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5year OS-rate:
Stage |-l is > 80%
Stage |11 50-70%
Stage IV about 18%

THE PERIOPERATIVE SYSTEMIC TREATMENT AS AN UNMET CLINICAL NEED IN KIDNEY CANCER l

Rate mortality/ incidencein RCCis

. 0.4 about 1
Risk of recurrence:

Stage | = 7%
Stage Il = 16%
Stage lll = 30%

Cancer-specific survival by stage

Grade HR (95% CI)
T1NOMO Referent

T2NOMO 2.71(2.17-3.39)
T3NOMO 5.20 (4.36-6.21)
T4NOMO 16.88 (12.40-22.98)
N+MO 16.33 (12.89-20.73)
M+ 33.23 (28.18-39.18)

van de Pol, JAA et al. Int J Cancer, 2021. 148: 67
Warren KS et al. BJU Int, 2005. 95: 939
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KEYNOTE - 564

Key Eligibility Criteria
Histologically confirmed clear cell renal cell carcinoma Pembrolizumab 200 mg
 Intermediate-high risk: pT2, grade 4 or sarcomatoid, Q3w
NO, MO; pT3, any grade, NO, MO for ~1 year®
« 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

No prior systemic therapy Q3w X
ECOGPSOor1 for ~1 year

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

- ECOGPS0Ovs1 Other secondary endpoints: Safety
« US vs non-US

* Median (range) time from randomization to cutoff: 30.1 (20.8-47.5) months

Q3W, every 3 woeks
M1 NED no evidence of disease after primary tumor « soft issue metastases completely resecled <1 year lrom nephreclomy, *<17 cycles of realment were equivalent to ~ 1 year
Data culoff date. June 14, 2021

Choueiri TK, et al. N Engl ) Med. 2021 Aug 19;385(8):683-694.
Choueiri TK, et al. J Clin Oncol 40, 2022 (suppl 6; abstr 290)
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Pembro Arm Placebo Arm
(N = 496) (N = 498)

Age, median (range) 60 (27-81) 60 (25-84)
Male 347 (70.0%) 359 (72.1%)
ECOGPS1 75 (15.1%) 72 (14.5%)
Geographic location

North America 133 (26.8%) 125 (25.1%)

European Union 188 (37.9%) 187 (37.6%)

Rest of world 175 (35.3%) 186 (37.3%)
Disease risk category

MO intermediate-high 427 (86.1%)" 433 (86.9%)

MO high risk 40 (8.1%) 36 (7.2%)

Sarco old featu

Pembro Arm Placebo Arm
(N = 496) (N = 498)

Primary tumor stage

T1 11 (2.2%) 15 (3.0%)

T2 27 (5.4% 33 (6.6%

T3 444 (B9.5%) 437 (87 .8%)

T4 14 (2.8%) 13 (2.6%)
Tumor nuclear grade*

Grade 1 19 (3.8%) 16 (3.2%)

Grade 2 153 (30.8%) 150 (30.1%)

Grade 3 219 (44.2%) 213 (42,8%)

Grade 4 103 (20.8%) 119 (23.9%)
Lymph node stage

NO 465 (93 8% 467 (93.8%

52 (10.5%) 59 (11.8%)

Absent 414 (835%) 415 (83.3%)
PD-L1 CP§*4

<1 124 (25.0%) 113 (22.7%)

21 365 (73.6%) 383 (76.9%)

Choueiri TK, et al. J Clin Oncol 40, 2022 (suppl 6; abstr 290)

Metastatic stage

MO 467 (94.2% 469 (94.2%
~ M1NED 29 (5.8%) S 29 (5.8%)
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KEYNOTE - Primary endpoint: Disease Free Survival in the Intention-to-Treat Population
ob4

mFUP 24.1 months mFUP 30.1 months mFUP 57.2 months

”rs 12Me  24Mo  36Mo  48Mo
s B i { {
Z » . T [V i 1 i
oy, . T H | |
s ™ -\-.1.‘ Banan PSRN a : :
- c A ]
§: * i Py
- n:-:l’::::b-- & § i =y HL‘“L*—H s.3 Pembrolizumab
-~ Parebmedinamad 1 Q -g’ 50 | is66 Placebo
ocebe 151 i i !
awosd ot 48 0% C1, 031447 304 HR 0,63 (95% CI 0,.50-0.80) g v , i |
10 ol 204 Nominal P < 0.0001 % ] ' ; !
A ——— 10 — Pembro 201 i i
] s (B} 1" ] w " " " o - | i
— Placebo 10 V i
o, ik 0 5 10 15 20 25 30 35 40 45 S0 0 5 10 15 20 25 30 35 40 45 50 55 60 65 70 75
Forelowls vl " "’ “o 114 n m “ i) ] L
ol T T T R T " " ' " -~ Months Months
oo 44 w08 W w3 ¢ X o :nlus'( b 496 458 416 388 370 355 337 327 307 284 221 160 65 19 5 0O
v e % P 'embrolizumal
Pasbeo 46 41 M W 3 20 W N » ! 0 Placebo 498 438 390 357 333 320 307 292 282 254 210 139 62 16 2 O
Pts w/ Event Median, mo (95% Cl) Pemtso
Pembro 114 NR (NR-NR) NS
Placebo 169 NR (40 5-NR) Events, n
Median, mo (95% CN) NR (NIR-NR) NRL (54 9-NR)
Vet Urne o wae AT S ownig sange € B0 0
- . T 10, .
Choueiri TK, et al. J Clin Oncol 40, 2022 (suppl 6; abstr 290) HR 0.72 (96% C10.00-0.07)

Choueiri TK, et al. N Engl J Med. 2024 Apr 18;390(15):1359-1371.
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KEYNOTE - Primary endpoint: Disease Free Survival in the Intention-to-Treat Population
ob4

mFUP 57.2 months
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Choueiri TK, et al. J Clin Oncol 40, 2022 (suppl 6; abstr 290)
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KEYNOTE -

pT2 pT3
Grade 4 or o o
NO NO
MO MO

e s

NED after
resection of

sites <1 year from

6%

Powles T, et al. Lancet Oncol 2022;

Choueiri TK, et al. N Engl J Med. 2024 Apr 18;390(15):1359-1371.
Eddine-KheneZ, et al. Eur Urol. 2022 Apr;81(4):432-433.
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Subgroup Pembrolizumab Placebo Hazard Ratio for Recurrence or Death (95% CI)
no. of events/no. of participants

Overall 174496 224/498 B 0.72 (0.59-0.87)
Age

<65 yr 117/338 135/326 @ 0.77 (0.60-0.98)

265 yr 57/158 89/172 —i— 0.67 (0.48-0.93)
Sex

Female 50/149 63/139 —a— 0.68 (0.47-0.99)

Male 124/347 161/359 - 0.74 (0.55-0.94)
Race

White 130/372 170/376 . 0.73 (0.58-0.91)

Other 33/88 41/87 —— 0.72 (0.45-1.13)
ECOG performance-status score

0 147/421 1887426 - 0.73 (0.59-0.90)

1 27/75 36/72 —8— 0.71 (0.43-1.16)
PD-L1 combined positive score

<l 37/124 36/113 —R— 0.91 (0.58-1.44)

=1 133365 187/383 - 0.68 (0.55-0.85)
Geographic region

United States 38/114 55/117 —&— 0.69 (0.46-1.05)

Other 136/382 169/381 E 3 0.74 (0.59-0.92)
Metastatic staging

Disease risk category

MO intermediate-to-high risk 138/422 177/433 0.76 (0.61-0.95)
MO high risk 22/40 26/37 0.61 (0.35-1.08)
M1 NED 13/29 21/28 0.40 (0.20-0.81)

MIN

Sarcomatoid features
Present 22/52 33/59 0.63 (0.37-1.08)
Absent 139/414 179/415 0.73 (0.59-0.91)
01 05 1015
—

Pembrolizumab Better Placebo Better
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KEYNOTE - Key secondary endpoint: Overall Survival
ob4
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Months
No. at Risk
Pembrolizumab 496 489 486 484 479 470 468 462 451 443 397 270 168 81 22 0
Placebo 498 494 487 483 476 463 455 441 433 423 382 248 155 79 22 0

Choueiri TK, et al. J Clin Oncol 40, 2022 (suppl 6; abstr 290)
Choueiri TK, et al. N Engl J Med. 2024 Apr 18;390(15):1359-1371.
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Koy Eligibility Critoria
* Hislologically or eytologically
gonfirrned RGC with cloar cell

gomponant
Intetmadine-high-risk RCC
« uT2, urnde 4 of sarcamalold
NO, MO
« pT3, any grade, NO, MO

High-rigk RCC
s pT4, any grade, NO, MO
« pT any singe/grade, N+ MO
M1 NED*
« No prior systemic tharapy
* BICR-varified tumor fres (CT or
MR of the brain, chast. abdomen
and palvis, and bane maging)

Stratification
« Intarmediato-high nsk vs high risk
va M1 NED

« Tumor grade 1 or 2 va lumaor
ginde 3or4d

FUTURE|

R" (1:1)
N = 1600

Placabo aral QD
54 wooky
-
Pamtrolizumab
400 mg IV QoW
0 oyoles’

Follow-up

* Yoars | ,.) (‘“ '-)\‘\A

* Yoars 3-5 Q16W

« Yoars G+ Q24W End Points

* Efficacy and PROs * Primary: DFS

» Safoty: 30 days ohor * Secondary: OS, safety and

tolerability, DRSS, PROs

troniment ceasalion
(or B0 days for
serious AES)

Merck Announces KEYTRUDA® (pembrolizumab) Plus
WELIREG” (belzutifan) Met Primary Endpoint of Disease-Free
Survival (DFS) in Certain Patients With Clear Cell Renal Cell

Carcinoma (RCC) Following Nephrectomy
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CONCLUSIONES

- The optimal management of perioperative treatment in kidney cancer is still an unmet
clinical need.

- At this point, only pembrolizumab based on the results of the KN564 has demonstrated a
benefit in DFS and OS.

- The benefit of adjuvant pembrolizumab is independent of risk group, especially
considering that most patients included were pT3 intermediate-high risk.

- Adequate treatment selection and treatment duration are still key questions to obtain
the greatest benefit to improve cure-rates in this disease -> Patient profile (clinical,
histological, biological, molecular biomarkers — plasma KIM1 - ). We need biomarkers!!
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THANK YOU FOR YOUR ATTENTION




