
S o PREDICTIVE BIOMARKERS
[e) :lT
S
o
0.2
P=017 N
0.0 0.0
Adjusted* HR = 1.74 (95% Cl 0.82-3.88; P = 0.14)
0 5 10 15 20 25 30 0 2 s 6 8 10
Months Since Initiation of Therapy Months Since Initiation of Therapy
No. at Risk No. at Risk
10-VEGF 113 90 63 37 22 13 5 Prior IO-VEGF 27 21 10 6 5 3
Ipi-Nivo 3 24 1 37 27 2z 19 Prior Ipi-Nivo 28 20 17 10 9 7

OS of 1%t line 10 combos (10-VEGF vs Ipi-Nivo)  TTF of 2"d line VEGFR-TKIs after 1%t line |0 combos

Dudani et al. Eur Urol 2019
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IMMUNE DESERT IMMUNE EXCLUDED INFLAMED
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PATTERN OF IMMUNE ACTIVITY

T cells are absent from the tumour T cells have accumulated, but T cells have infiltrated, but
and the tumour microenvironment are not efficiently infiltrating are not functioning properlyt
the tumour microenvironment”*

Sl

IMMUNOTHERAPY

Synergistic activity ?

FAVORABLE RISK IMDC

. . . INTERMEDIATE/ POOR
Angiogenesis gene expression




PD-L1 EXPRESSION

Ventana PD-L1 IHC Positive immune cells within Ave + Axi Sun
SP263 assay the tumor area
PO Tstatus
Posiive 106270 145250 —-—
Negative 55 T HaEl
Hol evaleabie 18440 s

f: :f
* NSTITUT
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083 (04687, 0.6045)
DLBD (0551, 1,164)
083 (0203, 1.606)

Agilent PD-L1 22C3 Combined score (no. of PD-L1+ .
pharmDX assay cells/total no. of tumor cells) Pembro + Axi Sun

PD-L1 combined positive score

<1 54/325 - 0.59 (0.34-1.03)
=1 90/497 - 0.54 (0.35-0.34)
pharmDx test
Baseline PD-L1 expression
<1% 93/284 114/2738 —-— 0.73 (0.56-0.96)
=1% 28/100 57/114 O 0.45 (0.29-0.71)
Not reported 19/41 17/30 O | 0.75 (0.39-1.45)
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COMPLETE RESPONSES [N
INSTITLUT
100%
90%
80%
70%
2% —— 11% 3% 6% —— Complete Responses

60%
50%
40%

30%

® ORR
20%
42%
10%
0%

SUNITINIB IPI + NIVO AXIT + AVEL AXIT + PEMBRO

n=546 n=550 n=445 n=432



COMPLETE RESPONSES

2
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1
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1

e
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1

S
n
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(=4
»
1

Median OS (months)

s -100% t0 -60% (n=283)

e -50% t0 -30% (n=547)

e -30% to 0% (n=1155)

e 0% t0 20% (n=390)
0= MEE20

No post-baseline scan (n=218)

54.53
26.38
16.56
10.36
7.33
1.97

1.0
0.9
0.8 1
0.7 4
0.6
0.5 1
0.4

0.2

- NNO+IPI
o+ I

72 (40.4)

monthe

01 | |PFS, medan (95% 1),

NR (29.0-NE)

T SUN

tT If
* NSTITUT
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Survival With Nivolumab by Response in Patients
With mRCC

0.4+
0.3

02 —| | Events. n 1%)

NIVO4/PI i
(N=4a9) |

1.0 Median OS, months
L. Response (95% Cl)

0.91 —8— CR/PR NR (34.3-NE)
0.8 SD 22.9(18.7-318)

. —6— PD 9.0 (5.9-14.2)
0.74

0.6

Overall Survival (Probability)

T

28 34
Months

22(44.9) 36 (58.1)

menths

O 1 || FFS, median (95% CI).

36.4 20.7-NE) [31.9(26.4-37.2

0.0

Progression-free survival (probability)

0.04—
0 3

No. at risk

NIVO+IPI 178 175 164 142 126 117 109 94 87 81

SUN

v' Associated with OS
v Opportunity of treatment discontinuation

T T T T T 15 T T T T W:TI
6 9 12 15 18 21 24 27 30 33 36 39 42

Months

7% 47 17 3

124121 107 90 75 66 55 47 35 25 19 12 5

0

Progression-free survival (probability)

No. at risk

0 NIVO+IP 49 49 46 42 38 36 31 29 28 26 23 20 8 1 O
62 62 61

0 SUN

T T T T & T T & 0 I T F i
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42

Months

58 55 51 47 40 37 36 32 28 13 2 O

Grunwald V, Eur Urol 2015; McDermott
D, ASCO 2016; Tannir N, et al. ASCO GU




SARCOMATOID COMPONENT

Lower Angiogenesis Gene Expression and
Higher PD-L1 expression

Angiogenesis Gene Signature

100% | P=112e-11 100% _
[J Angiotew
35% AngioHiah
75% _ B Anglo 75% |
_ 66% _
s s
2 50%_ 2 50%
s 8
2 3
o o
25% _| 25% _
0% - 0%

T-Effector Gene Signature

P = 1.90e-03

46%

60%

O Ter "
mT, Mo

| I
Sarcomatoid Nonsarcomatoid

n=134 n =688

Rini Bl, et al. Ann Oncol. 2018;29(Suppl 8): Abstract LBA31.

Sarcomatoid
n=134

Nonsarcomatoid

n = 6388

Patients (%)

PD-L1 Expression

100% P = 5.25e-07
o -
75% | 37%
61%
50%
25% —
0%

[0 Negative
B Positive

Sarcomatoid Nonsarcomatoid

n=134

n = 688

tT If
* NSTITUT

JULES BORDET
MSTITUUT



SARCOMATOID COMPONENT 'l:zfmsm—
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IPILIMUMAB + NIVOLUMAB PEMBROLIZUMAB + AXITINIB
int/poor

_ ALL COHORT | SARCOMATOID ALL COHORT SARCOMATOID
N 425 60 432 51

ORR, % 42% 57% 59% 59%
CR, % 11% 18% 6% 13%
PFS, mos 11.6 8.4 15.1 NR
1-year OS 80% 73% 89.9% NA

- Retrospective analysis.
- No central pathology review.

- Unknown extent of sarcomatoid dedifferentiation.
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1. Current first line management in advanced renal cell carcinoma

2. How to select patients for 15t line treatment ?

4. Future perspectives for 1stline treatment



SUBSEQUENT THERAPY

* Only retrospective data in the post 10 first line setting:

sy | pgems | | onn | prarr

Retrospective
Retrospective
Retrospective
Retrospective
Phase 2
Retrospective
Retrospective

VEGF TKI/mTOR (axi/eve++) BLNIREZN LD

VEGF TKI
VEGF TKils (cabo/axi)
Cabozantinib
Axitinib, dose titrated
TKIls (post combo nivo/ipi)
TKls

70 | 28% | 64mo
561 33% | 8mo
86 | 36% | 6.6mo

38| 38% | 9.2mo
33| 36% | 8mo
70 | 41% [ 13.2mo_

tT If
* NSTITUT

JULES BORDET
MSTITUUT

Unknown what is the impact of frontline combination on subsequent treatment activity



SUBSEQUENT THERAPY ‘

.H..J.LESI BEORDET
ccRCC

Post1O +10 Post 10 + VEGF TKI

Any VEGF TKI can be used VEFG TKI remains active
after VEGF failure

Cabozantinib is the more selective TKI and probably the most active

ORR: 36%, ORR + SD: 79%
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1. First line current management in RCC

2. How to select patients for 18t line treatment ?

3. Subsequent therapies

4. Future perspectives for 15t line treatment
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1. Evaluate other VEGF TKI combinations in frontline setting

Phase Ill N= 638

Phase Il N=1069 Primary endpoint: PFS

Primary endpoint: PFS,0S

RANDOMISATION RANDOMISATION

Nivolumab
+ Cabozantinib

Lenvatinib Pembrolizumab
+ Everolimus + Lenvatinib

Sunitinib




PERSPECTIVES X2

JULES BORDET
INSTITUUT

2. Evaluate other 10 combinations comparing with the new SOC in front line setting

COSMIC-313 STUDY

Advanced RCC of Intermediate
or Poor Risk

Ipilimumab + Nivolumab




PERSPECTIVES

3. Evaluate Monotherapy versus Combination

- Some data available for IO monotherapy in the 1%t line setting

- Pembrolizumab (n=110) - ORR 38% (CR: 3%)

Phase 3 comparing Ipi-Nivo versus Nivo in the 1% line setting (NCT03873402)

CA209-8Y8 STUDY DESIGN

K Advanced or metastatic\

RCC with a clear cell
component; no prior
systemic therapy

* IMDC intermediate or
poor risk

Stratification Factors at
Randomization:
* IMDC Prognostic Score

(1-2 vs. 3-6)

\ PD-L1 tumor expressioy

Randomization 1:1

Arm A
Nivolumab 3 mg/kg +
Ipilimumab 1 mg/kg Q3W
for 4 doses, then Nivolumab
480 mg Q4W

Treat until
RECIST 1.1
defined

progression,

unacceptable
toxicity, or

max. 2 years

Arm B
Nivolumab 360 mg +
Ipilimumab-Placebo Q3W for
4 doses, then Nivolumab
480 mg Q4W

fuf
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PERSPECTIVES

4. Evaluate Sequence versus Combination

N =200
Key eligibility criteria

» Metastatic/locally advanced RCC,

histologically confirmed
»  Clear cell component
* Intermediate/high risk by IMDC

* Untreated or pretreated with
1 prior TKI (first or second line?)

» Measurable disease as defined
by RECIST v1.1

+ KPS 270%

» Evaluable tumor sample
for PD-L1 expression testing

* Primary endpoint: ORR
+ Secondary endpoints: PFS, OS

Tumor assessments after 6 wk, every 12 wk thereafter

Tumor assessments 1 CR/PR
(weeks 8 and 16)

Nivolumab induction
240 mg Q2W x 8

Early PD (week 8)

Nivolumab 3 mg/kg
+ ipilimumab 1 mg/kg
“boost” 1 + 2

Q3W x 2

Nivolumab maintenance

240 mg Q2W

3
CR/PR CR/PR

ﬁuf

resistance

Immunotherapy

Nivolumab 3 mg/kg
+ ipilimumab 1 mg/kg
“boost” 3 +4
Q3W x 2

, RR after nivo + ipi “boosts”, safety (TRAE), QoL (FKSI-19)

* INSTITUT
JULES BORDET
MNSTITLUT
1L (n=108)
N,..e ORR* N+ N+l BOR?

ORR (BOR), n (%) 31(28.7) 40 (37.0)
Complete response, n (%) 2(1.9) 2 (19)
Partial response, n (%) 29 (26.9) 38 (35.2)
Stable disease, n (%) 26 (24.1) 26 (24.1)
Progressive disease, n (%) 13 (12.0) 38 (35.2)
Early Progressive disease / 22 (20.4)
‘Boost’ Week 8, n (%)
Not evaluable *, n (%) 16 (14.8) 4(3.7)




PERSPECTIVES

4. Evaluate Sequence versus Combination

tT If
* NSTITUT

JULES BORDET
MSTITUUT

Nivolumab + Ipilimumab Followed by Nivolumab or Nivolumab + Cabozantinib

N = 1,044

Key eligibility criteria

« Metastatic clear cell
RCC

« IMDC intermediate
or poor risk

* Archival tissue
available (biopsy
not required)

Stratification

Bone
metastases

IMDC
intermediate/
poor risk

* Primary endpoint: OS

Nivolumab 480 mg IV Q28D

Induction |~79% CR

Nivolumab
3 mg/kg IV

+ ipilimumab
1 mg/kg IV Q21D
X 4 cycles

~20% PD

Cabozantinib 60 mg orally daily

Nivolumab
480 mg IV Q28D

+ cabozantinib
40 mg orally daily

Until PD,
unacceptable toxicity,
orCRat1y

Nivolumab

480 mg IV Q28D

« Key secondary endpoints: PFS, 1-y CR rate, ORR by RECIST, toxicity, and correlatives
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CONCLUSIONS .

.H..J.LESI BORDET
= CPl in combination is the current SOC in 1% line therapy - The addition of ipilimumab or axitinib is the key decision

= IMDC prognostic score need to be used in decision making - Biology appears to be different in good vs.

intermediate / poor risk

= New combinations are under investigation - OS benefit is the gold standard

= Not predictive biomarkers are available

* There is a lack of data on treatment after 1%t line - VEGF TKI not used previously is justified
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THANK YOU FOR YOUR ATTENTION

Nieves Martinez Chanza

Jules Bordet Institut
Nieves.Martinez-Chanza@bordet.be



mailto:Nieves.Martinez-Chanza@bordet.be

