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Adjuvant Cytokine Therapy Did NOT Improve Survival

Trial Population

Porzsolt et al (1992) pT3-4NO or pTxN1-3

Trump et al (1996) pT3-4aNO0 or pTxN1-3

Pizzocaro et al (2001) pT3-4aN0 or pTxN1-3

Messing et al (2003) pT3-4aNO0 or pTxN1-3

Clark et al (2003) pT3b-4Nx or pTxN1-3

Atzpodien et al (2005) pT3b-4Nx or pTxN1-3

pT3b-4Nx or pTxNa-2
or +margin/vascular
invasion

Aitchison et al (2014)

Arms
IFN-a vs. Observation
L-IFN vs. Observation
IFN-a vs. Observation
IFN-a vs. Observation
IL-2 vs. Observation

IL-2/IFN-a/5-FU vs. Observation

IL-2/IFN-a/5-FU vs. Observation

N

270

294

247

283

138

203

309

Primary
TTF/Survival
Recurrence
5-year DFS
5-year OS
2-year DFS

2-year DFS

3-year DFS

Outcome

No Difference

No Difference

No Difference

No Difference

No Difference

No Difference

No Difference

IFN-a=Interferon alpha; L-IFN=Lymphoblastoid interferon; IL-2=Interleukin 2; 5-FU=5-Fluorouracil; TTF= Time to treatment failure; DFS=Disease-free survival; 0S=0verall survival.

Presented By Rana R. McKay @DrRanaMcKay

Porzsolt et al, Proceedings of ASCO, 1992; Trump et a;, Proceedings of ASCO,
1996; Pizzacaro et al, JCO, 2001; Messing et al, NEJM, 2003; Clark et al, JCO,
2003; Atzpodien et al Br J Cancer, 2005; Aitchizon et al, EJC, 2014

2021ASCO

#ASCO21 | Content of this presentation is the property of the author, licensed by ASCO.

Permission required for reuse.

ANNUAL MEETING




) 4
foro debate oncologia

Adjuvant Targeted Therapy with Mixed Results

Primary Clear Cell Hazard Ratio

e et Endpoint Only Eligibliity Confidence Interval

ASSURE ss:rglftg:?b\(/i 1 o Brs " pT1bG3-4NO, Sunitinib — 1.02 (97.5% CI 0.85-1.23)
(Haas, Lancet, 2016) e pI2.4GXNO _TxGxN+ | Sorafenib — 0.97 (97.5% Cl 0.80-1.17)
STRAC Sunitinibvs. Placebo 1 615 DFS Yes Bre-tCNDx, 0.76 (95% CI 0.59-0.98)
(Ravaud, NEJM, 2016) TxGxN1-2
PROTECT Pazopamitrvs: 22 ANG. = )
Hil=c) e T 1538 DFS Ves ST3ANO, pTXNT 0.86 (95% CI 0.70-1.06)
ATLAS @ nomaso Axitinibvs. Placebo  1-3 724 DFS Yes pT2-4GxNO, pTxN1 0.870 (95% C1 0.66-1.147)
SORCE SOMEGND Ve, 1-3 1711 DFS No Leibovich score 3-11 1.01 (95% Cl 0.83-1.23)
(Eisen, JCO, 2020) Placebo)
EVEREST Evegf;ggi e 1 1545  RFS No pT“T’ze_im"o’ HR 0.85 (95% Cl, 0.72, 1.00)

P ASCO 2022. INTERIM ANALISIS

*Starting dose change during study; DFS=Disease-free survival; RFS=Recurrence-free survival; Cl=Confidence Interval.

Presented By: Rana R. McKay @DrRanaMcKay #ASCO021 | Content of this presentation is the property of the author, licensed by ASCO. 2021 ASCO

Permission required for reuse. ANNUAL MEETING
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ASCO 2022. INTERIM ANALISIS

Everolimus vs.

EVEREST theabi

pT1bG3-4NO,
1545 RFS No pT2-4N1
Recurrence-Free Survival
All Eligible, Randomized Patients
S-Year

#atRisk Events Estimate
Everolimus 755 262 67%
Placebo 744 294 63%

HR 0.85 (95% Cl, 0.72, 1.00)
P, eq = 0.025*

0%

# at Risk
Everolimus 755
Placebo 744

T T T T T T T T T T T 1

3 6 9 12
Years Post-Randomization
543 466 288 102
533 445 293 98
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The NEW ENGLAND JOURNAL of MEDICINE

1)
‘ ORIGINAL ARTICLE | 90}
& 807
E 70+
. L - . - . ’ &0
Adjuvant Sunitinib in High-Risk Renal-Cell 3 o] *wﬂ"ib
. o= n
Carcinoma after Nephrectomy 8 Placebo
Hazard ratio, 0.76 (95% CI, 0.59-0.98)
20
A. Ravaud, R.J. Motzer, H.S. Pandha, D). George, A.J. Pantuck, A. Patel, é ol 70O
Y.-H. Chang, B. Escudier, F. Donskov, A. Magheli, G. Carteni, B. Laguerre, 0 e
P. Tomczak, ). Breza, P. Gerletti, M. Lechuga, X. Lin, J.-F. Martini, K. Ramaswamy, o 1 2 3 4 5 6 7 8 9
M. Casey, M. Staehler, and .-). Patard, for the S-TRAC Investigators* Years
Mo. at Risk
Sunitinib 09 225 173 153 144 119 53 10 3 1]
ABSTRACT Placebo o6 220 181 150 135 102 37 10 2 0
Figure 2. Disease-free Survival,

Overall Survival

Data for overall survival, a secondary end point, This artiele was published on October 10

were not mature at the time of the data cutoff, 2016, at NEJM.org.
with de.at.hs? reported in 64 patients (20.7%) in N Engl) Med 2016:375:2246-54,
the sunitinib group and 64 (20.9%) in the pla- DOI: 10.1056/NEJMoal 611406

cebo group. The median overall survival was not Copyright © 2016 Massachusetts Medical Society
reached in either group, and the hazard ratio for

the comparison between sunitinib and placebo

was 1.01 (95% CI, 0.72 to 1.44; P=0.94) (Fig. S1

in the Supplementary Appendix).
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The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ”

Table. Reasons Put Forth by the Oncologic Drugs Advisory
Committee Members for Voting “Yes” to Adjuvant Sunitinib
in Renal Cell Carcinoma®

Adjuvant Sunitinib in High-Risk Renal-Cell
Carcinoma after Nephrectomy

A. Ravaud, R.J. Motzer, H.S. Pandha, D.J. George, A.J. Pantuck, A. Patel

Y.-H. Chang, B. Escudier, F. Donskov, A. Magheli, G. Carteni, B. Laguerre .
JAMA Network P. Tomczak, J. Breza, P. Gerletti, M. Lechuga, X. Lin, J.-F. Martini, K. Ramaswamy Yes-Voting
M. Casey, M. Staehler, and J.-J. Patard, for the S-TRAC Investigators Reviewer Reasons Put Forth
—— JAMA Oncology No. for Voting Yes Comment
ABSTRACT
e 1 “have a well designed Mo mention of 05

randomized study that shows
DFS [magnitude] that was the
basis for approval of many
different agents in many

Views 1,106 = Citations 13 = Altmetric 89

Viewpoint different [indications].”
May 2018 2 “DFS, although not validated Mo mention of 05
. . . in renal cancer, it is probably
The US Food and Drug Administration's Approval of ‘ the only endpoint that we
. ags = have at the present time in
Adjuvant Sunitinib for Renal Cell Cancer this setting.”
A Case of Regulatory Capture? Adjwant Suiini in RCC Appendis Page 3 "I feel this drug provides No mention of either
patients with some hope" DFS or 05
Bishal Gyawali, MD, PhD"2; Daniel A. Goldstein, MD? SUPPLEMENTARY FIGURES 4 “This is one of many studies Mo mention of 05
» Author Affiliations Figure S1. Overall survivel that have looked at DF5 as a
JAMA Oncol. 2018;4(5):623-624. doi101001/jamaoncol.2017.5697 ol primary endpoint. I did not
_ o hear a convincing argument as
C . |V| b g 08 why it should not be used.”
omm lttee empers: [ z; 5 “We don't know for certain Mo mention of the
6 YE S § 0'5 that DFS will definitely 05 curves that were
5 0‘4 translate, but we also don't available in the
6 N O = 0’3 ~ Median OS, years have data saying that it won't  Supplement
I G e translate into real clinical
3 . . benefits in 05 benefits”
00 " ‘“m (wf" - 0'716,_1‘435) . . ] ] . . (] “while it's true that we don't Mo mention of the
o g 2 ¥ o Tin (;’ears) 8 4 B g have overall survival 05 curves that were
Rloualsid information..." available in the
Sunitinib 309 278 258 236 222 196 98 kil 4 0 Supplement
Placebo 306 288 269 250 231 197 96 40 4 0
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u’v b n M
‘\: R,
S x‘ European Urology
&N Volume 73, Issue 1, January 2018, Pages 62-68
ELSEVIER

Platinum Priority — Kidney Cancer
Editorial by Jozefina Casuscelli and James J. Hsieh on pp. 69-70 of this issue

Adjuvant Sunitinib for High-risk Renal Cell

Carcinoma After Nephrectomy: Subgroup S e SO
. 0.9 - g
Analyses and Updated Overall Survival Results ;| :
S o7 ML
Robert J. Motzer 2 2 & Alain Ravaud ®, Jean-Jacques Patard ¢, Hardev S. Pandha ¢, Daniel J. George ©, s : -
Anup Patel f, Yen-Hwa Chang 9, Bernard Escudier ", Frede Donskov ' Ahmed Maghelii, Giacomo Carteni¥, £ 0.6
Brigitte Laguerre ', Piotr Tomczak ™, Jan Breza ", Paola Gerletti °, Mariajose Lechuga °, Xun Lin P, Michelle 0.5
Casey 9 ... Michael Staehler " 1 0.4 4
’ Median OS (95% CI)
¥ 034 —— Sunitinib NR (NR-NR)
; ~—— Placebo NR (NR-NR)
Fr1 0.2
. . . e p= 061"
At the cuto'ff datfe for the updated 0S ana]ly51s (]anuaryl 31,2017), 67 Patlents in the 'sumtlnlb arm 0.1 HR 0.92 (95% CI, 0.66-1.28)
and 74 patients in the placebo arm had died. The median follow-up time was 6.6 yr in the sunitinib o8
arm and 6.7 yrin the placebo arm. The median OS was not reached in either arm. The HR for ’ 0 'II é :‘, ; ; ; 1? I1I ; 17{'
sunitinib versus placebo was 0.92 (95% CI 0.66-1.28; p = 0.6; Fig_3).
Time (yr)
No. at risk
Sunitinib 309 278 258 236 222 205 160 82 16 1 0

Placebo 306 289 269 250 N 210 172 82 23 1 0




) 4
foro debale oncologia




foro debale oncologia

e NEW ENGLAND
JOURNAL of MEDICINE

ESTABLISHED IN 1812 AUGUST 19, 2021 VOL. 385 NO.S8

Adjuvant Pembrolizumab after Nephrectomy in Renal-Cell
Carcinoma

T.K. Choueiri, P. Tomczak, S.H. Park, B. Venugopal, T. Ferguson, Y.-H. Chang, J. Hajek, S.N. Symeonides, J.L. Lee,
N. Sarwar, A. Thiery-Vuillemin, M. Gross-Goupil, M. Mahave, N.B. Haas, P. Sawrycki, H. Gurney, C. Chevreau,
B. Melichar, E. Kopyltsov, A. Alva, .M. Burke, G. Doshi, D. Topart, S. Oudard, H. Hammers, H. Kitamura, . Bedke,
R.F. Perini, P. Zhang, K. Imai, J. Willemann-Rogerio, D.l. Quinn, and T. Powles, for the KEYNOTE-564 Investigators*
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Keynote 564: pembrolizumab adyuvante

Key Eligibility Criteria
Histologically confirmed clear cell renal cell carcinoma
* Intermediate-high risk: pT2, grade 4 or sarcomatoid,
NO, MO; pT3, any grade, NO, MO
« High risk: pT4, any grade, NO, MO; any pT, any
grade, N+, MO
* M1 no evidence of disease (NED) after surgery?®

Surgery £12 weeks prior to randomization Placebo
Q3w

for ~1 year®

Pembrolizumab 200 mg
Q3w
for ~1 year®

No prior systemic therapy
ECOGPSOor1
Tissue sample for PD-L1 assessment

Stratification Factors
* Metastatic status (M0 vs M1 NED) Primary endpoint: DFS per investigator
* MO group further stratified: Key secondary endpoint: OS
+ ECOGPSOvs1 Other secondary endpoints: Safety
* US vs non-US

Choueiri T ASCO Annual Meeting 2021
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KEYNOTE-564 — Treatment Arm

‘

Pembrolizumab 200 mg
Q3w
for ~1 year? =

Placebo
Q3w
for ~1 year?

* Primary end point: DFS per investigator

» Key secondary end point: OS
» Other secondary end points: Safety

DFS, disease-free survival; Q3W, every 3 weeks.
317 cycles of treatment were equivalent to ~1 year.

Presented By: Rana R. McKay @DrRanaMcKay &
ermission required for reuse.

#ASCO21 | Content of this presentation is the property of the author, licensed by ASCO.

« Single agent pembrolizumab for
1 year

Single agent PD-1 inhibition is
approved for _
advanced/metastatic RCC
(nivolumab)

While pembrolizumab not
approved as a single agent for
advanced/metastatic RCC,
single agent activity
demonstrated in Kéynote 427
study

Duration of therapy somewhat
arbitrary and inferred from
other adjuvant studies

2021ASCO

ANNUAL MEETING

KEYNOTE-564 — Control Arm

* Non-active placebo control

— Appropriate control arm
given mixed data of benefit
of sunitinib on DFS and
limited utilization in clinical
practice

Pembrolizumab 200 mg

Q3w
for ~1 year?

Placebo
Q3w
for ~1 year?

S e

* Primary end point: DFS per investigator
+ Key secondary end point: OS

+ Other secondary end points: Safety

DFS, disease-free survival; Q3W, every 3 weeks.
2217 cycles of treatment were equivalent to ~1 year.

#ASCO21 | Content of this presentation is the property of the author, licensed by ASCO.
Permission required for reuse.

2021 ASCO

ANNUAL MEETING

Presented By: Rana R. McKay @DrRanaMcKay
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Intermediate-High Risk High Risk M1 NED
pT2 pT3 pT4 Any pT
NED after
Grade 4 or .
sarcomatoid Any grade Any grade Any grade resection of
oligometastatic
NO NO NO N+ sites <1 year from
nephrectomy
MO MO MO MO
Baseline Characteristics
it P i P
Characteristic, n (%) Ne:-lfs;g I:Ilzlc:gg Characteristic, n (%) Ne?:;g l;'?:;:
Age, median (range), yrs 60 (27-81) ~ 60(25-84) Geog&i?t?ﬂr?ﬁﬂ:? 113(26.8) 125 (25.1)
Male 347 (70.0) 359 (72.1) European Union 188 (37.9) 187 (37.6)
Rest of the world 175(35.3) 186 (37.3)
ECOGPS PD-L1 status®
0 421(84.9) 426 (85.5) CPS <1 124 (25.0) 113 (22.7)
1 75(15.1) 72 (14.5) CPS 21 365 (73.6) 383 (76.9)
Disease risk category Sarc;\::sai:ig features e 09
<MO intermediate-high risk 427 (86.1)2 433 (86.9) >
MO high risk 4081  36(7.2) Present 52(10.5) 59 (118)
M1 NED 29 (5.8) 29 (5.8) Absent 417 (84.1) 415 (83.3)
Unknown 27 (5.4) 24 (4.8)

Intermediate-high risk: pT2, grade 4 or sarcomatoid, NO MO; or pT3, any grade, NO MO

High risk: pT4, any grade, NO MO; or pT any stage, any grade, N+ MO

M1 NED: No evidence of disease after primary tumor + soft lissue metastases completely resected <1 year from nephrectomy

“Included 5 participants with T2, grade 53, NO M0 or T1 NO MO. ®Assessed using the PD-L1 IHC 22C3 pharmDx assay. CPS (combined positive score) is the number of PD-L1-staining cells (tumor cells,
lymphocytes, and macrophages) divided by the total number of viable tumor cells, multiplied by 100, Data cutoff date: December 14, 2020,

Presented By:  Dr. Toni K. Choueiri #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 AS CO
Permission required for reuse. ANMUAL MEETING
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100+
90- HR 0.68 (95% CI, 0.53-0.87)
; P =0.00102
80+ i
s :
S | |
@ 507 E 12-month rate E 24-month rate
O 40- 1 85.7% ! 77.3%
176.2% 1 68.1% % Events  Median (95% Cl)
304 ; Pembro 22.0% NR (NR-NR)
20- i i Placebo 30.3% NR (NR-NR)
Pembro i i .
10 ! ! Median follow-up: 24.1 (14.9—41.5) months.
Placebo i E
O L] L] I L L] I L] . L I L L] I L Il I L] L] I L] L] I L] L I L] L] I
0 5 10 15 20 25 30 35 40 45
No. at Risk Months
Pembro 496 457 414 37 233 151 61 21 1 0
Placebo 498 436 389 341 209 145 56 19 1 0

aCrossed prespecified p-value boundary for statistical significance of 0.0114.
ITT population included all randomized participants. NR, not reached. Data cutoff date: December 14, 2020.

Choueiri T ASCO Annual Meetinﬁ 2021
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DFS by Investigator in Subgroups, ITT Population

Events/Participants HR (95% CI)
E\)verall 260/994 — 0.68 (0.53-0.87)
ge
<65 yrs 166/664 —— 0.62 (0.45-0.84)
>65 yrs 94/330 —u— 0.84 (0.56-1.26)
Sex
Female 79/288 —u1 0.75 (0.48-1.16)
Male 181/706 —— 0.66 (0.49-0.89)
ECOG PS
0 215/847 —— 0.65 (0.49-0.85)
1 45/147 —8—  0.91 (0.50-1.63)
PD-L1 status
CPS <1 42/237 — 0.83 (0.45-1.51)
CPS >1 215/748 —— 0.67 (0.51-0.88)
Region
North America 65/258 — 0.87 (0.53-1.41)
EU 97/375 —— 0.49 (0.32-0.74)
Rest of world 98/361 — 0.81 (0.55-1.21)
Metastatic staging
MO 234/936 —— 0.74 (0.57-0.96)
M1 NED 26/58 ! 0.29 (0.12-0.69)
1 L]
0.1 05 1 .
TT population included all randomized participants. Data cutoff date: December 14, 2020. Favors pembro Favors placebo

Choueiri T ASCO Annual Meetinﬁ 2021
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Interim OS Results, ITT Population

100 el -
90+ | e S
80+ i i HR 0.54 (95% CI, 0.30-0.96)
70+ i : P =0.01642
°. 50~ i 12-month rate i 24-month rate
3 | 98.6% | 96.6%
- ' 0 H 0 .
=l i 98.0% i 93.5% % Events  Median (95% Cl)
30~ i i Pembro 3.6% NR (NR-NR)
204 ; i Placebo 6.6% NR (NR-NR)
Pembro ! ! .
10 i i Median follow-up: 24.1 (14.9-41.5) months.
Placebo ! !
0 — ————r T r— ——
0 5 10 15 20 25 30 35 40 45
No. at Risk Months
Pembro 496 490 486 482 338 215 124 51 3 0
Placebo 498 494 485 480 336 209 117 48 3 0

aDid not cross prespecified p-value boundary for statistical significance of 0.0000093 for 51 events. Final analysis for OS to occur after approximately 200 OS events.
ITT population included all randomized participants. NR, not reached. Data cutoff date: December 14, 2020.

Choueiri T ASCO Annual Meeting 2021
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Summary of Safety Results, As-Treated Population

e - Pembro Placebo
0
Participants with 21 AE, n (%) N = 488 N = 496
All-cause AEs 470 (96.3) 452 (91.1)
Grade 3-5 158 (32.4) 88 (17.7)
Led to treatment discontinuation 101 (20.7) 10 (2.0)
Led to death 2(0.4) 1(0.2)
Serious all-cause AEs? 100 (20.5) 56 (11.3)
Led to treatment discontinuation 49 (10.0) 5(1.0)
Treatment-related AEs 386 (79.1) 265 (53.4)
Grade 3-5 92 (18.9) 6 (1.2)
Led to treatment discontinuation 86 (17.6) 3(0.6)
Led to death 0 0

aSerious AEs were AEs that were life-threatening, required hospitalization, resulted in death or persistent/significant disability/incapacity, or were judged as serious per investigator.
As-treated population included all participants who received 21 dose of study treatment. Median duration (range) of treatment was 11.1 (0.0-14.3) months with pembro and 11.1 (0.0-15.4) months with placebo.

Data cutoff date: December 14, 2020.

Choueiri T ASCO Annual Meeting 2021
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FDA approves
pembrolizumab for adjuvant
treatment of renal cell
carcinoma

f share ¥ Tweet % Email

On November 17, 2021, the Food and Drug
AdminTMapproved pembrolizumab
(Keytruda, Merck) for the adjuvant
treatment of patients with renal cell
carcinoma (RCC) at intermediate-high or
high risk of recurrence

following nephrectomy, or following
nephrectomy and resection of metastatic
lesions.

European Commission Approves Merck’s
KEYTRUDA® (pembrolizumab) as Adjuvant
Therapy for Certain Patients With Renal Cell
Carcinoma (RCC) Following Surgery

14 Save

January 27,2022 6:45am ET
KEYTRUDA Is Now Approved as Monotherapy for Adults With RCC at Increased Risk of Recurrence Following
Nephrectomy, or Following Nephrectomy and Resection of Metastatic Lesions

KEYTRUDA Is the First Inmunotherapy Approved in Europe in the Adjuvant Setting for These Patients With RCC

KEYTRUDA as monotherapy is indicated for the adjuvant treatment of adults with renal cell
carcinoma at increased risk of recurrence following nephrectomy, or following nephrectomy and
resection of metastatic lesions (for selection criteria, please see section 5.1).
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ESMO Clinical Practice Guideline update on the use of immunotherapy in
cooo st early stage and advanced renal cell carcinoma ... qoi0i0/10 1016 anmonc 2001 09014

BETTER MEDICIME

ANNALS
s ONCOLOGY

T. Powles’, L. Albiges®, A. Bex™", V. Griinwald®, C. Porta®’, G. Procopio”, M. Schmidinger’, C. Suarez’’ & G. de Velasco', driving innovaton in oncology
on behalf of the ESMO Guidelines Committee’

Recommendations

e Adjuvant pembrolizumab should be considered optional
for patients with intermediate- or high-risk operable
ccRCC (as defined by the study) after careful patient coun-
selling regarding immature OS5 and potential long-term
adverse events [l, C]. Further data are required in the
future including positive OS data. Treatment should start
within 12 weeks of surgery and continue for up to 1 year.

e Regarding the M1 NED population, systemic therapy
with programmed cell death protein 1 (PD-1)-based
combination therapy is the standard of care for patients
who relapse within 1 year of nephrectomy [I, A].

e Metastasectomy as an alternative to this systemic ther-
apy in patients with synchronous or early oligometastatic
disease is not usually recommended [, D] and requires a
multidisciplinary team decision.

# Adjuvant pembrolizumab can be offered to these pa-
tients after complete resection of their oligometastatic
disease [ll, B).

# |[ncomplete resection should not be offered to patients
with oligometastatic disease [lll, D].
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UPDATE 2022

s NFO

3
0 .
(. -
0O 40- : Pts w/ Event Median, mo (95% CI)
0 : Pembro 114 NR (NR-NR}
Placebo 169 NR (40 5-NR)
20- :
jod = Pembro : HR 0.63 (95% C1 0.50-0.80)
'I —— Placebo § Nominal P < 0.0001
o'+—7——"7——7 7T 7
0 5 10 15 20 25 30 35 40 45 50
No. at risk Months
Pembro 496 458 416 189 361 255 135 77 37 0 0
Plarabao A0R a7 PHRa e L i b LY 29N 128 74 an 1 (2]

ChoueiriASCO GU 2022. Resultsfrom30-month follow-up of KEYNOTE-564
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A MAYOR RIESGO MAYOR BENEFICIO

Intermediate-High Risk High Risk
100 24-mo rate
90+
80+
™ 48.7%
£ # 60+
w @ 504 e aniaidias o
o O 404
. AL A
304 35.4%
204 HR 0.68 20+ HR 0.60
S0, —— Pembro (95% C10.52-0.89) 6d Pembro (95% C10.33-1.10)
5 - Placebo g — Placebo
‘Wm -WW
0 5 10 15 20 25 30 35 40 45 S0 0 5 10 15 20 25 30 35 40 45
Peormis i\ 2P e A4 ' F 7 - ! . vl Forrd v J 4 ‘4 A\l
Moo 4 " | « ¥} | ¥4 | 4] Fal 1" N Vv | ] Macoto N | 18 w . A F 4

DFS, %

No. st risk

Pacoto

20

UPDATE 2022

a)INFO

M1 NED

24-mo rate
78.4%

HR 0.28
— Pembro (95% C10.12-0.66)
- Placebo
5§ 10 15 20 25 30 35 40 45

Months
F . 4 L 1
A " " 12 0 4 P, 0 )

Choueiri ASCO GU 2022. Results from 30-month follow-up of KEYNOTE-564{
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THE LANCET = g
Oncology l
8o
£
%
E 50
£ i Events,  Median disease- Hazard ratio
'5 40 ni%) free survival (95% CIy
ARTICLES | VOLUME 23, ISSUE 9, P1133-1144, SEPTEMBER 01, 2022 g 3 (95%Ch)
204
] “ e ig[[;i: N gg:ﬁ:‘:;,ﬁla 063 (95% €1 050-0-80)
- -, T T T T T T T T T 1
Pembrolizumab versus placebo as post-nephrectomy adjuvant therapy N R
Number at risk Tirme since randomisation (months)
. number censored)|
for clear cell renal cell carcinoma (KEYNOTE-564): 30-month follow-up ool e i mDe e Eoem sy wom  mee s oom
X . i s Placebo 498 (D) 437(6) 389 (7) 30E(11)  325(23)  230(100) 125(209)  F4(258)  33(298) 1(328) 0(323)
analysis of a multicentre, randomised, double-blind, placebo-controlled, .
Events/participants {n/N) Hazard ratio (95% CI)
phase 3 trlal Pembrolizumab Placebo
Age, yEars
Thomas Powles, MD 2 [ « Piotr Tomczak, MD PhD « Se Hoon Park, MD PhD « Balaji Venugopal, MD « - i o ainll S
Thomas Ferguson, MBBS e Stefan N Symeonides, MD PhD « et al. Show all authors « Show footnotes :::nh s/ 613 N 073 (048113)
Male 76/347 123359 —.— 060 (0-45-0-80)
ECOG performancs seone
e Published: September, 2022 « DOI: https://doi.org/10.1016/S1470-2045(22)00487-9 « o guaa1 1411426 P 061 (0.47-079)
L 375 28(72 —a— 079 (0-45-1:37)
Region
Morth America 32133 441125 — . 060 (0-44-1-00)
EU 38188 BBM1E7 —a— 0-50 (0-34-0-75)
Rest of the waorld 44/175 S7iBe —E— 077 (0-52-1-14)
Sarcomatoid features
Absent 88414 133/415 —— 063 (0-4E-0-83)
Present 16/52 29/59 —a— 0-54 (0-29-1-00)
Disease risk category
M interrediate-high 87432 127/433 . 0-68 (0-52-0-89)
M0 high 20/40 1336 —_— 060 (033-1-10)
M1 no evidence of dissase 729 1a/29 —_— 028 (0-12-0-66)
Tumour grade
2 753 36/150 [T - 073 (044-1.20
3 49/219 68/213 - m 0-68 (0-47-0-98)
4 36/103 63/113 —a— 055 (0:37-0-83)
PD-L1 status
O <1 19124 5113 ——— 068 (0:37-1-24)
oPs =1 931365 1437383 —— 0-63 (0-45-0-87)
Type of nephrectomy
Partial 2437 88 ] 022 (0-05-1-04)
Radical 112/459 161/460 - 0-66 (0-52-0-85)
Ovwerall 114/496 169/498 - 0-63 (0-50-0.80)
EI-'l EI-IE 10
— —
Favours pembrolizumab group  Favours placebo group




foro debale oncologia

THE LANCET
Oncology

St

ARTICLES | VOLUME 23, ISSUE 9, P1133-1144, SEPTEMBER 01, 2022

Pembrolizumab versus placebo as post-nephrectomy adjuvant therapy
for clear cell renal cell carcinoma (KEYNOTE-564): 30-month follow-up

analysis of a multicentre, randomised, double-blind, placebo-controlled,
phase 3 trial

Thomas Powles, MD 2 I « Piotr Tomczak, MD PhD « Se Hoon Park, MD PhD « Balaji Venugopal, MD «

Thomas Ferguson, MBBS « Stefan N Symeonides, MD PhD « etal. Show all authors « Show footnotes

« Published: September, 2022 « DOI: https://doi.org/10.1016/S1470-2045(22)00487-9 «

1004 i 11l 1 g1
50- %
80—
g 7
E 60—
E" 40+ Events, Median overall Hazard ratio
S 304 n (%) survival (95% Cl) (95% Cl)
20
— Pembrolizumab 23 (4-6%) NR (95% CI NR-NR)
104 placebo 43(86%) NR(95%CINRNR) O32(031-086)
0 T T T T T T T T T 1
0 5 10 15 20 25 30 35 40 45 50
Time since randomisation (months)
Number at risk
(number censored)
Pembrolizumab 496 (3) 489 (3) 485 (5) 482(7) 477 (8) 360(117)  231(245) 146 (328) 63 (411) 8(465) 0(473)
Placebo 498 (0) 494 (2) 486 (4) 481(5) 474 (6) 352(115)  219(241) 138(317)  61(394) 9 (446) 0 (455)
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Appendix: SECOND LINES

THE LANCET
Oncology Table §3: Summary of subsequent anticancer therapy for renal cell carcinoma
ARTICLES | VOLUME 23, ISSUE 9, P1133-1144, SEPTEMBER 01, 2022 Pemhmliz“mah Flact‘hu
Pembrolizumab versus placebo as post-nephrectomy adjuvant therapy Category™® N=49% N=49%
for clear cell renal cell carcinoma (KEYNOTE-564): 30-month follow-up
analysis of a multicentre, randomised, double-blind, placebo-controlled, Anv subscqucnt anticancer thcrap}f 84 (17) 124 (25)
phase 3 trial - -
hornas Pl A 55 ik o D P e P e B I Subsequent drug therapy” 67(14) 99 (20)
Thomas Ferguson, MBBS « Stefan N Symeonides, MD PhD « et al. Show all authors « Show footnotes Ant]—PD']_fIPD-L]_ th:]_'ﬂ_p}" Iﬁ {3} 59 {IE]
« Published: September, 2022 « DOL: https://doi.org/10.1016/S1470-2045(22)00487-9 «
Anti—PD-1/PD-L1 monotherapy 4(1) 21 (4)
Anti-PD-1/PD-L1] therapy + VEGF/VEGFR targeted 4 (1) 17(3)
therapy (£ other)
Anti-PD-1/PD-L1 therapy + anti-CTLA-4 therapy* 7(1) 18 (4)
Anti-PD-1/PD-L1 therapy + other 1{=1) 4(1)
VEGF/ VEGFR targeted therapy 60 (12) B5 (1T
VEGF/VEGFR targeted monotherapy 5T(11) 08 (14)
VEGF/VEGFR targeted therapy + anti—PD-1/PD-L1 4l 17(3)
therapy (+ other)
VEGF/VEGFR targeted therapy + VEGF/VEGFR il 4(1)
farected therapy or other
Other monotherapy 6l 5(1)
Subsequent radiation 17(3) 19 (4)
Subsequent surgery 23(5) G (7
Metastasectomy 22{(4) 32(6)
MNephrectomy 1{=1) 3l
Metastasectomy and nephrectomy 0 1{=1)
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¢ OTRAS ARMAS EN ADYUVANCIA?
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Proffered Paper session 1: GU tumours, non-prostate

PARIS ongress
LBAG6 - IMmotion010: Efficacy and safety from the phase Il study of ERESMD

atezolizumab (atezo) vs placeho (pbo) as adjuvant therapy in patients with
renal cell carcinoma (RCC) at increased risk of recurrence after resection

Date Presenters Proffered Paper session 1: GU tumours, non-prostate
10 Sep 2022 Axel Bex

LBAG67 - Phase lll randomized study comparing perioperative nivolumab
(nivo) versus ohservation in patients (Pts) with renal cell carcinoma (RCC)
undergoing nephrectomy (PROSPER, ECOG-ACRIN EA8143), a National
Clinical Trials Network trial

Date Presenters
10 Sep 2022 Mohamad Allaf

PE—

LBA4 - Adjuvant nivolumab plus ipilimumab (NIVO+IPI) vs placebo (PBO) for
localized renal cell carcinoma (RCC) at high risk of relapse after
nephrectomy: Results from the randomized, phase lll CheckMate 914 trial

Date Presenters
11 Sep 2022 Robert Motzer
Session Citation

Presidential Symposium Il Annals of Oncology (2022) 33 (suppl_7): SB08-5869.
10.1016/annonc,/annonc 1089
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Adjuvant nivolumab plus ipilimumab versus placebo
for localized renal cell carcinoma at high risk of relapse

after nephrectomy: results from the randomized,
phase 3 CheckMate 914 trial

Robert J. Motzer,' Paul Russo,' Viktor Griinwald,? Yoshihiko Tomita,? Bogdan Zurawski,* Omi Parikh,>
Sebastiano Buti,® Philippe Barthélémy,” Jeffrey C. Goh,® Dingwei Ye,? Alejo Lingua,'? Jean-Baptiste
Lattouf,'" Bernard Escudier,'? Saby George,'3 Brian Shuch, ' Burcin Simsek,'> Julia Spiridigliozzi, >
Aleksander Chudnovsky, > Axel Bex®

"Memorial Sloan Kettering Cancer Center, New York, NY, USA; 2West-German Cancer Center Essen, University Hospital Essen, Essen, Germany;

INiigata University Graduate School of Medical and Dental Sciences, Niigata, Japan; “Prof. Franciszek tukaszczyk Oncology Centre, Bydgoszcz, Poland;
SRosemere Cancer Centre, Lancashire Teaching Hospitals NHS Trust, Preston, UK; ¢University Hospital of Parma, University of Parma, Parma, Italy;
7Institut de Cancérologie Strasbourg Europe, Strasbourg, France; ®Royal Brisbane and Women'’s Hospital, Herston, QLD, Australia; *Fudan University
Shanghai Cancer Center, Shanghai, China; "Instituto Médico Rio Cuarto, Rio Cuarto, Argentina; ""CHUM - Centre Hospitalier de |’Université de Montréal,
Montreal, QC, Canada; '2Gustave Roussy, Villejuif, France; 3Roswell Park Comprehensive Cancer Center, Buffalo, NY, USA; “University of California,
Los Angeles, Los Angeles, CA, USA; 5Bristol Myers Squibb, Princeton, NJ, USA; '®Netherlands Cancer Institute, Amsterdam, the Netherlands
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CheckMate 914

Study design (Part A)

N =816
Key inclusion criteria’

+ Radical or partial nephrectomy with negative surgical margins  Stratification factors:
» Predominant clear cell histology, including sarcomatoid features * Pathologic TNM staging®

Expected treatment duration of 24 weeks®

« Pathologic TNM staging: * Type of nephrectomy NIVO 240 mg IV Q2W (x 12 doses)
o pT2a, G3 or G4, NO MO + IPl 1 mg/kg IV Q6W (x 4 doses)
o pT2b, G any, NO MO R N = 405
o pT3, G any, NO MO T\ 1:1
o pT4, G any, NO MO Placebo IV Q2W (x 12 doses)
o pT any, G any, N1 MO + Placebo IV Q6W (x 4 doses)

« No clinical/radiological evidence of residual disease or distant Randomization > 4 weeks N =411

metastases after nephrectomy, confirmed by BICR but < 12 weeks
« ECOG performance status of 0-1 after surgery

Primary endpoint: DFS by BICR

Secondary endpoints: OS and safety
Median (range) study follow-up, 37.0 (15.4-58.0) months

a5tratification was based on the following TNM staging groups: pT2a, G3 or G4, NO MO or pT2b, G any, NO MO vs pT3, G any, NO MO vs pT4, G any, NO MO or pT any, G any, N1 MOD.
bTreatment could be extended up to 36 weeks to accommodate dose delays.

BICR, blinded independent central review; DFS, disease-free survival; ECOG, Eastern Cooperative Oncology Group; IV, intravenously; QxW, every x weeks; TNM, tumor, node, metastasis.
1. ClinicalTrials.gov. Accessed August 2, 2022. https://clinicaltrials.gov/ct2 /show/NCT03138512.
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Key baseline characteristics

NIVO + IPI Placebo
(N = 405) (N = 411)
Median age (range), years 58 (28-83) 57 (29-81)
Male / female, n (%) 286 (71) / 119 (29) 294 (72) / 117 (28)
Geographic region, n (%)
Europe and Canada 160 (40) 167 (41)
United States 64 (16) 73 (18)
Rest of the world 181 (45) 171 (42)
Type of nephrectomy, n (%)
Radical 378 (93) 381 (93)
Partial 27 (7) 30 (7)
Pathological TNM staging, n (%)?
pT2a, G3 or G4, NO MO or pT2b, G any, NO MO 60 (15) 62 (15)
pT3, G any, NO MO 315 (78) 316 (77)
pT4, G any, NO MO or pT any, G any, N1 MO 30 (7) 33 (8)
Sarcomatoid features, n (%) 19 (5) 21 (5)
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Primary endpoint: disease-free survival per BICR

100
90 1
801
3
2 70+ '
= ' 24-month rate: S
| 601 | 76.4%
S ' 74.0%
a 50+ Median DFS, ]
¥ Treatment Events/patients  months (95% Cl) ! y
b =
% 40 NIVO+IPI 110/405 NR (NE) E
g 30 Placebo 118/411 50.7 (48.1-NE) E
a HR (95% Cl), 0.92 (0.71-1.19) :
201 P = 0.5347 :
104 :
|
0 T T T T T T T ': T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Months
No. at risk
NIVO+IPI 405 378 337 316 299 289 270 259 224 203 150 125 89 73 42 34 13 9 0
Placebo 411 391 340 315 299 293 275 268 227 205 155 128 50 66 38 25 8 3 0

Median (range) follow-up, 37.0 (15.4-58.0) months.
As the DFS endpoint was not met, no formal analysis of OS was performed (in total, there were 33 deaths in the NIVO+IPl arm and 28 deaths in the placebo arm).



) 4
foro debale oncologia

CheckMate 914
Disease-free survival per BICR in subgroups
+

Subgroup . of patceD0 Unstratified HR for DFS (95% CI)
Overall 110/405 118/411 + 0.94 (0.72-1.22)
Age categorization X

< 65 years 80/293 84/301 —_— 0.96 (0.71-1.31)

> 65 years 30/112 34/110 ~— 0.88 (0.54-1.44)
Sex i

Male 84/286 89/294 —_— 0.97 (0.72-1.31)

Female 26/119 29/117 > 0.86 (0.50-1.45)
Region |

Europe and Canada 46/160 46/167 ———— 1.06 (0.71-1.60)

United States 16/64 19/73 o : 0.92 (0.47-1.78)

Rest of the world 48/181 53/171 —_—— 0.84 (0.57-1.24)
TNM staging® .

pT2a, G3 or G4, NO MO or pT2b, G any, NO MO 11/59 17/58 0.66 (0.31-1.41)

pT3, G any, NO MO 85/313 83/317 @ 1.06 (0.79-1.44)

pT4, G any, NO MO or pT any, G any, N1 MO 14/32 18/35 o T 0.61 (0.30- 1.24)
Type of nephrectomy® !

Radical 104/380 115/382 — 0.89 (0.69-1.16)

Partial 6/25 3/29 : = 3.95 (0.80-19.64)
Sarcomatoid features H

Yes 4/19 12/21 E o : 0.29 (0.09-0.91)

No 106/386 106/390 —_— 1.02 (0.78-1.33)

1

: . : i
0.125 0.25 0.5 1 2 4
Favors NIVO+IPI <— Favors placebo

2The influence of demographic and baseline clinical characteristics on DFS among randomized patients was assessed via exploratory subgroup analyses for age, sex, TNM staging, type of
nephrectomy, risk group, region, race, ethnicity, ECOG performance status, time from diagnosis to randomization, lactate dehydrogenase level, hemoglobin, corrected calcium, alkaline
phosphatase, and sarcomatoid features. "The statistical analysis plan prespecified that subgroup analyses for stratification factors (TNM staging and type of nephrectomy) would only be displayed
using subgroups based on case report form data.
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CheckMate 914

Drug exposure, patient disposition, and topline safety

NIVO+IPI Placebo
(n = 404) (n = 407)
Median duration of therapy (range), months 5.1 (< 0.1-8.3) 5.1 (< 0.1-8.1)
Q1, Q3 2.8,5.3 5.1, 5.3
NIVO, 12 (1-12) 12 (1-12)2
Median number of doses received (range) IPL. 4 (1-4) 4 (1-4)°
_Completed all 12/4 doses-of MVOARI-A-{%) 234-(57) 361 (89)
< Discontinued treatment, n (%)¢ 173 (43) 46 (11)
iscontinued due to study drug toxicity, n (% 132 (33 5(1)
y drug y, n (%) (33) (
All-cause AEs, n (%)¢ 392 (97) 361 (89)
Grade = 3 155 (38) 42 (10)
Led to treatment discontinuation 129 (32) 9(2)
Treatment-related AEs, n (%) 359 (89) 231 (57)
Grade 2 3 115 (28) 8(2)
Led to treatment discontinuation® 117 (29) 4 (1)
Deaths due to study drug toxicity, n (%) 4 (1) 0

2Doses of NIVO placebo equivalent. bDoses of IPI placebo equivalent. <Reasons were reported per investigator at the time of discontinuation and included disease recurrence, study drug toxicity,
death, AE unrelated to study drug, request to discontinue treatment, withdrawal of consent, lost to follow-up, poor/non-compliance, pregnancy, or COVID-19. Includes events reported in all
treated patients between first dose and 30 days after the last dose of study drug. ®Most common any-grade treatment-related AEs leading to discontinuation were diarrhea (3.7%), ALT increased
(2.5%), and hypophysitis (2.5%). fFour deaths were considered due to study drug toxicity in the NIVO+IPI arm (cardiac arrest, immunotherapy induced diarrhea/colitis, aortic dissection/ischemic
cerebral infarction/pulmonary embolism, and drug-induced myocarditis).

ALT, alanine aminotransferase.
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Lneckmate y149

Treatment-related AEs in all treated patients?

NIVO+IPI (n = 404) Placebo (n = 407)

Pruritus

Fatigue

Diarrhea

Rash
Hyperthyroidism
Hypothyroidism
Nausea

Asthenia

ALT increased
Decreased appetite
Arthralgia

Rash maculopapular
AST increased
Headache

Adrenal insufficiency

= Grade 1-2 = Grade 2 3

CheckMate 914

T T T T T T T

30 20 10 0 10 20 30

icidencn, % Immune-mediated AEs in all treated patients?

?Includes any-grade treatment-related AEs occurring in 2 5% of all treated patients in either arm between first dose and 30 days after the last dose of study drug.

AST, aspartate aminotransferase. vao+lpl [n i} 404’ Plxm (n i 407’
Rash Rec ds
Hyperthyroidism (2 40 mg prednisone daily or equivalent) to
Diarrhea/colitis manage any-grade immune-mediated AEs, n (%)
Adrenal insufficiency NIVO+IPI Placebo
ena
93 (23) 10 (2)
Hypophysitis
Hepatitis
Thyroiditis
Nephritis/renal dysfunction
| Grade 1-2 u Grade 2 3
Pneumonitis - n
Diabetes mellitus
25 5 10 15 20 25

Incidence (%)

mallamnfmmmnadmmwudhpnmumtadmmmmmmmﬁmmu\dimmah«mtmafmw Immune-mediated AEs are
defined as AEs ¢ with an mechanism or for which non ¥ (eg, infection or tumor progression) have been ruled out.
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BENEFICIO EN SARCOMATOIDES Y PD-L1 g &1 E_- &0 = Tw
§ 70
[=}
8 60
g
100_ . " a In 1 11 1
Disease-free survival by BICR' g 407 Median DFS,
904 “;-‘: 304 Treatment Events/patients months (95% CI)
. g 204  NIvO+IPI 4/19 NR (NE)
?E 80- 76.4% 8 10 Placebo 12/21 21.0 (5.2-NE)
£ HR (95% Cl), 0.29 (0.09-0.91)
'5 70+ : 0 T T T T T T T T T
B 1 74.0% - - 0 6 12 18 24 30 36 42 48 54
o : Months
a 60 ! | No. at risk
E i NIVO+IPI 19 17 15 14 12 10 8 5 2 0
1
< 50 ! Placebo 21 13 11 11 8 7 3 2 0 0
= | 1
$ 4o ; —
E Median DFS, : PD-L1 > 1%
é 304 Treatment Events/patients  months (95% Cl) L (n=102)
§ - NIVO+IPI 110/405 NR (NE) E
e Placebo 118/411 50.7 (48.1-NE) E =
10+ HR (95% Cl), 0.92 (0.71-1.19); P = 0.5347 E :>
| z
0 T T T t T T T T T 2
0 6 12 18 24 30 36 42 48 54 §
Months 2
No. at risk 5
NIVO+IPI 405 337 299 270 224 150 89 42 13 0 o S
Placebo 411 340 299 275 227 155 90 38 8 0 "z 304 Treatment Events/patients  months (95% Cl)
é 204 NIVO+IPI 11/56 NR (NE)
= i | Placebo 20/46 50.7 (12.1-NE)
5 HR (95% Cl), 0.40 (0.19-0.84)
0 6 12 18 24 30 36 2 48 54
Months
No. at risk
NIVO+IPI 56 46 43 39 35 25 17 12 6 0
Placebo 46 36 27 25 20 15 11 11 5 0

Motzer. ASCO 2023 #4506
B IIIINUPOUEBOOODOEODODODDEDEGEGEGEGEHEESSESSSSSSESEEESSEESEEEEEESESEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEE
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IMmotion010 (NCT03024996) study design
4 )

Key eligibility criteria

* Resected intermediate- to high-risk? RCC Atezolizumab 1200 mg IV q3w
* T2 Grade 4 for 16 cycles or 1 yearc
* T3a Grade 3/4
* T3b/c or T4 any Grade
* TXN+ any Grade N=778 Placebo IV q3w
* M1 NED® for 16 cycles or 1 yearc

* Clear cell and/or sarcomatoid component

/
N

4 /Primary endpoint h
Stratification factors « Investigator-assessed DFS in ITT population
* Disease stage Key secondary endpoints

(T2/T3a vs T3b/c/T4/N+ vs M1 NED)

* PD-L1 expression on IC¢
(IC0O [<1%] vs IC1/2/3 [21%)])

* OS in the ITT population

« Investigator-assessed DFS in the |C1/2/3 population

- Region * IRF-assessed DFS in the ITT and IC1/2/3 populations
(North America® vs rest of world) * IRF-assessed EFS in the ITT population

\_ J ) Y,

EFS, event-free survival; IC, tumour-infiltrating immune cells; IRF, independent review facility; ITT, intention to treat; IV, intravenous; NED, no evidence of disease;

083, overall survival; g3w, every 3 weeks; R, randomised; TNM, tumour, node, metastasis.

2 Per TNM/grading system or status post metastasectomy. © Including patients with synchronous metastasectomy and patients with metachronous metastasectomy

=12 months after primary surgery. ¢ Whichever occurred first. ¢ Per VENTANA SP142 immunohistochemistry assay. © Not including Mexico. Bex A et al. IMmotion010 [abstract 4634]
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Baseline demographics and characteristics

Atezolizumab Placebo
| Characteristic (n=390) (n=388)
| Age, median (range), y 60.5 (25-84) 60.0 (21-83)
' Age 265y, n (%) 142 (36.4) 140 (36.1)
' Male, n (%) 287 (73.6) 278 (71.6)

Race, n (%)
White 324 (83.1) 304 (78.4)
Asian 43 (11.0) 51(13.1)
Black 8(2.1) 9(2.3)
| Other/unknown? 15 (3.8) 24 (6.2)
ECOG PS, n (%)
0 311 (79.7) 304 (78.4)
|1 79 (20.3) 84 (21.8)
Geographic location, n (%)
North America 143 (36.7) 139 (35.8)
| Rest of the world 247 (63.3) 249 (64.2)
Predominant histology, n (%)
Clear cell 364 (93.3) 356 (91.8)
Papillary 6 (1.5) 11 (2.8)
Chromophobe 3(0.8) 5(1.3)
Other 17 (4.4) 16 (4.1)
37 (9.5) 67 (17.3)
=

252 (64.6) 248 (63.
82 (21.0) 88 (22.7)
56 (14.4) 52 (1
(2.8) 3.4)
Metachronous metastasis resected 45 (11.5) 39 (10.1)
| PD-L1 immune cell expression IC1/2/3, n (%) 232 (59.5) 235 (60.6)

Data cutoff: 3 May 2022,
ECOG PS, Eastern Cooperative Oncology Group performance status.
? Includes American Indian or Alaska Native, multiple race or unknown race.

Bex A et al. IMmotion010 [abstract 4634)
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Investigator-assessed DFS in the ITT population

Atezolizumab
n=390

| DFS events, n (%) 164 (42)

Placebo
n=388

168 (43)

Median DFS (95% CI), mo | 57.2 (44.6, NE)
24-month DFS (95% CI), % = 67% (63, 72)
Stratified HR (95% CI)* |

I

DFS by investigator (%)

0 I ! Ll 1 I ' Ll L 1 L ] ) L ] L Ll I L) Ll 1

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60

Time (months)
Number at risk
Atezolizumab 390 360 322 306 288 272 265 257 244 234 222 218 194 171 124 100 75 48 22 6 1
Placebo 388 343 305 294 275 268 254 243 232 226 216 209 187 161 121 91 56 33 15 3 NE

Data cutoff: 3 May 2022. Minimum follow-up, 38.6 months; Median follow-up, 44.7 months (range, 0-62.6).
NE, not estimable.
a Stratified for disease status and PD-L1 status. ® Not significant at a=0.05.

49.5 (47.4, NE)
65% (60, 70)

0.93 (0.75, 1.15); P=0.4950°

Bex A et al. IMmotion010 [abstract 4634]
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Investigator-assessed DFS: subgroup analysis

Atezolizumab Placebo

Characteristic n Median DFS, mo Median DFS, mo HR (95% CI)
All patients 778 57.2 495 —’i—' 0.93 (0.75, 1.15)
Age, y <65 496 57.2 52.9 b L | 0.91 (0.69, 1.19)
265 282 42.5 47.9 ; .| { 0.96 (0.68, 1.36)
Sex Male 565 57.2 52.9 — @ { 1.08 (0.84, 1.39)
Female 213 NE 49.1 o H 0.61 (0.40, 0,94)
Geographic region North America 282 NE NE b X ] | 1.00 (0.68, 1.47)
Rest of world 496 57.2 49.1 ; @ ; 1 0.90 (0.69, 1.17)
Disease status T2/T3a 500 NE NE : .‘ 0.93 (0.69, 1.25)
T3b/c/T4/N+ 170 33.0 376 .‘ 0.93 (0.61, 1.41)
M1 NED 108 248 30.0 .‘ 0.93 (0.58, 1.49)
Synchronous 24 14.4 27.0 9 i 1.37 (0.53, 3.57)

0.83 (0.48, 1.43)

arcomafoid component Yes 104 NE 230 o } . :

No 674 57.2 49.6 —r@— 1.00 (0.79, 1.27)
PD-L1 status ICO 311 NE 529 ' i i. i 1.08 (0.77, 1.52)
IC1/2/3

Atezolizumab better Placebo better

L J

Data cutoff: 3 May 2022. Bex A et al. IMmotion010 [abstract 4634]
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OS in the ITT population

100
90 -
80 o=
70
g‘g 60 -
v 504
(o]
40 +
Atezolizumab Placebo
30 n=390 n=388
204 OS events, n (%) 54 (14) 53 (14)
Median OS (95% Cl), mo NE (59.8, NE) \ NE (NE, NE)
Ly Stratified HR (95% Cl)2 0.97 (0.67, 1.42)
0 1 I 1 L ] I ] L L ] || L ] L ] L 1 L 1 ] ]
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
Time (months)
Number at risk

Atezolizumab 390 383 379 378 371 365 363 357 355 347 341 336 326 300 250 196 144 103 58 28 2 NE
Placebo 388 379 372 363 355 349 343 340 331 330 325 314 304 287 226 181 138 92 49 20 6 NE

Data cutoff: 3 May 2022.
a Stratified for PD-L1 status. Bex A
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investigator-assessed DFS by PD-L1 status
:‘\\_\\ . Atezolizumab | Placebo

-

g
§ 70 —n = =
i _HF:‘:_‘ e | (n=158) (n=153)
g %01 e s DFS events, n (%) 71 (44.9) 63 (41.2)
- 40 t 1 !
g 04 Median DFS (95% CI), mo = NE (31.7, NE) | 52.9 (45.4, NE)
o ¥ [ 1

1 1C0 (PD-L1 IC expression <1%) Stratified HR (95% Cl) 1.09 (0.77, 1.53)

’ 0 3 @8 # 12 15 18 N N T N N M N Q &8 8 N N 5 W

My .
£ 0] \kc‘\—;} ) Atezolizumab Placebo
5 o M~ n=176 n=188
'_é' 59 4 H_ﬁ.‘\ﬂ—l‘L\ — i ( "l ( )
g - "—-:Nq__‘__‘_—&:____ DFS events, n (%) 78 (44.3) 86 (45.7)
% 3 Median DFS (95% CI), mo 48.4 (39.1, NE)’ 47.9 (36.5, NE)
5 " Stratified HR (95% CI) 0.92 (0.68, 1.25)

1 1C1 (PD-L1 IC expression 1% to <5%]

1] 3- E 9 |2 |5- 18 2 2117

% 1 Atezolizumab Placebo

£ ™ (n=56) (n=47)

2 e

g 501 L. DFS events, n (%) 15 (26.8) 19 (40.4)

g 201 Median DFS (95% CI), mo = NE (NE, NE) ‘ 49.5 (33.1, NE)
1 1C2/3 (PD-L1 IC expression 25%) Stratified HR (95% CI) 0.57 (0.29, 1.15)

0 3 6 8 12 15 18 21 ¥ 27 0 33 % W 4 45 48 51 S 5 &0 Bex A etal. |Mmot|unﬂ10[ab5trad4634]
Time (months) )
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Safety summary

: Treatment duration, median (range), mo

Atezolizumab

(n=390)

Placebo
(n=383)

10.4 (0-14) 10.4 (0-12)
Any-grade AE, any cause, n (%) 373 (95.6) 341 (89.0)
Treatment related 296 (75.9) 203 (53.0)
| Grade 3/4 AE, any cause, n (%) 106 (27.2) 81 (21.1)
Treatment related 55 (14.1) 18 (4.7)
| Grade 5 AE, any cause, n (%) 1(0.3)2 3 (0.8)°
Treatment related 0 0
Any-grade serious AE, n (%) 69 (17.7) 46 (12.0)
___Treatment related —34(8.7) 3(08)
< AE leading to discontinuation of atezolizumab or placebo, n (%) 45 (11.5)

10 (2.6) _:::::>

Data cutoff: 3 May 2022.

AE, adverse event.

2 Patient died due to AE of acute myeloid leukemia.

® Patients died of respiratory failure (n=1), sepsis (n=1) and unknown cause (n=1).

Bex A et al. IMmotion010 [abstract 4634]
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Cross-trial comparison in adjuvant renal cell carcinoma

Disease-free survival

Drug (company) Trial Medians Stats Status
HR=0.68 (0.53, US approved
Keytruda (Merck & Co) Keynote-564 NR vs NR
0.87), p=0.001 Nov 2021
Opdivo + Yervoy (Bristol Myers NR vs HR=0.92 (0.71, 119), _
_ Checkmate-914 Study fail
Squibb) 50.7mth p=0.535
_ _ 572 vs HR=0.93 (0.75, 1.15), _
Tecentriq (Roche) Immotion-010 Study fail

49.5mth p=0.495

NR=not reached. HR=hazard ratio (95% confidence intervals in brackets). Source: product label & Esmo.
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:POR QUE SON NEGATIVOS?

-Podrian reflejar diferencias en las poblaciones de pacientes, proporciones de pacientes con enfermedad ganglionar muy avanzada o
metastasica resecada,

-Diferente mecanismo de accidn de los respectivos agentes de inmunoterapia probados.
-Diferencias en los tiempos de seguimiento.
-La toxicidad obliga a discontinuar tratamiento.

-Los analisis de subgrupos que utilizan datos de los tres ensayos de fase Ill son importantes para determinar qué pacientes tendran el
mayor beneficio, y para investigar la presencia o ausencia de biomarcadores predictivos.

-Necesidad de biomarcadores
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:POR QUE SON NEGATIVOS? TOXICIDAD

Gr 3+ AEs
Tx-related Gr 3+ AEs

Discontinuation due
to AE

Received steroids for
an iIrAE

- In CM-914, only 57% of patients completed all 4 doses of both

drugs

KN-564
(Pembro)

32%
19%
21%

8%

CM-914
(Ipi/Nivo)

38% 27%
28% 14%
33% 12%

23% 10%

IMmotion010 PROSPER
(Atezo) (Periop Nivo)
3

3%
15%
13%

N/A

Choueiri et al. NEUJM. 2021; Powles et al. Lancet.2022; Motzer et al. ESMO 2022; Pal et al. Lancet. 2022; Allaf et al. ESMO 2022

ASCO Genitourinary

Cancers Symposium

presentep By: Matthew Zibelman
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Table. Adjuvant Immune Checkpoint Inhibit'n RCC

KEYNOTE-564' IMmotion010 PROSPER RCC RAMPART CheckMate-914

(994 patients) (778 patients) {766 patients) (1,750 patients) (1,600 patients)
Expermental armis) Pembrolizumab Atezolgumab Nevolumab Durvalumad (gdw) pu}  Ipdimumab
tremelmumad plus
(Qsw for Z cycles only) | nivolumab
of ot
durnvalumad (géw) nvolumad
Control arm Plhcobo Placebo Obsarvatson Observation Placebo
Treatment length 1 yeas 1 year 10 months 1 yea 6 months
({1 month necadpavprt;
9 months aduvant
Primary ondpoint(s) DES (by nvestigator) DFS EFS DES (by mvestigator) DFS
(iICR) and 0S {(ICR)
Histology Clcar cell component Clear coll component or  Any malgnont RCC Any RCC Clear coll predommant
|+ /- saccomatod) sarcomatond hestology {+ /- sarcomatosd) (except for collecin { +/- sarcomatod)

duct, modulary,
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oo NEOADJUVANT

NEOADJUVANT . ADJUVANT + NEOADJUVANT
PHASE il

Proffered Paper session 1: GU tumours, non-prostate

LBAG67 - Phase Ill randomized study comparing perioperative nivolumab
(nivo) versus observation in patients (Pts) with renal cell carcinoma (RCC)
undergoing nephrectomy (PROSPER, ECOG-ACRIN EA8143), a National
Clinical Trials Network trial

Date Presenters
10 Sep 2022 Mohamad Allaf
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NEOADJUVANT

Neoadjuvant TKI Experience in RCC Neoadjuvant IO Experience in RCC
| Trial Patient Population | Intervention 'Key Findings Patient Population | Intervention | Key Findings
NCT01158521 25 pts with Pazopanib 800 mg  -92% experienced reduction in NCT02575222 17 pts with cT2-cT3 Nivolumab Q2 -100% with SD per RECIST
(Rini et al) R.EN.A.L.score  daily x 8-16 weeks  tumor volume (Gorin et al) weeks x 3 -59% with grade 1-2 AEs
10-12 -Six additional pNx possible
NCT01263769 24 pts with cT2- Axitinib 5 mg bid x  -46% with a PR per RECIST NCT02595918 18 pts with >20% Nivolumab Q2 -100% with SD per RECIST
(Karam et al) cT3b 12 weeks -28% median tumor reduction (Carolo et al) risk of recurrence  weeks x 4 -100% had a nephrectomy
-No PD -0% pCR
NCT04022343 17 pts with cT3-T4 Cabozantinib 60 mg -29% with a PR per RECIST NCT02762006 29 pts with T2-T4 Durvalumab + -Dual CPI therapy led to a
(Bilen et al, daily x 12 weeks -23% median tumor reduction (Ornstein etal) and/or N1 Tremelimumab >40% discontinuation rate
GU ASCO 2022) -100% tumor shrinkage 80% clear cell gp.:gpiln;vo in M1 setting->~35% PR
n kidney

Meerveld-Eggink et al 2022; Albiges L et al 2020

Neoadjuvant TKis lead to ~30% PR and are tolerable and Neoadjuvant single agent 10 leads to primarily SD per
safe for 8-16 weeks pre-surgery RECIST with mild tumor reduction; effect on long term

immunologic memory is unknown
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Proffered Paper session 1: GU tumours, non-prostate

LBAG67 - Phase lll randomized study comparing perioperative nivolumab
(nivo) versus ohservation in patients (Pts) with renal cell carcinoma (RCC)

undergoing nephrectomy (PROSPER, ECOG-ACRIN EA8143), a National
Clinical Trials Network trial

Date Presenters
10 Sep 2022 Mohamad allaf
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Proffered Paper session 1:/GU tumours, non-prostate

LBAG67 - Phase Ill randomized study comparing perioperative nivolumab
(nivo) versus ohservation in patients (Pts) with renal cell carcinoma (RCG)
undergoing nephrectomy (PROSPER, ECOG-ACRIN EA8143), a National

Clinical Trials Network trial Partial/Radical N ephroctomy
e ot (7-28 days after neoadjuvant nivolumab)
Nivo x 9 doses q 4 wks (starting 4-10 weeks post op)
R Surgery+Nivo arm
A Partial or 4
Potential N Biopsy Nvomab' . IR -, Noum
patient D Required Nephrectomy
< o 3 Surgery+Observation arm 4
urom l g ry /
clinic and z . /
referred A EB Bﬁgtsy Partial or /
to medical T : - Radical ' Observatio
oncologist [ Required Nephrectomy 7 sicbimh
0 /
N A / Patient continues on study
n=805 TR with medical oncologist

Clear cell or Non-clear cell
2T2,N_ . MO or oligo M1 \',’
f

Patient returns to
urology clinic for surgery
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va

Surgery+Nivo Surgery+Observation Total

arm arm
n =404 n =415 n = 819
N (%) N (%) N (%)
Age (year)
Median 60 61 61
Sex
Female 120 (30) 128 (31) 248 (30)
Race
Black or African American 31(8) 30 (8) 61 (8)
White 332 (88) 340 (88) 672 (88)
Clinical T stage
Tl 12 (3) 13(3) 25(3)
j 204 (50) 194 (47) 398 (49)
T3 orT4 186 (46) 208 (50) 394 (48)
Clinical N stage
Nx/NO 342 (85) 355 (86) 697 (85)
Nl 62 (15) 59 (14) 121 (15)
Clinical M stage
Mx/M0 391 (97) 399 (96) 790 (97)
Ml 12 (3) 15(4) 27 (3)
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va

=+ Nivo arm (106 events / 379 cases) Observation arm (110 events / 400 cases)

o \‘Ha“\’m

06

TTep—

g HR: 0.97 [95% CI: 0.74 — 1.28]
One-sided P-value: 0.43

Proportion Alive & Recurrence—free

021
001
0 6 12 18 24 30 36
Months from Randomization
Number at risk
Nivo arm 379 291 208 151 99 50 30
Observationarm 400 300 214 161 100 47 22
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a

Sub-group N HR 95% ClI .

Al RCC Patients 779 097 (0.74, 127) +

cT1 25 061 (0.13, 2.83) '

T2 398 1.05 (0.69, 159) ——

cT3orcT4 394 100 (068, 147) S —

cNx or cNO 697 102 (0.74, 1.40) e

cN1 121 0.87 (051, 147) —_—

cMx or cMO 790 097 (0.73, 1.28) —t—

cM1 27 0.85 (0.25, 2.86) I

pTxorpT1 79 012 (0.01, 0.96) :

pT2 164 096 (0.40, 231) ;

pT3orpT4 494 091 (065, 128) ——

pNx or pNO 671 081 (057, 1.14) ey

pN1 66 073 (0.37, 141) —

pMx of pMO 708 083 (0.60, 1.14) ——

pM1 28 0.89 (0.31, 257) :

Fuhrman Grade 1 24 337 (0.38,30.18)

Fuhrman Grade 2 185 050 (021, 1.15) —_—

Fuhrman Grade 3 282 1.06 (063, 1.76) ———

Fuhrman Grade 4 181 072 (045, 1.14) i

Clear-cell 625 093 (068, 1.28) —p—

Non-clear cell 128 0.93 (0.44, 1.99) ;
f t T T 1
0 1 2 3 4

Favors Surgery+Nmo arm Favors Surgery+Obsenation arm
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Rash maculo-papular

Adverse Event

Diarrhea

Arthralgia

ASartaie amanetragtierase incroased

Hypothyroidism

0 100 200 300

ngress Count
-Mo . Surgery+Nivo arm Surgery+Qbservation arm

There were 15 (4%) deaths from RCC in the nivolumab arm and 18 (4%) deaths from RCC in the surgery-alone arm.
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PROSPER

e Thisis the first phase Ill neoadjuvant |0 trail in RCC

® Perioperative nivolumab did not improve RFS in RCC patients at high risk for recurrence

e (S data remains immature but is not statistically different between arms

e Adverse events in the surgery + nivolumab arm were consistent with the toxicity profile of other nivolumab trials

e Ongoing radiomic, pathomic, and other biomarker analyses within this trial may inform the design of future
neoadjuvant RCC trials

® Further analyses of patient subsets within this unique trial design should help inform future research
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NEOAVAX. PHASE 1| I O_I_T KI

CciD1 c2m c3D1* c4aD1 csp1* c6D1
Percent downsizing and recurrence status Spider plot of primary tumour response

Day-1 day -14 week 1 week 3 week S week 7 week 9 week 11

1 | | 1 | 1 1 1 '
o D e

-10
30 -8
- Patients without recurrence L
Patients with recurrence

Axitinib 5-10 mg/BID*

Axitinib 5-10 mg/BID*

2 £ 5% pun 2 52 5>
&g = 2 G R i
- = = z 3
3 3 % g E 3 E El 5 3 E 3 Surgery not -
z5 == z& z& =& = & earlier than 0
36 h after
last axitinib |

*after week 4: if tolerated well, switch to 7 mg Axitinib BID
after week 8: if tolerated well, switch to 10 mg Axitinib BID

40 PATIENTS. 30% RR.
83% of the 12 patients with a primary response were disease-free at the time of analysis
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The horizon in neoadjuvant trials

-Neoadjuvant trials with immunotherapy are ongoing.

-Endpoints of neoadjuvant trials should assess tumor shrinkage, surgical feasibility, long-term disease-free
and overall survival benefit, and exploratory biomarkers to understand predictors of response.

-Although no head-to-head neoadjuvant versus adjuvant clinical trials are ongoing, there is a strong
biological rationale to treat with immunotherapy with the tumor in place.

Albiges L. ASCO GU 2020
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CONCLUSIONES

*  Pembrolizumal es el duico fdrmaca aprobado en Eunopa coma adyuvancia en cducer nenal,

o Elddema de la SG g la tevicidad que sufne un paciente potencialmente sano es una
a. oa 0"

o Eo muy dificl sacarn conclusiones de estudios distintos anngue simdlares.
*  La wneoadyuvancia e an escenanie anticipade de test de efectividad de loo eoguemas
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