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RENAL CELL CARCINOMA

Accounts for 5% and 3% of all adult malignancies in men and women, respectively
Representing the 7t most common cancer in men and the 10" most common cancer in women

Management has greatly evolved recently
» Metastatic setting
» Cytoreductive nephrectomy

> Systemic treatment changes

 Localised disease:
> Role for adjuvant CPI

WEBINAR SERIES



Arsenal therapeutique riche dans le mRCC
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OVERALL SURVIVAL: CHANGES IN 20 YEARS
What has been achieved and need to be implemented routinely

= Median Overall Survival (Months)

WEBINAR SERIES BEM0



RCC: Traitement Adjuvant




Nati | . . . .
Cgr:ﬁopnrghensive NCCN Guidelines Version 4.2022 NCCN Guidelines Index

Table of Contents

NCCN ﬁzﬂﬁg:k@ Kidney Cancer Discussion
STAGE  PRIMARY TREATMENT¢® ADJUVANT FOLLOW-UPY
INITIAL WORKUP TREATMENT (CATEGORY 2B)
* H&P Partial nephrectomy (preferred)
» CBC with differential, or
comprehensive Ablative techniques
metabolic panel, LDH Stagel ___ |or
« Urinalysis (T1a) Active surveillance
» Abdominal * pelvic CT?2 or
or MRI? Radical nephrectomy (in select patients)| Surveillance’ —»
« Chest x-ray Partial hrect
« If clinically indicated o e nephrectomy
» Bone scan, .
» Brain MRI? {S'Fiag? I _, |Radical nephrectomy
> Chest CT® Acti ll in select patient
b Consldor cors needis ctive surveillance (in selec pml_er] s]lt - cel
biopsy (FNA not inical tria ) elapse or
Suspicious __ adgr::luy;tg)h or ] gggngnlfg —+ |Progression
mass » If urothelial carcinoma | Partial nephrectomy Surveillance — See KID-3
suspected (eg, central Stage Il —|or — |OF i
mass), consider urine Radical nephrectomy Adjuvant pembrolizumab
cytology, ureteroscopy (Grade 4 tumors with clear
or percutaneous cell histology * sarcomatoid
biopsy® features)
= If multiple renal Clear cell histol :
masses, <46 y, or Radical nephrectomy Clinical trial (preferred)
family history, consider Staae Il or ) or f
genetic evaluation. See goll = Partial nephrectomy, if 3:" rveliiance
Hereditary Renal Cell clinically indicated Adjuvant pembrolizumab
Carcinomas (HRCC-1) or s_l.':_nijcli::;ib (category 3 for
sunitini
StagelV. — See KID-2 Non-clear cell histology:
Surveillancef

Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Kidney Cancer V4.2022. © National Comprehensive Cancer Network, Inc
2022. All rights reserved. Accessed May 31, 2022. To view the most recent and complete version of the guideline, go online to NCCN.org.




Published Tyrosine Kinase Inhibitor Adjuvant Trials

Starting Minimum Significant Difference?

Therapy N Histology Stage
Dose Dose DES os*
79% ccRCC
Sunitinib > bT1b G3- 3?(;?; 25 mg
ASSURE!? Sorafenib 1943  cCRCC was Z i (Su') / 4Og0 (Su)/40 No No
Placebo Primary ’ mg (So)
endpt mg (So)
S-TRAC23 sunitinib o0 (Rec >pT3bor  gh e 37.5mg Yes No
Placebo N+
Pazopanib ccRCC or pT2 (G3-4),
PROTECT4> P 1538 mostly >pT3, or 600 mg 400 mg No No
Placebo
ccRCC N+
*Studies included OS as secondary endpoint and may not be powered to show an improvement.
1. Haas. Lancet. 2016;387:2008. 2. Ravaud. NEJM. 2016;375:2246. 3. Motzer. Eur Urol. E

2018;73:62. 4. Motzer. JCO. 2017;35:3916. 5. Motzer. Eur Urol. 2021;79:334. Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/

EVEREST: Everolimus vs Placebo for Patients With RCC
After Nephrectomy or Partial Nephrectomy

= Multicenter, randomized phase Il trial of everolimus vs placebo for patients with
pathologically intermediate high—risk or very high—risk RCC after nephrectomy

Stratified risk (intermediate high risk vs very high risk),
histologic subtype (clear cell vs non—clear cell), and performance status (0 vs 1)

Patients with histologically confirmed RCC, clear cell or
non—clear cell allowed, within 12 weeks of full surgical .
resection including any clinically positive nodes; NED / Everolimus 10 mg PO QD for 54 wks
(negative margins, no evidence of residual or metastatic
RCC on CT scan after nephrectomy and within 28 days
before enrolment); TNM stage pT1lb G3-4, pT2 and G,
or any N+; pathologically either intermediate high—risk
or very high—risk disease
(N = 1545)

= Primary endpoint: recurrence-free survival

\

Placebo PO QD for 54 wks

=  Secondary endpoints: OS, safety
[<]

Ryan. ASCO 2022. Abstr LBA4500. NCT01120249. Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/

EVEREST: Recurrence-Free Survival with Everolimus vs
Placebo After Nephrectomy or Partial Nephrectomy

100% = Pts at Risk, n Events, n 5-Yr Estimate

Everolimus 755 262 67%
744 294 63%

Placebo

e

RFS (%)

_ HR: 0.85 (95% Cl: 0.72-1.00)
20% — Pl-sided =0.025%*

| *Did not meet prespecified P value boundary for statistical significance
0% T T T T T T T T T T T ]

Ptsatrisk,n ° 3 6 E 12
Everolimus 755 543 Years
Placebo 744 533 445 293 96

Ryan. ASCO 2022. Abstr LBA4500. Slide credit: clinicaloptions.com
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EVEREST: Everolimus vs Placebo for Patients With RCC
After Nephrectomy or Partial Nephrectomy

Overall (n = 1499) —e—1
Male (n = 1042) —e—1}—
Female (n = 457) . * Pinteraction = -2
<65 yrs (n = 1058 |
" ) y ® 4 } P interaction .36

} P interaction —

PS O (n=1191) | ——1— } i
PS 1 (n 308) i - ’ Pinteraction =.32
Clear cell (n =1248) p—e— } S
Nonclear cell (n = 251) * interaction
h h = . 2
; i . (n 99) _ } Pinteraction =.96

Non-chromophobe (n = 1248 r—g—
Very hlgh risk (n =251) |

} P interaction —

0.00 0.50 1.00

HR and 95% CI 20 == c|O|

Ryan. ASCO 2022. Abstr LBA4500. Favors EVerolimus  qesssssss wsssssst  Favors Placebo Slide credit: clinicaloptions.com
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KEYNOTE-564 30-Mo Follow-up:
Adjuvant Pembrolizumab vs Placebo for ccRCC

= Multicenter, randomized, double-blind phase lll trial of adjuvant therapy

Stratified by MO vs M1 NED; MO group further

- ~1yr*
stratified by ECOG PS 0 vs 1 and US vs non-US l
Patients with histologically confirmed l
ccRCC and nephrectomy Pembrolizumab 200 mg Q3W

<12 wk prior to randomization; / (n = 496)

no previous systemic therapy;
ECOG PS 0/1; tissue sample for PD-L1

assessment required \ Placebo Q3W
(N =994) (n = 498)

*Equivalent to <17 cycles.

* Primary endpoint: DFS per investigator = Secondary endpoints: OS, safety

— Met in first interim analysis — Pvalue boundary for OS significance: .0000095

Choueiri. ASCO GU 2022. Abstr 290. NCT03142334. Slide credit: clinicaloptions.com
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KEYNOTE-564 30-Mo Follow-up:

DFS in ITT Population (Primary Endpoint)

1004 24-mo rate
78.3%
80-
‘g 40 Events,n Median DFS, Mo (95% Cl)
| — Pembrolizumab 114 NR (NR-NR)
— Placebo 169 NR (40.5-NR)
20~
HR: 0.63 (Cl 95%: 0.50-0.80; nominal P <.0001)
O 1 1 1 1 L]

0 5 10 15 20 25 30 35
Patients at Risk, n Mo

Pembrolizumab 496 458 416 389 361 255 135 77
Placebo 498 437 389 356 325 230 125 74

Choueiri. ASCO GU 2022. Abstr 290.

40

37
33

45

50

Slide credit: clinicaloptions.com
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KEYNOTE-564 30-Mo Follow-up: DFS by Sarcomatoid
Status

Sarcomatoid Features Absent Sarcomatoid Features Present
100+ 24-mo rate 100+ 24-mo rate
79.5%
80- . 20- 71.8%
Q 60- 69.4% Q 60-
o o 52.0%
aQ 40- aQ 40-
el [ Pembro a1 — Pembro
— P| = P|
204 acebo 204 acebo
HR: 0.63 (95% Cl: 0.48-0.83) HR: 0.54 (95% Cl: 0.29-1.00)
O 1 1 ] ] ] 1 ] ] | | 1 O 1 1 ] ] ] 1 ] ] | | 1
Patientsa O 5 10 15 20 25 30 35 40 45 50  Patientsat O 5 10 15 20 25 30 35 40 45 50
Risk, n Mo Risk, n Mo
Pembro 414 385 350 327 305 215 117 67 32 0 0 Pembro 52 48 41 37 34 27 11 5 3 0 0
Placebo 415 367 331 304 277 201 110 68 30 1 0 Placebo 59 48 40 35 33 21 12 4 3 0 0
Events Median DFS, Events Median DFS,
Mo (95% Cl) Mo (95% Cl)
Pembro (n = 414) 88 NR (NR-NR) Pembro (n =52) 16 NR (NR-NR)
Placebo (n = 415) 133 NR (NR-NR) Placebo (n =59) 29 40.5 (11.3-NR)

Choueiri. ASCO GU 2022. Abstr 290. Slide credit: clinicaloptions.com
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ASCO 2022 Update

KEYNOTE-564 Expanded Efficacy Analysis:
Distant Metastasis-Free Survival in ITT Population

R Recurrence events
t_'; " Pembrolizumab Placebo
% 2l n = 496 n = 498
A ([);T;ir;) 95 (19.2) 140 (28.1)
(]
4
Fe
R
N
©
‘g’ )
y 30 Events, n Median DMFS, mos (95% Cl)
= 207 Pembro 103/496 NR (NR-NR) HR: 0.63 (95% Cl: 0.49-0.82)
& 10 Placebo 152/498 NR (40.5-NR)
(/)] '
I b e s e e e e e B ma s
0 5 10 15 20 25 30 35 40 45 50
Pts at risk, n Months
Pembro 496 457 415 387 361 255 135 il 37 0 0
Placebo 498 439 394 360 327 230 126 74 33 % 0

Choueiri. ASCO 2022. Abstr 4512. Slide credit: clinicaloptions.com
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KEYNOTE-564 Expanded Efficacy Analysis:
Time to First Subsequent Therapy in ITT Population

100
90 =
80 =
0™
60 =
50 =
40 =
30 =
20—
10 =

Time to First Subsequent
Anticancer Therapy, %

Oﬂ LI | I L | I | I | I L I | I | | I'I L I | I L | l L I | I | I | I | | II

0 50

Pts at risk, n

Pembro 496
Placebo 498

Pembro 77/496
Placebo 110/498

86.5%
79.3%

Events, n Median DMFS, mos (95% Cl)

NR (NR-NR)
NR (NR-NR)

ASCO 2022 Update

Subsequent therapy

5 10 15

478 457 440
473 436 416

Choueiri. ASCO 2022. Abstr 4512.

25 30 35 40 45

Months

320 203 129 54 8
297 184 116 3 9

n (%) Pembiolizumab Plzicebo
n =496 n =498
Any 84 (17.5) 124 (24.9)
Drug therapy 67 (13.5) 99 (19.9)
Radiation therapy 17 (3.4) 19 (3.8)
Surgery 23 (4.6) 36 (7.2)

o

HR: 0.67 (95% CI: 0.50-0.90)

QlUEC CiculiLl. CHHICAIOPLIVIIS.LUITI
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Questions sans réponses

" Durée necessaire de traitement en adjuvant : une année c’est suffisant
ou pas?

" [ntensité du traitement djuvant : la monothérapie est-elle suffisante?
= Risque de toxicité : sur-traitement ou sous-traitement?

= Besoin de quels types d’essais : Validation du ctDNA, sighature
immunologique ou angiogénique?

= Utiliser les meilleures technologies pour identifier ceux qui vont
progresser de ceux qui vont répondre parmis les patients traités



Premiere ligne de Treatment pour
le RCC avancé




Role du Risque dans le Traitement du mRCC

IMDC Criteria for Metastatic RCC

OS By Risk Group

100 1 — Favorable
Karnofsky performance score <80% 0.75 — Intermediate
Time from initial diagnosis to targeted Tx <1 yr 80 T roer
Hemoglobin <LLN 6o - 0.53
Calcium >10mg/dL R
Platelet count >ULN S 40 A
Neutrophil count >ULN o 0107
= Favorable: O risk factors 0 : . . : :
0 12 24 36 48 60
" |ntermediate: 1-2 risk factors Mo Since Therapy Initiation
No. of Events/No. at Risk
= Poor: 3+ risk factors oogate  6U3%1 sons? e s o
Poor 94/152 19/36 1/3 0/1 0/0

International Kidney Cancer Coalition. Heng. JCO. 2009;27:5794.

Slide credit: clinicaloptions.com
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Advanced Renal Cell Carcinoma: Current Therapeutic

Landscape
Risk Statification (IMDC
Clinical trial

KPS < 80% _ Clinical trial
Hb < LLN Favorable risk ‘ 10 + VEGF TKI VEGE TKI
VEGF TKI

Neutrophilia 1O
Platelets > ULN VEGF TKI + 10

Lalau = WL Intermediate risk Lammd o icattrial VEGF TKI + mTORi

Time from Dx to 10 +10 10 + 10
10 + VEGF TKI mTORi

systemic therapy .
<1yr Poor risk ~_d - VEGFTKI

Courtesy of Jaime R. Merchan, MD.

Adapted from: Motzer RJ, Jonasch E, Agarwal, N, et al. NCCN Clinical Practice Guidelines in Oncology: Kidney Cancer, E
Version 4.2022. Accessed May 31, 2022. To view the most recent version, visit NCCN.org. Slide credit: clinicaloptions.com
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CARMENA: Prospective, Multicenter, Open-Label,
Randomized Phase Il Noninferiority Study

= Multicenter, randomized, open-label noninferiority phase Il trial

Stratified by center, MSKCC risk group (intermediate vs high risk)

Sunitinib 50 mg QD*
4 wk on/2 wk off
(n=226)

Confirmed metastatic clear-cell RCC/biopsy; l Nephrectomy
ECOG PS 0/1; amenable to nephrectomy (n=226)
eligible for sunitinib; brain metastases
absent/controlled by treatment;
no prior systemic therapy for RCC \
(N =450) (n =224)

Follow-up for
minimum of 2 yr

d

Sunitinib 50 mg QD* 4 wk on/2 wk off

*Dose reductions/interruptions allowed for managing AEs.

" Primary endpoint: OS

= Secondary endpoints: PFS, ORR (RECIST v1.1), clinical benefit, safety
[]

Méjean. ASCO 2018. Abstr LBA3. Méjean. NEJM. 2018;379:417. Slide credit: clinicaloptions.com
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CARMENA: Overall Survival (ITT)

100 A
— —— Nephrectomy-> sunitinib
R — Sunitinib alone
o S0-
2 Median follow-up: 61.5 mo
f, (range: 0-100.7)
& 60 -
S
o
S 40-
2
c
2
s 209 651% 4416% 3016% o |
& 5913% 37.1% 26!3% ; ; ,
O | | | | | | | | 1
0 12 24 36 48 60 72 84 96 106
Patients at Risk, n Mo
Nephrectomy—> sunitinib 226 132 74 47 30 18 8 2 1 0
Sunitinib alone 224 144 90 51 29 16 5 2 1 0

Méjean. ASCO 2019. Abstr 4508.

Slide credit: clinicaloptions.com
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Considerations for Nephrectomy

PS0/1 Poor PS, poor risk
PSO Intermediate risk Large primary
Minimal extrarenal disease Moderate extrarenal disease Extensive extrarenal disease

Nephrectomy Nephrectomy may or Nephrectomy ;i:)es

makes sense may not be indicated not ke senca co

Slide credit: clinicaloptions.com
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NCCN i Kidney Cancer Discussion

PRINCIPLES OF SYSTEMIC THERAPY FOR RELAPSE OR STAGE IV DISEASE

IRST-LINE THERAPY FOR CLEAR CELL HISTOLOGY
Risk Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances
Favorable® « Axitinib + pembrolizumabP® (category 1) « Axitinib + avelumabP® » Active surveillance®
» Cabozantinib + nivolumab® {::atue:gm:nr:r,ir 1) * Cabozantinib (category 25} « Axitinib (category 2B)
« Lenvatinib + pembrolizumab® (category 1) | * Ipilimumab + nivolumab® » High-dose IL-29 (category 2B)
« Pazopanib
* Sunitinib
Poor/ « Axitinib + pembrullzumabh (category 1) « Axitinib + avelumab® « Axitinib (category 2B)
intermediate? |+ Cabozantinib + nwnlumah (category 1) « Pazopanib » High-dose IL-29 (category 3)
« Ipilimumab + nivolumab® {catagury 1) « Sunitinib » Temsirolimus® (category 3)
« Lenvatinib + pambrullzumab (category 1)
\\ » Cabozantinib )
_
SUBSEQUENT THERAPY FOR CLEAR CELL HISTOLOGY
Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances
« Cabozantinib (category 1) + Axitinib (category 1) » Everolimus
* Lenvatinib + everolimus » Axitinib + pembrolizumab® « Bevacizumab' (category 2B)
(category 1) « Cabozantinib + nivolumab® « High-dose IL-2 for selected patients® (category 2B)
» NivolumabP® (category 1) » Ipilimumab + nivolumab® » Sorafenib (category 3)
« Lenvatinib + pembrolizumab® « Temsirolimus® (category 2B)
* Pazopanib
» Sunitinib
» Tivozanib9
« Axitinib + avelumab® (category 3)

" Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Kidney Cancer V4.2022. © National Comprehensive Cancer Network, Inc
2022. All rights reserved. Accessed February 21, 2022. To view the most recent and complete version of the guideline, go online to NCCN.org.




CheckMate 214: Nivolumab + Ipilimumab vs
Sunitinib for Untreated Advanced RCC

1.0
— Nivo + Ipi (n = 550)
0.8 — Sunitinib (n = 546)
7]
o
©
- 0.6+ .
= = sy 48%
o
o 0.44
2
a
0.2+
0- Minimum f/u: 5 yr

Median OS, Mo (95% ClI)
55.7 (46.3-64.6)
38.4 (32.0-45.0)

HR: 0.72 (95% Cl: 0.62-0.85; P <.0001)

ALL RISK
INTENTION TO TREAT

Updated at ASCO 2022:

Abstract 4502 assessing

Mo

Patients at Risk, n
Nivo + Ipi
Sunitinib

Motzer. ESMO 2021. Abstr 661P.

1 . 1 1 1T T T 1 1T 1T 17T 1T 1
0O 6 12 18 24 30 36 42 48 54 60 66 72 78

relationship between health-
related QoL and clinical outcomes

550 493 444 411 372 337 309 291 274 256 236 138 5 O
546 472 405 347 310 281 257 234 213 192 171 108 6 O

Slide credit: clinicaloptions.com
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CheckMate 214: Nivolumab + Ipilimumab vs
Sunitinib for Untreated Advanced RCC

Median OS, Mo (95% Cl) Median OS, Mo (95% Cl)
1.0 — Nivo +ipi (n=425)  47.0(35.4-57.4) 10ma — Nivo +ipi (n=125) 74.1(64.6-74.1)
' — Sunitinib (n = 422)  26.6(22.1-33.5) “T — Sunitinib (n =124)  68.4 (56.7-NE)
x HR: 0.68 (95% Cl: 0.58-0.81; P <.0001) HR: 0.94 (95% CI: 0.65-1.37; P = .7673)
0 0.8 - 0.8 -
T %,
o 2 ©)
é c>> 0.6- ‘S
>
8= £
5 @ 0.4- L 0.4-
v O 0
£ 0 o
o & a
e 0.2+ 0.2 -
= INTERMEDIATE/POOR :
RISK
O- 0- S
|| || || || || || || || || || || || 1 1 1 1 1 1 1 1 1 1 T 1 1 1
0O 6 1218 24 30 36 42 48 54 60 66 72 78 0 6 1218 24 30 36 42 48 54 60 66 72 78
Mo Mo
Patients at Risk, n Patients at Risk, n
Nivo +ipi 425 372 332 306 270 241220 207 196 181163 79 2 O Nivo +ipi 125 121 112 105102 96 89 84 78 75 73 59 3 O
Sunitinib 422 353 291 237 206 184 169 151 137 125112 58 3 O Sunitinib 124 119 114 110 104 97 88 83 76 67 59 50 3 O

Minimum f/u: 5 yr
Slide credit: clinicaloptions.com

Motzer. ESMO 2021. Abstr 661P.
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KEYNOTE-426: First-line Pembrolizumab + Axitinib vs
Sunitinib in Advanced or Metastatic RCC

End of Pembrolizumab Median OS, Mo (95% Cl)
0,
100- 81% Treatment .o, Pembro +axi 45.7 (43.6-NR)
0 | ele e
72% | g0, 63% Sunitinib 40.1 (34.3-44.2)
807 HR: 0.73 (95% Cl: 0.60-0.88; P <.001)
60+ |
3 |
;,’ |
O 40- ALL RISK |
INTENTION TO TREAT :
20 |
Median f/u: 42.8 mo |
Minimum f/u: 35.6 mo [
0 T T T T T T T T ]
0 6 12 18 24 30 36 42 48 54
Patients at Risk, n Mo
Pembro + axi 432 407 384 345 318 286 259 141 16 0
Sunitinib 429 379 336 306 279 252 224 110 12 0

Rini. ASCO 2021. Abstr 4500.

Slide credit: clinicaloptions.com
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KEYNOTE-426: First-line Pembrolizumab + Axitinib vs
Sunitinib in Advanced or Metastatic RCC

Median OS, Mo

FAVORABLE
20 7 RISK

Median f/u: 30.6 mo

Events, n Median OS

— Pembro + axi 26 NR
— Sunitinib 24 NR
2,6% 85.3%
94.6%
87.7%

HR: 1.06 (95% Cl: 0.60-1.86;
P =.58%)

*Nominal P value.

— Pembro + axi NR
— Sunitinib 28.8 (23.7-34.3)
100 - HR: 0.63 (95% Cl: 0.50-0.81; 100 -
P =.0001)
- 80
80 69.2%
g 60 72.0% geo 7
8 55.8 8 .
o INTERMEDIATE/POOR 40
RISK
Median f/u: 30.6 mo
T T T T T T 1 0
0 6 12 18 24 30 36 42 _ _
Patients at Risk, n Mo Patients at Risk, n
P+A 294 274 254 220 195 100 11 0 P+A 138 134
S 289 250 213 188 160 74 7 0 5131 129

Powles. Lancet Oncol. 2020;21:1563.

12 18 24 30 36 42

Mo

131 126 110 63 12 0
123 118 108 60 9 0

Slide credit: clinicaloptions.com
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CheckMate 9ER: First-line Nivolumab + Cabozantinib vs
Sunitinib in Advanced or Metastatic RCC

1.0 4

0.8 -

0.6 -

0.4 -

0.2

Probability of OS

Median f/u: 32.9 mo
Minimum f/u: 25.4 mo

0

Median OS, Mo (95% ClI)
Nivo + cabo 37.7 (35.5-NE)

Sunitinib  34.3 (29.0-NE)
HR: 0.70 (95% Cl: 0.55-0.90)

Update at ASCO 2022:
Abstract 4501 assessing
association between depth of
response and clinical outcomes

I I I
3 6 9

Patients at

Risk, n
Nivo + cabo 323 310 297 284
Sunitinib 328 299 275 257

Powles. ASCO GU 2022. Abstr 350.

I I I I I I
30 33 36 39 42 45

o

138 80 42 11 1
109 59 23 6 2 0

Slide credit: clinicaloptions.com
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CheckMate 9ER: First-line Nivolumab + Cabozantinib vs
Sunitinib in Advanced or Metastatic RCC

Median OS, Mo (95% Cl)
Nivo + cabo NR (NE)

Sunitinib NR (NE)

1.0 4 HR: 0.74 (95% Cl: 0.50-1.08)
s 0:8-
2
Y= I R Soaineteaein
S 0.6 I
= |
S I
8 0.4 :
o I
a. 1
0.2 INTERMEDIATE RISK
]
0 | | | | Il | | " " | | | |
Patientsat O 3 6 9 12 15 18 21 24 27 30 3
Risk, n Mo
Nivo + cabo 188 178 173 166 154 145 126 84 49 21 7 0
Sunitinib 188 173 161 150 142 127 110 65 35 12 3 0

Apolo. ASCO 2021. Abstr 4553.

Probability of OS

1.0-%

Median f/u: 23.5 mo (ITT)

Minimum f/u: 16.0 mo

Median OS, Mo (95% Cl)
Nivo + cabo NR (21.4-NE)
Sunitinib 11.2 (6.8-19.8)
HR: 0.45 (95% Cl: 0.27-0.76)

O 3 6 9 12 15 18 21 24 27 30 3
Mo
61 56 52 49 48 46 39 24 11 4 0 0

68 52 43 37 32 29 25 15 7 2 0 O

Slide credit: clinicaloptions.com
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CheckMate 9ER: First-line Nivolumab + Cabozantinib vs
Sunitinib in Advanced or Metastatic RCC

1.0-¢ Median OS, Mo (95% Cl)
Nivo + Cabo NR (NE)
" 0.8 - Sunitinib ~ NR (28.4-NE)
o
— HR: 0.94 (95% Cl: 0.46-1.92)
S 0.6-
>
E
8 0.4-
o
o FAVORABLE RISK
0.2
0 | | | | | | | | | | | | | | | | | | | | 1
0O 3 6 9 12 15 18 21 24 27 30 33

Patients at Risk, n Mo
Nivo+ Cabo 74 74 70 68 67 64 55 39 24 15 3 0O
Sunitinib 72 70 68 67 62 61 54 38 20 8 1 O &

Median f/u: 23.5 mo (ITT)

Apolo. ASCO 2021. Abstr 4553. Minimum f/u: 16.0 mo Slide credit: clinicaloptions.com
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CLEAR: OS in Patient Subgroups

Events/Participants

Len + Pembro Sunitinib

HR (95% Cl)

Overall 80/355 101/357 —_— 0.66 (0.49-0.88)
Age = <B65yr 41/194 57/225 —_—— 0.63 (0.41-0.95)
8 = >65yr 39/161 44/132 —_—— 0.61 (0.40-0.95)
Sex = Male 59/255 71/275 —_—— 0.70 (0.49-0.99)
= Female 21/100 30/82 ——— 0.54 (0.30-0.94)

Geographic = W. Europe and NA 46/198 57/199 —_—— 0.68 (0.46-1.00)
region = Rest of world 34/157 44/158 —_—— 0.63 (0.40-0.99)
| 28/107 36/119 — 0.76 (0.46-1.27)

FUL SRS o 21/112 31/103 - 0.50 (0.28-0.89)
IMDC risk = Favorable 14/110 15/124 * 1.15 (0.55-2.40)
rou * |ntermediate 56/210 60/192 ——t 0.72 (0.50-1.05)
group = Poor 10/33 25/37 * 0.30 (0.14-0.64)
Prior " Yes 50/262 66/275 —_—1 0.71 (0.49-1.03)
nephrectomy = No 30/93 35/82 —— 0.52 (0.31-0.86)
Sarcomatoid = Yes 9/28 7/21 1 0.91 (0.32-2.58)
features = No 71/327 94/336 —— 0.64 (0.47-0.87)
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SOME TAKE-AWAY MESSAGES

v Malgrés des taux de survie moindre comparés a ceux publiés dans la
Iittérature les résultats acompagant des traitement bases sur
limmunotherapie confirment le benéfice en SG dans le ccRCC  évolue.

v" Pas de différence significative entre les combinations 10/10 vs IO/TKI en 1L dans
les groupes a risque intermediaire / haut risque (la décision dependra du
volume tumoral, la toxicité atendue,, le cou et 'acces)

v" Pour le groupe de bon pronostic- surveillance, monotherapie sont des options
raisonables en pratique courante
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