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The current knowledge

Perioperative systemic treatments have been successful in several other solid tumors

(bladder, breast, lung, colon,...), but perioperative strategies with systemic terapy have
lagged in RCC

Nephrectomy can potentailly cure patients with early localized disease; however risk of
recurrence in stage Il-lll remains significant, with 20-40% experiencing local or distant

relapse

There are no approved neoadjuvant treatments for localized RCC prior to

nephrectomy
There are 2 approved therapis for patients with high risk RCC after surgery
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Despite surgery, risk of recurrence remains high

Prevalence, Disease-free, and Overall Survival of
Contemporary Patients With Renal Cell
Carcinoma Eligible for Adjuvant Checkpoint

Inhibitor Trials Eligible Population - DFS
el
Lorenzo Marcor_]i,' Maxine Sun,” Christian Beisland,™* Tobias Klatte,”* 1,0 —+
Boerje Ljungberg,” Grant D. Stewart,” Saced Dabestani,” Toni K. Choueiri,”
Axel Bex'"!!
0,8~

Table 3 Analysis of Survival in the RECUR Population According to the Eligibility for the Different Adjuvant Trials
RECUR Median DFS Time S Y .
Population Progression,| Death |Death (Other| Estimates, mos | Median 0S Time 0.5 I
Eligible for: | n n (RCC), n | Causes), n (95% CI) Estimates, mos |1 Year 3 Yearg| 5 Years (M0 Years x 0 \
IMMotion-010 | 408 222 140 a4 4359 (30.78-56.41) | 76.5 (64.5-88.4) | 76 535 38.6 E X !
CheckMate-914 | 725 311 187 92 109.26 (83.93-134.6) 97 (80.6-113.5) | 83.1 65.3 46.3 (s ! i
Keynote-564 609 278 170 79 75.8 (52.7-98.8) 931 (80.7-105.6) | 816 | 627 44 § | i .
RAMPART 1363 415 244 173 Not reached 120.3 (110-1485) | 887 | 754 60.5 ! X !
(Model 1) E I .
RAMPART 818 320 196 102 Not reached 103 (88-118) 843 66.6 53.1 : :
(Model 29) i X
PROSPER 1071 383 239 138 Not reached 1095 (95.8-123.3) | 862 | 71.2 55.5 0,2 X !
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1. - Stephenson AJ, et al. J Urol 2004. 2. - Marconi L, et al. Clin Genitourin Cancer. 2021



Adjuvant trials testing TKis

and mTORI in RCC
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/ Haas NB, Lancet 2016; Ravaud A, NEJM 2016; Motzer RJ, J Clin Oncol 2017; Gross-Goupil M, Ann Oncol 2018; Motzer RJ, Eur Urol 2018; Ryan CW, ASCO GU 2022
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Several classifications predict risk of recurrence

UISS (UCLA)
SSIGN
Leibovich 2003
Leibovich 2018
GRANT
VENUSS
MSKCC

Kattan
Yaycioglu
Karakiewic
Cindolo

Rini

Wei

TNM, grade, ECOG

TNM, pN+, pM+, grade, tumor size, necrosis
TNM, pN+, grade, tumor size, necrosis

2003 +other 7

TNM, pN+, Grade, Age

TNM, pN+, grade, tumor size, tumour thrombus
TNM, T size, grade, necrosis, symptoms
TNM, T size, histology, symptoms

T size, symptoms

TNM, age, sex, +margin, T size, symptoms

T size, symptoms

16 gene signature

6 SNP signature + TNM,grade, necrosis

Zisman et al, JCO, 2002: Frank et al, ] Urol 2002: Leibovich et al, Cancer, 2003; Leibovich et al, Eur Urol, 2018; Sorbellini et al, J Urol, 2005; Kattan et al, J Urol,
2001; Yaycioglu et al, Urology, 2001; Karakiewicz et al, JCO, 2007; Cindolo et al, BJU Int, 2003; Rini et al, Lancet Oncol 2015; Wei et al, Lancet Oncol 2019

CSS
MES
PFS, OS
DFS, OS
RFS
RFS
RFS
RFS
CSS
RFS
RFS
RFS

N

KM analysis
Algorithm
Algorithm
KM analysis
Algorithm
Algorithm
Nomogram
Nomogram
Formula
Nomogram
Formula
Gene signature

Nomogram




Limited interchangeability Different prognostic performance

Clinical prez

m UISS

M Leibovich 2003
M Leibovich 2018
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A - Clear-cell RCC

1-Specificity

Rosiello G, et al, Urol. Oncol 2022



Phase lll trials with adjuvant ICls in RCC

Keynote 564 Pembrolizumab
Placebo

Immotion 010 Atezolizumab
Placebo

Checkmate 914 Nivo+Ipilimumab

Nivolumab

Placebo

PROSPER Nivolumab

RAMPART Durvalumab + Tremelimumab
Durvalumab

Dosing relative to surgery (Time, months)

1. —Choueiri TK et al, NEJM 2021; 2. — Pal, SK. et al, Lancet 2022; 3.- Motzer R. et al, ESMO 2022 ; 4.- Allaf M. et al, ESMO 2022



Keynote-564: Adjuvant Pembrolizumab

Key Eligibility Criteria Pembrolizumab 200 mg
* Histologically confirmed clear cell renal cell Q3w
carcinoma for ~1 year?
* Nephrectomy 12 weeks prior to randomization
* No prior systemic therapy
« ECOGPSO0Oor1 Placebo

* Tissue sample for PD-L1 assessment Q3w
for ~1 year?

Stratification Factors
« MO vs M1 NED
* MO group further stratified:
« ECOGPS 0vs1
* US vs non-US

 Primary end point: DFS per investigator
 Key secondary end point: OS
 Other secondary end points: Safety

Choueiri TK et al, NEJM 2021; Powles T, et al, Lancet Oncol 2022



Keynote-564: The population

Prespecified Disease Risk Categories

Intermediate-High Risk High Risk M1 NED
pT2 pT3 pT4 Any pT
NED after
Sar?ciinitoorid Any grade Any grade Any grade re.section of |
oligometastatic
NO NO NO N+ sites <1 year from
nephrectomy

MO MO MO MO

Choueiri TK et al, NEJM 2021; Powles T, et al, Lancet Oncol 2022



Pembro Arm Placebo Arm Pembro Arm Placebo Arm
(N = 496) (N = 498) (N = 496) (N = 498)
Age, median (range) 60 (27-81) 60 (25-84) Primary tumor stage
Male 347 (70.0%) 359 (72.1%) T1 11 (2.2%) 15 (3.0%)
ECOG PS 1 75 (15.1%) 72 (14.5%) 12 27 (5.4%) 33 (6.6%)
North America 133 (26.8%) 125 (25.1%) T4 14 (2.8%) 13 (2.6%)
European Union 188 (37.9%) 187 (37.6%) Tumor nuclear grade®
Rest of world 175 (35.3%) 186 (37.3%) Grade 1 19 (3.8%) 16 (3.2%)
Disease risk category Grade 2 153 (30.8%) 150 (30.1%)
MO high risk 40 (8.1%) 36 (7.2%) Grade 4 103 (20.8%) 119 (23.9%)
M1 NED 29 (5.8%) 29 (5.8%) Lymph node stage
Sarcomatoid features® NO 465 (93.8%) 467 (93.8%)
Present 52 (10.5%) 59 (11.8%) N1 31 (6.3%) 31 (6.2%)
Absent 414 (83.5%) 415 (83.3%) Metastatic stage
PD-L1 CPSed MO 467 (94.2%) 469 (94.2%)
<1 124 (25.0%) 113 (22.7%) M1 NED 29 (5.8%) 29 (5.8%)
21 365 (73.6%) 383 (76.9%)

Keynote-564: Baseline characteristics

Choueiri TK et al, NEJM 2021; Powles T, et al, Lancet Oncol 2022



KEYNOTE-564, DFS in ITT population

Primary Analysis: 24.1 mo Follow-Up

100+ : 24-mo rate
90+ :
:77.3%
80+ :
704 )
$ 60 :68.1%
0 50- :
L
0O 404
30 HR 0.68 (95% C1 0.53-0.87)
20- P=0.001
0d — Pembro
G —— Placebo
0 5 10 15 20 25 30 35 40 45 50
No. at risk Months
Pembro 496 457 414 371 233 151 61 21 1 0 0
Placebo 498 436 389 341 209 145 56 19 1 0
Pts w/ Event Median, mo (95% CI)
Pembro 109 NR (NR-NR)
Placebo 151 NR (NR-NR)

1.- Choueiri T, et al. NEJM 2021; 2- Powles T, et al. Lancet Oncol 2022

Updated Analysis: 30.1 mo Follow-Up

100+ : 24-mo rate
904 :
:78.3%
804 '
70+ :
2 60- :67.3%
$ 50+
0O 404
304 HR 0.63 (95% CI1 0.50-0.80)
20 Nominal P < 0.0001
104 —— Pembro
: — Placebo
0 5 10 15 20 25 30 35 40 45 50
No. at risk Months
Pembro 496 458 416 389 361 255 135 77 37 0 0
Placebo 498 437 389 35 325 230 125 74 33 1 0
Pts w/ Event Median, mo (95% CI)
Pembro 114 NR (NR-NR)
Placebo 169 NR (40.5-NR)



KEYNOTE-564, DFS in ITT population

Intermediate-High Risk

High Risk

100+ 24-mo rate: 100+ 24-mo rate:
90+ 81.1%§ 90 :
804 804 :
704 ; 70+ :
72.0%: 48.7%:
R 60+ : X 60 :
E 50+ & 50+ 1 Li: 3 a3 i)
D 40- D 40- : un ] 1 3
30+ P 30+ 35.4%:
20- HR 0.68 204 HR 0.60
—— Pembro 1 (95% C10.52-0.89) | —— Pembro ;| (95% C10.33-1.10)
10+ Y v 10+ .
—— Placebo 3 —— Placebo
0-—!—!—|ﬂ—lﬂ—l—ﬁ—lﬂ—|—ﬁﬂ-|—|—|—|—ﬁ—|ﬂ—!—|—!—|ﬂ—ﬁ—| T T LI [ B M S e e |
0 5 10 15 20 25 30 35 40 45 50 0 5 10 15 20 25 30 35 40 45
No. at risk Months No. at risk Months
Pembro 422 392 358 337 314 225 118 66 34 0 0 Pembro 40 35 29 25 21 14 10 6 1 0
Placebo 433 390 352 326 300 214 117 70 32 1 0 Placebo 36 23 18 16 13 7 4 2 1 0

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+, M0;
M1 NED: No evidence of disease after primary tumor + soft tissue metastases completely resected <1 year from nephrectomy.

1.- Choueiri T, et al. NEJM 2021; 2- Powles T, et al. Lancet Oncol 2022

DFS, %

No. at risk
Pembro

Placebo

29
29

— Pembro

M1 NED

24-mo rate:
78.4%:

[ HR 0.28 |
| (95% C10.12-0.66) |

—— Placebo

5

27
24

10

25
19

_I_'-l_lﬂ_|_'_l_|q_l_|_l_";'|ﬂ_|_l_lﬂ_rl_l_lq_r

15 20 25 30 35 40 45

Months
23 2 14 6 4 2 0
14 12 9 4 0

N



Sarcomatoid Features Absent

1004 24-mo rate : \
90- 79.5% : | HR 0.63(95% Cl 0.48-0.83)
80 :
704 :
< 60 69.4%;
$ 504
0O 404
304
204
104 — Pembro
—— Placebo :
T T T T
0 5 10 15 20 25 30 35 40 45 50
No. at risk Months
Pembro 414 385 350 327 305 216 117 67 32 0 0
Placebo 415 367 331 304 277 201 10 68 30 1 0
Pts w/ Event Median, mo (95% CI)
Pembro 88 NR (NR-NR)
Placebo 133 NR (NR-NR)

DFS in key subgroups

Sarcomatoid Features Present

50

100+ 24-mo rate :
90 i 0
. 71.8%5 HR 0.54 (95% CI1 0.29-1.00)
70- :
X 604
2 59 52.0%
O 404 :
30
20+ :
104 — Pembro :
—— Placebo :
[0 S SRS S S —
0 10 15 20 25 30 35 40 45
No. at risk Months
Pembro 52 48 4 37 34 27 1" 5 3 0 0
Placebo 59 48 40 35 33 21 12 4 3 0 0
Pts w/ Event Median, mo (95% CI)
Pembro 16 NR (NR-NR)
Placebo 29 40.5 (11.3-NR)

1.- Choueiri T, et al. NEJM 2021; 2- Powles T, et al. Lancet Oncol 2022

Cwerall
Age
=65 years
<65 years
Sex
Male
Female
ECOG PS
0

1
Region
North America
European Union
Rest of world
Tumor grade
2
3
4
PD-L1 status
CPS <1
CPS =1

Events/Participants HR (95% CI)
283994 .l 0.63 (0.50-0.80)
103/330 —0 0.75 (0.51-1.11)
180/664 - 0.58 (0.43-0.79)
199/706 . 0.60 (0.45-0.80)
84/288 —i- 0.73 (0.48-1.13)
232/847 - - 0.61 (0.47-0.79)
51147 —— 0.79 (0.45-1.37)
76/258 —i— 0.69 (0.44-1.09)
106/375 —— 0.50 (0.34-0.75)
101/361 — 0.77 (0.52-1.14)
63/303 —B- 0.73 (0.44-1.20)
1171432 —— 0.68 (0.47-0.98)
991222 = 0.55(0.37-0.83)
44/237 — 0.68 (0.37-1.24)
236/748 s 0.63 (0.49-0.82)
l L}
0.1 05 1
—

Favors pembro Favors placebo



OS in ITT population

_ 24-mo rate

e e s —".
iy : 96.2%
80- : 93.8%
70+
o 60-
°_ 50 Pts w/ Event Median, mo (95% CI)
8 , Pembro 23 NR (NR-NR)
40+ : Placebo 43 NR (NR-NR)
30+ '
20 HR 0.52(95% C1 0.31-0.86); P = 0.0048
o b Pembro
—— Placebo :
o +————-—-—T——r—T—+——T—+——T—— T
0 5 10 15 20 25 30 35 40 45 50
No. at risk Months
Pembro 496 489 485 482 477 360 231 146 63 8 0
Placebo 498 494 486 481 474 352 219 138 61 9 0

e P-value did not cross the prespecified boundary for statistical significance of 0.000095 (one-sided)

e Final analysis for OS to occur after approximately 200 OS events; only 66 events had accrued for this updated analysis

1.- Choueiri T, et al. NEJM 2021; 2- Powles T, et al. Lancet Oncol 2022



Treatment-Related AEs with Incidence =25%,
As-Treated Population

—

Total Incidence, Any-Grade AEs, n (%) Median Time to First Onset (Weeks), Pembro Arm

— Cmonths. e 81 IR 1.4-14.7 Range: 01811
: - — : +
Fatigue —99(20.3%) 71 (14.3%) g
: Median: 8.3; IQR: 2.0-18.1; Range: 0.1-47.1
: | ) g I— !
Pruritus 4 91(18.6%) 57 (11.5%) Pruritus
Y i Median: 12.1; IQR: 9.0-20.7; Range: 2.9-52.1
e —{ 4
Hypothyroidism -{ 85 (17.4%) 13 (2.6%) ypothyroidism
. : Median: 9.3; IQR: 3.1-18.6; Range: 0.1-62.1
D|arrhea — 77 (15.8‘%) 51 (10.30/0) Dlarrhea —i 4
Median: 10.6; IQR: 3.1-21.3; Range: 0.1-48.7
Rash — 73 (15.0%) 36 (7.3%) Rash | i — 4
s . Median: 3.1; IQR: 3.0-9.1; Range: 2.1-60.9
Hyperthyroidism — 53 (10.9%) Hyperthyroidism | o "
Arthra|g|a = 45 (92(%) 43 (87(%) Arthralg|a Median: 123, IQR: 30—2?1, Range 0.1-52.9
- 0 o Median: 6.0; IQR: 0.3-18.7; Range: 0.1-44.4
Nausea FR0H) ) Nausea | e — .
Myalgia — 30 (6.1%) 20 (4.0%) : Median: 12.8; IQR: 3.1-22.1; Range: 0.1-46.4
Myalgia | — i ]
Asthenia 28 (5.7%) 23 (4.6%) . Median: 14.7; IQR: 5.2-20.3; Range: 0.3-43.3
Asthenia | F—IG———— 1
! ! | ! [ ! | | ! | ! | ! |
20 0 20 10 20 30 40 50 60
Pembro Grade 12 M Grade 34 -
Placebo Grade 12 M Grade 34

AE, adverse event.
As-treated population included all participants who received 21 dose of study treatment. Data cutoff date: June 14, 2021.

1.- Choueiri T, et al. NEJM 2021, 2- Powles T, et al. Lancet Oncol 2022



Pembro safety in KN564

19% of G3-4 AEs

21% of treatment discontinuation

Hypothyroidism - 103 (21.1%)

18 (3.6%)
Hyperthyroidism - 58 (11.9%) 1(0.2%)
due to all-cause AEs Pcomontic] ey
Adrenal insufficiency = 10 (2.0%) 1(0.2%)
Type 1 diabetes mellitus = 9 (1.8%) o}

Colitis = 8 (1.6%)
Severe skin reaction 1 8(1.6%)

1(0.2%)
2(0.4%)

Thyroiditis o 6(1.2%) 1(0.2%)

Hepatitis 5(1.0%) 0

Sarcoidosis = 4(0.8%) |0

Myasthenic syndrome 3(08%) [0

Nephritis = 3(06%) [0

Hypophysitis 2(0.4%) | 0
Myositis - 2(0.4%) || 1(0.2%)

Vasculitis - 2(04%) | 0

Encephalitis 1 1(02%) J 0

(o) - c Myocarditis 4 1(0.2%) | o
8% of pts needed high-dose steroids " eiie] | Tz

for IRAEs 20 | 0

Incidence, %

Pembro 00 Grade1-2 M Grade 34
Placebo [0 Grade1-2 M Grade 34

1.- Choueiri T, et al. NEJM 2021; 2- Powles T, et al. Lancet Oncol 2022



The negative phase 3 trials

Investigator-assessed DFS in the ITT population

DFS by investigator (%)

Placebo
(n=388)

168 (43)

49.5 (47.4, NE)

65% (60, 70)

0.93 (0.75, 1.15); P=0.4950°

Atezolizumab

100+ (n=390)

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

80- Median DFS (95% Cl), mo | 57.2 (44.6, NE)

24-month DFS (95% Cl), % 67% (63, 72)

= Stratified HR (95% Cl)*

60+

50

40

30

20+

10

0 T 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

Time (months)

T T
57 60

== Nivo arm (106 events / 379 cases)

08 TN N

0.6

Observation arm (110 events / 400 cases)

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

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

Proportion Alive & Recurrence—free

0.2
.
Primary endpoint: disease-free survival per BICR
1004
0.0
90 . . . . . .
0 6 12 24 30 36
_ 801 Months from Randomization
& (T mrretl
> 70 | )
I:-f | 24-month rate: L L1 w Number at risk
4 60 | 76.4% )
] | 74.0% Nivo arm 379 291 208 99 50 30
& 50 Median DFS, !
g | Treatment Events/patients  months (95% Cl) E
"5 40 NIVO+IPI 110/405 NR (NE) i .
g . Observationarm 400 300 214 100 47 22
g 304 Placebo 1187411 50.7 (48.1-NE) !
“
a HR (95% Cl), 0.92 (0.71-1.19) |
20+ P = 0.5347 !
10 1
:
'
0 3 6 9 2 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
Placebo 411 391 340 315 299 293 275 268 227 205 155 128 90 66 38 25 8 3 0

Pal SK, et al. Lancet 2022; RJ Motzer, et al. Lancet 2023; Allaf ME, et al. ESMO 2022



Design of negative phase lll studies testing ICI in RCC

: Partial/Radical Nephrectomy
— Atezolizumab 1200 mg IV q3w (7-28 days after neoadjuvant nivolumab)
for 16 cycles or 1 year® Stratification factors: Expected treatment duration of 24 weeks® b S BRI R S LT,
» Pathologic TNM staging® Surgery+Nivo arm
+ Type of nephrectomy NIVO 240 mg IV Q2W (x 12 doses) 4
N=778 Placebo IV q3w N Nivolumab Paia of Nivolumab
= f mmmd -+ IPI 1. mg/kg IV Q6W (x 4 doses) Potential N Biopsy il Radical iy
or 16 cycles or 1 year® N = 405 patient D Required Nephrectomy
= identifiedin I
Surgery+Observation arm
dincand
nic a z
[Primary endpoint ) P|:lc ebc; Nl\(,l Z\Qijx 5 c:joses) il » I gkt
— + Placebo x 4 doses to medica T -» cal
* Investigator-assessed DFS in ITT population N Q 41 1( ) oncologist 1 Required Nephrectomy Coservation
Randomization > 4 weeks = g Pailee conktiine o sty
Stratification factors b:;t::szu;veeiks n=805 with medical oncologist
- Disease stage ey Primary endpoint: DFS by BICR Clear cell or Non-clear cell
(T2/T3a vs T3b/c/T4/N+ vs M1 NED) 2T2,N_ MO or oligo M1
+ PD-L1 expression on IC? any’
Ragion 1 FCHERETED Secondary endpoints: OS and safety
(North America® vs rest of world) IPB“GI'I\: :etft;ms to
urology clinic for surge
\ Yy, ogy rgery

KEYNOTE-564 Immotion010 CM914 part A PROSPER

N=994 N=778 N=816 N=819

lpilx4 Q6W Nivox1 NA > Nephr.
Atezo x 16 Q3W vs Pbo  + Nivo3 x12 Q2W —>Nivo x9 Q4W
48 weeks Vs Pbo + Pbo VS observation
24 weeks 36 weeks

Pembro x17 Q3W
Vs Pbo
51 weeks

Treatment arms
& expected duration

1.Ix A. et al, Immotion 010. ESMO 2022; 2.-Motzer R. Checkmate 914 (Part A). ESMO 2022; 3.-Allaf M. PROSPER. ESMO 2022;



Profile of patients included in perioperative phase 3
trials testing ICls

KEYNOTE-564 Immotion010 CM914 part A PROSPER
N=994 N=778 N=816 N=819

pT2 G4/sarcomatoid pT2 G4 pT2a G3/4
15% cT1 3%
86% 64% pT2b any G
pT3any G pT3a G3/4 pT3any G 78% cT?2 49%
pT4 any G pT3b/cor pTd any G pT4any G
8% 21% 7% cT3/T4 48%
N+ N+ N+
M1 NED M1 NED
<1 year from 6% Synchronous / 14% oligoM1 3%
nephrectomy metachronous

7

1,Choueiri T, et al. NEJM 2021; 2- Pal SK, et al. Lancet 2022; 3.- RJ Motzer, et al. Lancet 2023; 4.- Allaf ME, et al. ESMO 2022



Checkmate-914: Did toxicity impact the outcome?

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 NIVO/IPI, n (%) 231 (57) 361 (89)
i i nt, n (%)< 173 (43) 46 (11)
Discontinued due to study drug toxicity, n (%) 132 (33) 5(1)
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 (%)4 359 (89) 231 (57)
Grade = 3 115 (28) 8(2)
Led to treatment discontinuation® 117 (29) 4 (1)
Deaths due to study drug toxicity, n (%) 4 (1)f 0

”

otzer, et al. Lacner 2023

Pruritus

Fatigue

Diarrhea

Rash
Hyperthyroidism
Hypothyroidism
Nausea

Asthenia

ALT increased
Decreased appetite
Arthralgia

Rash maculopapular
AST increased
Headache

Adrenal insufficiency

27

NIVO+IPI (n = 404)

25

Placebo (n = 407)

13

Grade 1-2 = Grade > 3

Hypothyroidism

Rash

Hyperthyroidism
Diarrhea/colitis

Adrenal insufficiency
Hypophysitis

Hepatitis

Thyroiditis

Nephritis/renal dysfunction
Pneumonitis

Diabetes mellitus

30

20 10

NIVO+IPI (n = 404)

10 20 30

Placebo (n = 407)

Received corticosteroids
(2 40 mg prednisone daily or equivalent) to
manage any-grade immune-mediated AEs, n (%)

NIVO+IPI Placebo
93 (23) 10 (2)

Grade 1-2 = Grade 2 3

25

Incidence (%)

10 15 20 25



LITESPARK 022 - NCT05239728

Belzutifan
120 mg oral QD
54 weeks*

+
Pembrolizumab
400 mg IV Q6W

* pT3, any grade, NO, MO
~ High risk RCC
* pT4, any grade, NO, MO
* pT any stage/grade, N+, MO
- M1 NED*
* No prior
+ BICR-verified tumor free (CT or MRI
of the brain, chest, abdomen, and pelvis
and bone imaging)

(or 90 days for serious AEs)

Stratification End Points
« Intermediate-high risk vs high risk vs M1 NED * Primary: DFS
* Tumor grade 1 or 2 vs tumor grade 3 or 4 « Secondary: OS, safety and tolerability, DRSS, PROs

m

RAMPART multiarm adjuvant durvalumab and
tremelimumab (NCT03288532)

Pauents with confirmed RCC, high or intermediate (up to year 3 or 25%)

‘,,

Leibovich score eligible for randomisation into the study

& z == T ~
3 \

1500mg 04w for 1 year
nd

‘ t > tremelimumab 10 be added at 3 later
for 1year 1500mg g4w for 1 year 75mg atday 1and stagein the trial




Can we extrapolate the melanoma model?
From adjuvant to perioperative

S1801 primary endpoint: Event-free survival

Primary endpoint: Event-free survival I= 1.0
()
>
18 cycles pembrolizumab 2 0'8 ’ h“—-u...u Neoadjuvant
200 mg IV g3 wk =S 7% -
Resectable o) ’
stage llIB-IV o £ 0.6
clinically 1:1 randomization §
asslessable Tova . ! c 0 4 4£:fj)uvant
melanoma 1= cycles ‘ 15 cycles !X
pembrolizumab Surgery pembrolizumab 200 o
200 mg IV g3 wk - { mg IV g3 wk t
S 0.2
o Hazard ratio=0.58 (95% CI 0.39-0:87) p=0.004
o 0.0 Landmark 2-year EFS: 72% v. 49%
] 6 12 18 24 30 36
No. at sk Months since randomization
159 08 67 40 22 10 2 Adjuvant
154 96 69 46 25 17 1 Neoadjuvant
D

, Sapna P. Patel et al, ESMO 2022



Should we focus on
biomarker-driven studies
rather than a prognostic

selection?

Subtype

Sunitinib

Transcriptomics (RNAseq)

»

Somatic alterations

PD-L1IHC
. Clinical risk

Clinical outcome

Sarcomatoid histology
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Angiogenic/  Angiogenic Complement/ T-effector/  Proliferative Stromal/ snoRNA
Stromal Q-oxidation Proliferative Proliferative
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[—- Nivolumab 3 mg/kg Iv Q2w
Molecular | [~ ccreet,4 — R
roupin l " -
8 pl-zl » Nivolumab 3 mg/kg + Ipilimumab 1 mg/kg Iv
» ccrec Q3W 4 cycles followed by
<15 days ™ Nivolumab 240 mg Q2w
from
screening | — ccree2,3 — R
l VEGFR-TKI
» Sunitinib 50 mg QD orally, 4 weeks / 2 weeks off
or Pazopanib 800 mg QD orally
- Gene sets associated with PFS with NIVO + IP|
NES
TNFA_SIGNALLING_VIA_NFKB _ . 2
HEME_METABOLISM _ 1
sworross -
REACTIVE_OXYGEN_SPECIES_PATHWAY _ B
IL6_JAK_STAT3_SIGNALLING -
KRAS_SIGNALLING_UP

ALLOGRAFT_REJECTION
1L2_STATS_SIGNALLING
APICAL_JUNCTION
INFLAMMATORY_RESPONSE
INTERFERON_ALPHA_RESPONSE

Motzer RJ, et al, Cancer Cell 2020; Vano YA, et al, Lancet Oncol 2022; Motzer RJ, et al, JITC 2022



Entonces, é¢a quien ofrecer tratamiento con
Pembrolizumab adyuvante?

Intermediate-High Risk

pT2

Grade 4 or
sarcomatoid

NO

MO

pT3
Any grade

NO

MO

pT4
Any grade

NO

MO

High Risk
Any pT

Any grade

N+

MO

M1 NED

NED after
resection of
oligometastatic
sites <1 year from
nephrectomy



Discuss Pros & Cons with patient
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The multispeciality approach to the management of
localised kidney cancer

Grant D Stewart, Tobias Klatte, Laura Cosmai, Axel Bex, Benjamin W Lamb, Holger Moch, Evis Sala, Shankar Siva, Camillo Porta™,

Maurizio Gallieni™

Lancet 2022; 400: 523-34
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Pembrolizumab adyuvante es nuevo estandar, gue ha demostrado una disminucidn
del riesgo de recaida tras nefrectomia. Desconocemos el impacto de este en OS

El perfil de toxicidad de Pembrolizumab es el ya conocido previamente, existe un
riesgo bajo de toxicidades cronicas graves

Hay que discutir con los pacientes que cumplan criterios de riesgo KN-564 (riesgo
intermedio-alto, alto y M1 NED )las ventajas, potenciales inconvenientes y areas de
desconocimiento de este tratamiento

Los 3 estudios negativos con inmunoterapia tienen multiples causas: menor
efectividad, toxicidad, esquema y duracion de tratamiento, disefno del estudio, ...

Hay espacio para el desarrollo de estudios con IO perioperatoria en pacientes
seleccionados por biomarcador

Es fundamental la interaccion multidisciplinar y favorecer la discusion de los
pacientes nefrectomizados en los comités de tumores
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