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KEYNOTE-564 Study Design (NCT03142334)

[ Median follow-up to data cutoff (Sept 25, 2024): ]
Key Eligibility Criteria 69.5 months (range, 60.2-86.9)
= Histologically confirmed clear cell RCC with no prior systemic therapy
« Surgery <12 weeks prior to randomization
» Postnephrectomy intermediate-high risk of recurrence (MO):
—~ pT2, grade 4 or sarcomatoid, NO
— pT3, any grade, NO
Postnephrectomy high risk of recurrence (M0):

Pembrolizumab 200 mg Q3W
for ~1 year (s17 cycles)

Placebo (

—~ pT4, any grade, NO

— Any pT, any grade, N+
Postnephrectomy + complete resection of metastasis (M1 NED)
ECOGPSOor1

for ~1 year (17 cycles

Stratification Factors Primary Endpoint
« M stage (MO vs. M1 NED) * Disease-free survival (DFS) by investigator
* MO group further stratified:
«ECOGPSO0vs. 1
= US vs. non-Us

Key Secondary Endpoint
« Overall survival (OS)

Other Secondary Endpoints
= Safety

Haas N et al. ASCO 2025
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Pembro Placebo
(N = 496) (N = 498)

il Events, n 188 241
904 Median, mo (95% CI) NR (NR-NR) 68.3 (51.7-NR)
80 78.2% il Median follow-up was 69.5 months (range, 60.2-86.9)
- "
704 % 60.9%
| 67.2%
52 62.8%
g 50+ Pembrolizumab
40+ Placebo
30+ } J 4 ¥ [ HR 0.71 (95% Cl u.ss—n.as}]
8 S 5 8 5
20+ c g = & 5
: . : : :
104 3 2 2 2 o
0--ﬁ-ﬁﬂ—rﬁrﬁﬂwwrmﬁw
0 5 10 15 20 25 30 35 40 45 50 55 60 65 70 75 80 85 90
No. at Risk Months NR, not reported
Pembrolizumab 486 450 417 388 371 356 338 328 309 201 282 269 207 128 88 63 26 1 0 P s e s i
Placebo 498 438 390 357 334 322 308 293 283 260 251 240 179 118 71 5§ 21 1 0 e

Haas N et al. ASCO 2025
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Pembro Placebo
(N = 496) (N = 498)
68 99
NR (NR-NR) NR (NR-NR)

100 ety 98.3% 93.9% $1.3% Median follow-up was 69.5 months (range, 60.2-86.9)
l 3?’ ‘Iral,'o 86.1%
* 89.5% - g
- : 86.0%:
%0 ' 79.4%:
70+ - :
60 :
3 :
uoj' 504 ——— Pembrolizumab :
A0 =4 Placebo : ‘
30+ : : _ [ HR 0.66 (95% CI 0.43-0.901J
wi Wl ¥ Wi "H
£ &= £ - = =
204 5 5 5 5 &
E: E E: E: E:
10+ - 8 L 8 s
0 B TN BEL o NELmw PR N N L FEL N GEL IS JEL WY LN SELSW S NN fiee e mie |
0 5 10 15 20 25 30 35 40 45 50 55 60 65 70 75 80 85 90
No. at Risk Maonths
Key secondary 05 endpoint was med at 1A3 and
Pembrolizumab 496 489 486 484 470 470 468 462 452 445 442 436 426 310 198 121 50 3 0 was not formally statistically tested thereafier
441 433 423 419 413 400 284 177 111 46 4 Data cuiofl date; Seplember 25, 2024

Placebo 498 494 487 483 4768 4B3 455

Haas N et al. ASCO 2025
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Participants with Documented Recurrence, n

Pembrolizumab Placebo
(n=171) (n = 226)

Systemic therapy only 73 (42.7%) 100 (44.2%)
Systemic + surgery/radiation therapy 37 (21.6%) 54 (23.9%)
Surgery/radiation therapy only 33 (19.3%) 30 (13.3%)
No subsequent therapy reported® 28 (16.4%) 42 (18.6%)
VEGF/VEGFR inhibitor® 101 (59.1%) 133 (58.8%)
Anti-PD-(L)1 therapy® 49 (28.7%) 109 (48.2%)

Haas N et al. ASCO 2025
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=40% proeressed \

despite ¢
PD

Pembroliz
Placebo

0 T T T T Fr T T T [ T T [ T P [T P [T T [ FT T T [ T T[T T[T T[T T T T 1T}

M 75

0 5 10 15 20 25 30 35 40 45 50

Pembrolizumab 456 458 416 388 370 355 337 327 307 284 221
Placeba 498 438 390 357 333 320 307 292 282 254 210

Haas N et al. ASCO 2025
Choueiri TK, et al. J Clin Oncol 2022
Choueiri TK, et al. N Engl J Med. 2024.
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5373 women, age 55-69

(88% N+)
Control
359%
DFS benefict 6%
29-4%
Anthracycline
21-0%

155%
RR 0-79 (95% €l 0-71-0-87)
Log-rank 2p<0-00001
10-year gain 6-5% (SE 1.5)

1 1
Death rates (%/year: total rate-rate in women
without recurrence) and log-rank analyses
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Key Eligibility Criteria /_ \

—_ i U
< £ Histologically confirmed ccRCC (Biopsy) i
[[] © . No prior systemic therapy for RCC
£ L o cT,NoM, with nuclear grade IV, €T3 4Ny, Mg, €T g0 N4M, OF
ES2wo stage M1 ccRCC who can return to MO status after N
H = -8 = & s = e (M
) = 8 nephrectomy + resection of metastasis (M1 NED)
2SS0 @ bt ECOG PS score 0/1
o -0 8 £ w
288
SNES s | I
x 2% Neoadjuvant Pembrolizumab + Lenvatinib (3 cycles*) o o po!
@ @ @ &
mg ® g Pembrolizumab 200mg Q3W s a
g et _g - Lenvatinib 8mg QD (low-dose) Y o & g._
_ 1 J @ S .
= +—c §
o
g =% -1 s
1 £65 g = g
< % g 2 < =3
E o ,8 s - | o
c
gosl o8
- Jil ] g = PT2Nany M,y grade IV; pT;NgM,, any grade; - n:_: <)
28 2 g PT3.4Nan,Many, any grade; pT,NoM,, grade I-lil S 3
gnas meNmM any grade; & Sg
7] i m . i
b= ES£ Pembrolizumab 200mg No adjuvant therapy = —g
. J Q3W up to 17 cycles \_ 2/

Shimiao Z et al. ASCO 2025.
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Individual patients

o

10 patients excluded

+ 6 declined to participant

— . 2ineligible histology

. 1 concomitant
prednisone treatment

(%)

m Primary tumor

Change in
imension

1 patient withdrew before

1
—
S & & A N
S © © © ©

— S Tumor thrombus
T T 1 T T T 1 T T 1 T 1 T 1 T L T T 1 T T T T T
- 221201016159 31112 6 4222317137 51814 119 8
Mean scores (SD) Mean difference "
- . Pre Post (95% CI) prave
FKSI-DRS
-1 . — — |mag|ng rﬂSpUnSﬁ Total score 5.33(2.68) 3.58 (1.60) = 1.75 (0.47 to 3.02) 0.007
i =g sD EORTC QLQ-C30
—_—
o - — -~ o = PR Globle health status ~ 54.66(1303)  50.94(1534)  tm- 526(295101351) 021
. ; - _-: Pathological response Fuikclional scales
oy —
™ =8 § — =l ® pCR Physical 3348(630)  33.91(7.38)  #  -043(4.4010335) 083
W =9 - » MPR Role 38.50 (1245) 37.50(14.10) - 1.09(6.60108.77) 078
E = oy | Non-MPR Emotional 4348 (16.37)  31.52(10.23) —m— 11.96 (4.07 to 19.85) 0.003
-E - == Adjuvant therapy Cognitive 52.72(1458) 50.54(14.34) —m— 217 (-0.681010.53) 061
o : — _':' ® Sugery Social 4402 (1243) 40.76(1205) @~ 175(04710302) 037
s - # Discontinued due to AE —
=17 O —— e # Treatment received entirely Fatigue 3877 (1752) 3877(1621) —4— 000(-9.75109.75)  1.00
: }g : — _—: 4 Patient's refusal Nausea and Vomiting ~ 26.09 (3.60)  25.54 (2.61) 054 (-127102.36) 056
— g
%20 4 Tumor progression Pain 28.26(7.74) 2554 (261) B 272(062106.06) 0.1
b3y —— - X Cancerous Death x COVID-19 Death Dyspnoca 25.00(000)  25.00(0.00) Not estimable
——
u23 B L= Follow-up Sleep disturbance 41.30(14.32)  39.13(12.67) @ 217(-56410999) 059
T T T 1 Appetite loss 39.13 (16.56) 27.17(10.43) —m=— 11.96 (3.96 to 19.95) 0.003
0 10 20 30 40 Constipation 36.96(1277) 3696(1277) -4~  000(7.38107.38)  1.00
Follow-up (months) Diarthoea 2600(521)  3043(12.96) -m| -4.35(-10.0610 1.36) 0.14
Shimiao Z et al. ASCO 2025. Financial difficulties 47.83(16.71) 47.83(1671) T 0.00(-9.66109.66)  1.00

50 -25 0 25 50
— ——>
Treatment worsened Treatment Improved
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Pathologic response
W none

B partial

M near complete

Disease recurrence
Bl fast
B late
® none

colocalization index
[ -
1050 05 1

Bex A et al. ASCO 2025.
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DFS per CD8+CD39+ density status on tumour cells
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INT/POOR PFS per IRRC? DOR per IRRC2®

Median 05 . Median PFS Median DOR
Treatment  Events/patients 95% Cl), months Treatment Events/patients _ (95% Cl), months Treatment _Events/patients  (95% Cl), months
& NIVO+IPI 290/425 46.7 (35.0-55.7) ] NIVO+1PI 258/425 12.4 (8.7-16.8) s NIVO+IPI 73/180 82.8 (54.1-NE)
SUN 328/422 26.0 (21.8-32.6 SUN 255/422 8.5 (7.0-11.1) SUN 55/116 19.8 (16.4-26.4)
s HR (95% CI), 0.69 (0.59-0.81) al HR (95% CI), 0.73 (0.61-0.87) - HR (5% Cl), 0,48 (0.33-0,65)
£
50 4 = m4 - 0]
g z :
- Ferd
z 7 4 2 w4 2 w54
£ H 3
2 60 4 2- 60 4 E. 80
& : 3
= 50+ T so- g 504 .
E a a '
5 a0 1 § 40 4 E 40 4 '
w 1 \.- E ]
L . 1 :
E 30 ! 2 0 25% 5 1 .
i g % i !
< ' [ i "
20 4 1 ' ? 0 - a8 » ! 1
i 1 19%, a 19%, H 1 ]
10 - : : 10 4 : _— ' ' '
i i i i 10% i i i i
L] ) ) [} L} i L) ) L]
o —r—T—Trt+tr—TTT7tTrTTT+T o P, S S e s s e s A Sy e e  — —] o | NS S e e S e S e e S e —— —
& 12 1R 24 30 36 47 48 54 &0 56 T2 TR &4 S0 B 102 108 114 120 & 12 18 24 30 3 42 48 %4 BD B T2 TR B 0 W 2 & 12 18 34 30 36 4 48 54 &0 B T2 TR M W W R
13 yeary) 16 yeary) (¥ yoary) i3 yoars) 16 yoars) (8 yoars) {3 years) I8 yeary) (8 yeari)
Months Manths Months
Ma, at risk Mo, at risk No. @t risk
NIVO-S &F5 377 338 309 273 244 T2% 210 J0O 184 172 165 150 146 131 126019010 PO 7 @ NIVO«IP] 429 237 968 133 10F 100 %0 84 52 T4 0 &5 56 %0 4 M 1 o NIVO«IP| T80 147 127 109 %4 A7 T 7T MM &7 61 % W & @ I 2 0
SUN ARISE TS MDA AR IS4 140 V2B AV 109105 97 W0 H) TR T 45 1 0 LN A2 194 190 7T S0 13 M VW W 13 M & [] 5 5 5 2 (1] SUN 6 78 & 42 28 W 13 0 1@ T L] 5 b | 3 3 1 1 0

Motzer R et al. ASCO 2025
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Metastatic disease

100 ITT
ITT 3 Median 05 = 504
£ 804 Treatment Events/patients (95% Cl), h o 45
= NIVO+IPI 367/550  52.7 (45.8-64.4) 2» 39.5%
£ 70 SUN 417/546  37.8 (31.9-43.8) & 40 (35.3-43.7)
2 i HR (95% Cl), 0.71 (0.62-0.82) ol 33.0%
. ¥ 35 < (29.0-37.1)
i 1 51%, o)
£ . : o N=10% g 30 CR
2 | : 31% ;
2 '
3 304 : ' T @ 25 4
S 1 i o
3 204 ' 1 =, =3 20 4
' i
o
a : s ! £ 15
| G EE——— EE— —— 2 _
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102 108 114 120 s 10 +
(3 years) (6 years) (9 years) g
No. at risk Mositns B 5 1
NIVO+IPI 550 498 449 414 375 340 312 294 278 260 247 1231 214 204 183 174 161 151 105 n [ o
SUN 546 479 412 356 317 288 265 240 220 199 182 167 157 145 130 119 106 102 66 7 0 0l
NIVO+IPI SUN
1004 (N = 550) (N = 546)
g 94 Median PFS 100-
g 80+ Treatment Events/patients (95% CI), months 5 Median DOR
E NIVO+IPI 345/550 12.4 (9.9-16.6) 8 Treatment Events/patients (95% Cl), months
2 704 SUN 320/546 12.3 (9.8-15.2) > 804 NIVO+IPI 92/217 76.2 (59.0-NE)
& HR (95% Cl), 0.88 (0.76-1.04) £ SUN 91/180 25.1 (19.8-33.2)
3 60| 3 19 HR (95% Cl), 0.53 (0.38-0.73)
£ . g o ; 51%
H ¥ 5 : 48%
[ B 1 T
g g | | :
b g 40 ! : :
s 304 s H | i
kA § ; : !
% 20+ "é 204 i E L E
-] H i |
£ 10 3 Lol | 19%E 19%E
0 ; . . . . . . . . 0 . ; : . . . : v :
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 0 6 12 18 24 30 36 4 48 54 60 66 72 78 8 90 96
(3 years) (6 years) (3 years) (6 years)
Months Months
:K?oa»tlg“sso 319 223 176 137 126 111 101 97 88 83 74 64 56 51 W W 4 s s m % % M M e % s @ b
SUN 546 293 184 135 92 65 49 39 27 2 17 11 10 9 8 SN e o A P B % 2 Wl o 4 3 & | M d 1

Motzer R et al. ASCO 2025
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PD-1 negative PD-1 positive PD-1 positive

TIM-3 negative TIM-3 negative TIM-3 positive

LAG-3 negative LAG-3 negative LAG-3 positive

EFFECTORTCELL ANTIGEN-EXPERIENCED ANTIGEN-EXPERIENCED
NON-TERMINALLY TERMINALLY
EXHAUSTED T CELL EXHAUSTED T CELL

cell

+ IL-7 receptor-alpha/CD127 * Increased TIM-3 and LAG-3, exhaustion gene signature
* Type 1 cytokine production * Reduced type 1 cytokine production

+ Higher proliferation * Reduced proliferation

McDermott D et al. ASCO 2025
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G hmemnds e Zanzalintinib + Nivo Zanzalintinib + Nivo/Rela
(n=40) (n=40)
Median age, years (range) 68 (48-81) 61 (34-88)
Sex, n (%) Male / Female 34 (85.0)/6(15.0) 35(87.5)/5(12.5)
Prior nephrectomy, n (%) 36 (90.0) 26 (65.0)
Karnofsky Performance Status, n (%) 100 or 90 32 (80.0) 29 (72.5)
80 or 70 8 (20.0) 11 (27.5)
IMDC risk score, n (%) Favorable 10 (25.0) 12 (30.0)
Intermediate or poor 30 (75.0) 28 (70.0)
ccRCC with sarcomatoid features, n (%) 5(12.5) 0
Number of target lesions at baseline, n (%) 1 7(17.5) 11 (27.5)
2 13 (325) 13(32.5)
23 20 (50.0) 16 (40.0)
Sites of metastatic disease at baseline, n (%) Lung 25 (62.5) 20 (50.0)
Lymph node 23 (57 51— 15 (37.5)
Bone 3(7.5) 13(325) «—
Adrenal gland 92254 3(75)
Pancreas T(17.5) 6(15.0)
Liver 5(12.5) 3(7.5)

Chahoud J et al. ASCO 2025
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Zanzalintinib +

Nivo (n=40)

Zanzalintinib +
Nivo/Rela (n=40)

ORR (95% Cl), % 63 (46-77) 40 (25-57)
Confirmed CR. n (%) 3(8) 1(3)
Confirmed PR, n (%) 22 (55) 15 (38)
SD. n (%) 11 (28) 20 (50)
PD. n (%) 2(5) 3(8)

DCR (95% CI), % 90 (76-97) 90 (76-97)

Median DOR (95% Cl), months NE (11.1-NE) NE (4.0-NE)
12-month DOR (95% ClI), % 73.4 (50 0-87 1) 74.1(39.1-90 9)

Median TTR (range), months 21(1.7-11.0) 36(1.7-128)

Median PFS (95% Cl), months 18.5 (9.5-NE) 13.0 (7.4-NE)
6-month PFS (95% Cl), % 83 4 (66 8-92.2) 804 (63.1-90 2)
12-month PFS (95% ClI), % 64.4 (457-78.1) 58.4 (39.9-73.0)

Chahoud J et al. ASCO 2025
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Progression-free survival

100 4
3. 80+
2
®
i
€ 60-
wn
§ ~1 Median, 18.5 mo
2 Median, 13.0 mo . .
o 40 4
w
n
%
o Median
o 20 4| Arm follow-up, mo

Zanzalmtinib + Niv F
Zanzalintinib + Nivo/Rela 15.9
0 3 L L Ll T L A L L
0 3 6 9 12 15 18 21 24
No. at risk Months
Zﬁnf,i-.:'::::. t 40 14 29 23 20 17 13 3 0
Zanzalintimb .
+ Nivo/Rela 40 34 26 22 15 8 0



Metastatic disease

Step 1
i dapted f 3

Nivolumab
CR 480mg IV
Every 4 weeks

Metastatic renal cell carcinoma Ipilimumab Non-CR Nivolumab
1mg/kg IV amonth N 480mg IV

* Clear cell component _
Nivolumab response Every 4 weeks

* No prior systemic therapy
+« HD IL-2 & adjuvant treatment 3mg/kg IV R
Nivolumab 480mg IV

allowed >1 yr prior Every 3 weeks
* IMDC intermediate/poor risk Up to 4 cycl Every 4 weeks +
el s Cabozantinib 40mg PO daily

PD Cabozantinib
60mg PO daily Clinicaltrials gov
NCTO03793166

Primary endpoint: Overall Survival of randomized cohort

Zhang T et al. ASCO 2025



REUNION POST CONGRESO DE
oA GONORTE

S0 Oreol6gics ° ° LA SOCIEDAD AI'VIERIQANA
Metastatic disease DE ONCOLOGIA CLINICA
Patient ITT Step 1 Discontinued Step 2 Subset Poalue
Characteristics | (Total =1111) | Subset (N=364) (N=747)
Age, Median ' 64 years ‘ 64 years 63 years 0.197
(range) | (29-86) | (39-86) (29-85) ’
Gender
Male (%) 819 (73.7%) 255 (70.1%) 564 (75.5%) 0.053
Female (%) 292 (26.3%) 109 (29.9%) 183 (24.5%) :
Ethnicity ‘
Hispanic/LatinX 115 (10.4%) 27 (7.4%) 88 (11.8%) 0.068
Non-Hispanic 967 (87%) 330 (90.7%) 637 (85.3%) ’
Race
White 945 (85%) 313 (86%) 632 (84.6%)
Black 47 (4.2%) 16 (4.4%) 31 (4.1%)
Asian 36 (3.2%) 10 (2.7%) 26 (3.5%) 0.772
American Indian or 14 (1%) 3(0.8%) 11 (1.5%)
Alaskan native
Disease ITT Step 1 Discontinued Step 2 Subset Pivalue
Characteristics (Total =1111) Subset (N=364) (N=747) ’
IMDC risk ‘
Intermediate 849 (76.8%) 261 (72.3%) 588 (78.9%) 0.0144
Poor 257 (23.2%) | 100 (27.7%) 157 (21.1%) : t
Bone metastases
Yes 307 (27.7%) 124 (34.2%) 183 (24.5%) 00007
No 803 (72.3%) 239 (65.8%) 564 (75.5%) .
De novo metastases !
Yes 603 (54.3%) 201 (55.2%) 402 (53.8%) e
No 508 (45.7%) 163 (44.8%) 345 (46.2%) :
Enrolling site
Academic center 458 (41.2%) 143 (39.3%) 315 (42.2%)
Zhang T et al. ASCO 2025 Community oncology 540 (48.6%) 177 (48.6%) 363 (48.6%) 0.29
Regional center 113 (10.2%) 44 (12.1%) 69 (9.2%)
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Anti-CD70
scFv

Rituximab
recognition
domains

Srour S et al. ASCO 2025

Metastatic disease

REUNION POST CONGRESO DE

TRAVERSE Phase 1b Study Design (NCT04696731)

Key Eligibility Criteria

Phase 1b
n

Age, median (range), years 56 (35-67)
Male sex, n (%) 20(91)
ECOG PS 0, n (%) 10 (45)
Disease stage IV, n (%) 22 (100)
Prior nephrectomy, n (%) 22 (100)
IMDC risk at screening, n (%)

Favorable 8(36)

Intermediate 14 (64)

Poor 0

Not available 0

Phase 1b* treatment

Standard
Lymphodapletion
PFlw/Cy

Phase 1b Endpoints
* Prnimary

+ TEAEs
= Secondary

« ORR, CRR, DOR, TTR, PFS, OS5, CAR T expansion kinetics

All patients Prior Treatment Phase1b Al patients
50 n=22 =
60 (35-70)
Lines of prior therapy, median (range) 4(1-11) 4(1-11)
44 (88)
27 54) Prior therapies, n (%)
50 (100) Anti-PD(L)1 therapy 22(100) 50 (100)
45(90) Anti-CTLA4 therapy 12 (55) 31(62)
Cabozantinib 18 (82) 39 (78)
19 (38)
>2 TKis 18 (82) 32 (64)
27 (54)
=5 [ =atws e 7En |
102) mTOR inhibitor 15 (68) 20 (40)
9(41) 10 (20)
Received CTLA-4 inhibitor, PD-(L)1 inhibitor, 7(32)

Treatment timing Phase 1b All patients i
e | e | e R

Time from enroliment to treatment, 4(1-15)
median (range), days =

4(1-15) l TKI, and HIF -2a inhibitor

8(16) |

LA SOCIEDAD AMERICANA
DE ONCOLOGIA CLINICA
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Metastatic disease

All patients
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N =50
incidence in Phase i Priaé:&f:pfmumm Day 28 Month 2 Month 4 Month & Month 8 Month 10 Month 12
1b, n (%) All Grades s i |
Grades —
I -+
Neutropenia 15 (68) 15 (68) 30 (60) 28 (56) - o o — )
—— N i)
WBC decreased 15 (68) 15 (68) 28 (56) 26 (52) — O m—
— s () —
Anemia 13 (59) 9 (41) 26 (52) 17 (34) Ja— fE— W CD70° TPS 2650%
= ————— [l CD70* TPS <50%
Thrombocytopenia 12 (55) 6 (27) 23 (46) 13 (26) : — e A WPR
v — om A M so
Nausea 8 (36) 0 25 (50) 0 — m— mro
4 _— : = A Death due to disease progression
ALT increased 7 (32) 2(9) 16 (32) 7 (14) — = A Other death
v v == ] @ Confirmed PR
Peripheral edema 7 (32) 0 17 (34) 0 — S N R
% 0 1 2 3 4 6 8 a9 10 1" 12 3 4 15
Pyrexia 7 (32) 0 19 (38) 1(2) Wonths
Arthralgia 6 (27) 0 13 (26) 0 -
Day Menth  Month  Month  Month Month Maonth Month Month
42 3 9 12 18 24 a0 a6
211002 (DL1){ s : : : : -
206-001 (DL} e | i ! i | : |
CD70* patients Al CD70 patients 211001 (L Egtg%: g i = ! : :
Phase 1b n=38 212-002 (DL2) 4 o— + 1 H ) * 1
n=20 213-001 (DL2) - ' i i i i i
ORR (confirmed CR or PR per RECIST v1.1), n/N (%) 5/20 (25) 8/38 (21) g?gggg Egtg%: —yy ] < :
’ CD70* TPS 250% 5/16 (31) 8/31 (26) oo Lol —= & 5 * : | .
- - - ' i ' | 1 1
CD70° TPS <50% 04 (0) 07 (0) 21630 (DLADLA | - eay — 1 : :
215-002 (DL4) - s e . . - O i
L4} ] i 1 ‘ ‘ 1
500000 (OLe] | 0 1| : : ‘! :
211-005 (DL4) 4 pa | i L Y - .
Srour S et al. ASCO 2025 12345678 9101 12131415 16 17 18 19 20 21 2223 24 25 26 27 28 20 30 31 32 33 34 35 36 37 38

Pal S et al. Cancer Discov 2024

Time from 1st CTX130 infusion (months)

B Dissase progression M Stable disease M Partial response
A CTX130 infusion % Death

® Complete response < Palliative radictherapy
® Rasponse assessment < Anticancer therapy
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SUNNIFORECAST
Patient population N= 316 pts
* Previously untreated,
met. or locally advanced Arm A NiVO'Uma?m" 'f::'::;mab (I/N)
nccRCC '
: : * Treatment until
* Eligible for ICI therapy R i beadli Sl e disease progression,
* Tumor material available unacceptable toxicity,
* Measurable disease as 1:1 w) | or withdrawal of
per RECIST v1.1 " | consent
* Karnofski performance
et S— > Standard of Care (SOC) therapy « pts. may be treated
x - beyond progression
* No active CNS metastases under protocol-
Stratification defined
& Hsology circumstances
(papillary
vs others)
* IMDC score

Ahrens M et al. ASCO 2025
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Patients with CPS 2 1 tumors

TC PD-L1 (%) PD-L1 CPS
1.0 1 TCPDLI 21% Medtmospmcy » PDL1 CPS 21 dmospry »
Logmk p=0.0072 = NIVO + IPY NRUO2S-NR) o0 — NIVO +IP1 49.15(3046-NR) o0,
—SUN 2385 (16.20-39.43) — SUN 3013 (24.05-39.72)
HR=0.56 (0.37-0.86) 1004 008 ‘{: TCPOLY <1% 100 1w, P02 ppyqeps<
—NVG = Pt NR (48.07-NR) —NIVO + 1Pt MR (NR-NR)
o + censored SN eznpsR 0% wosgesenr) 00
2 754 754
£ ' MA—
g 06- £ £ S
& 2 7171 Lp— i - g 7,11 R -, - =
g | i
E | 1 1 1
| 1 i i
@ 04 254 ; p 25+ i il
1 1 1 1
E ' 1 1 e
| ! i i
5 D 1 ' D 1 1l
0.2 0 10 20 30 40 50 60 0 10 20 30 40 50 60
Stk Months itk Months
. af L atr
- 13 o7 86 69 63 1 [ — 208 247 215 177 18 40 0
0.0 - — 125 88 62 51 48 1 [} — 208 225 170 138 "7 31 0
. - - - - - T - - - - 1 T - — 385 226 281 245 213 % 0 — 189 166 145 130 115 20 0
0 6 12 18 2% a0 26 42 48 54 60 66 72 69 303 247 209 177 a8 0 195 166 128 120 102 31 0

Ahrens M et al. ASCO 2025
Motzer R et al. JTI 2022
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Chifactiriate Arm A: Axitinib/Nivolumab Arm B_Axitinib Arm C: Nivolumab ﬁvf?él p-value'

Age (Years) 0.715 — AmA AxitinibNivolumab == Am B: Axitinib = Am C: Nivolumab
Mean (SD) 18 (9) 19 (6) 18 (14) 18 (10) 10
Median (Q1, Q3) 16 (10, 21) 19 (15, 23) 15 (12, 16)
Min, Max 9,32 15,23 7,42 7,42 g

Age Category >0.999 goso
Age <18 4(87%) 1 (50%) 4 (80%) 9 (69%) £
Age 18+ 2(33%) 1 (50%) 1(20%) 4 (31%) P L'

Prior Anti-VEGF therapy 1(17%) 0 (0%) 1(20%) >0.999 .10 - 3 5 P - = -
No prior systemic therapy 5(83%) 2 (100%) 4 (80%) Months

Best Overall Response 0.019 N‘;mbe':ms'(s « 2 22
Partial Response 2 (33%) 0 (0%) 0(0%) 2 (15%) me i % 6 8 8 8 o o 8
Stable Disease 4 (67%) 2 (100%) 1 (20%) 7 (54%) -
Progressive Disease 0 (0% 0 (0%) @ 4 (31%)

Geller J et al. ASCO 2025
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CLINICAL TRIAL PROTOCOL 3 OPEN ACCESS | cheok or s

STELLAR-304: a phase Il study of zanzalintinib (XL092) plus nivolumab in advanced
non-clear cell renal cell carcinoma

Sumanta K. Pal *, Thomas Powles®, Ravindran Kanesvaran @<, Javier Molina-Cerrillo ¢, Darren R. Feldman @,
Pedro Barata ', Mohan Liu @9, Aarohi Bhatt", Zhong Wang’, Prachi Nandoskar" and Cristina Suarez

>
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£5
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£
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Nivolumab binds to the PD-1 receptor to stimulate
~ tumor antigen-specific T-cell proliferation [27]
Receptor tyrosine kinases Kinase ligands
© Zanzalintinib ? Nivolumab ' TAM 'MET NVEGFR © GAS6 (O HGF A VEGF
N, e
@ Tumorcelﬁ Tumor cells < Q mm
Y | § / e
; 3

5 ‘ i - 2 .
E y g
: e =
= o= ¢
3 Y 4 I (1
£ i :
£ Pm.m@
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Tumor Assessments
At screening and every 12 weeks for a minimum of 3 years,

Key Eligibility Criteria then every 24 weeks thereafter

Diagnosis of VHL disease, based
on germline alteration

=21 measurable RCC tumor

No RCC tumor or other VHL tumor Belzutifan

that necessitates immediate 120 mg orally once daily®
surgery?

No prior systemic anticancer
therapy

No metastatic disease End Points
ECOGPS0Oor1 Primary: ORR in VHL disease—-associated RCC per RECIST v1.1 by IRC

Secondary: ORR in other VHL disease-associated neoplasms; DOR;
TTR per RECIST v1.1 by IRC; and safety

Narayan V et al. ASCO 2025
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Age, median (range), years 41 (19-66) Prior VHL disease-related surgical procedures,®
’ : n (%)
Sex, n (%) No. of participants who had 21 prior surgical procedure 59 (97)
Male 32 (52) RCC a7 (77)
29 Pancreatic lesions (serous cystadenoma + pNET) 9 (15)
Female (48)
CNS hemangioblastoma 46 (75)
ECOG PS, n (%)
Retinal hemangioblastoma 26 (43)
0 50 (82)
Size of target lesions,? median (range), mm
1 10.(18) RCC 22 (10-43)
2 1(2) CNS hemangioblastoma 17 (10-87)
0. of participants with non-RCC neoplasms® NET 19 (10-52
per IRC, n (%) 2 {1eez)
PNET 20(33) VHL alteration, n (%)
CNS hemangioblastoma 50 (82) Deletion 18 (30)
Retinal hemangioblastoma 14 (23) Mutation 43 (70)

Variable Efficacy Population (N=61) 00
N=61
901

Objective response — no. (3 [95% CI]) 30 (49 Bé to 62]) [ S—— ] %7 57 of 61 participants (93%) experienced a reduction
Best response — no. (%) g ) LOIGESD) f 604 in target lesion size
b 5
Complete response 0 Best response n (%) % o
Partial response 30 (49) CR 7(11) :,‘.; ol
& 0]
Stable disease 30 (49) PR 36 (59) i)
Disease progression 0 § -30
) 17 (28) ol
Unable to be evaluated{ 1(2) 8] yor
Median time to response (range) — mo 82(2.7t019.1) 2 © :::: :Zg
%0
Median duration of response (range) — mog MR (2.8+to 22.3+) NE? 12 ~100-

Narayan V et al. ASCO 2025
Jonash E et al. NEJM 2021
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- -- - - -—
~ . =3
— =
. . = 100%
. . * s 23 100 = 93%
- = : = - - =5 80 = Grade 1 or 2
. =2 % .
- . = 80 —
. : - B Grade 3-5°
- - : 10 —
. : i =
= - — & 60 =
= = g 5 k.
s . = £ 50 46%
. — =t = _ 39%
) o . . rotlosbgd £ i 28%
. treatment at — 26% 26%
- 5 2 137 pts on 'wmmm 30 W ooy 21%  21%
= = Jtreatment at | ol
> . - 48 months 20
. — I I * CR 10 =
._- = — | | . PR
= - - I R
: : 1 I * NE LA P & & S &f & & 7 ,%eb i
.‘i T T T T T T T T T T ! T T ! T T —’le L % ¢°‘0 o@ w ‘.‘\ v’{&‘ o(\q’i\q Q“ 00 °<°\¢b «-\Q"‘ o(\ob
4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 © §°v" &

Months

Narayan V et al. ASCO 2025



REUNION POST CONGRESO DE
‘ lol’ GONORTE LA SOCIEDAD AMERICANA
rupo Oncolégico

VH L DE ONCOLOGIA CLiNICA

=
E i =
= |
- 3
g — e— %
—_—————
_—,
€ B -
 EV—— |
e
. s
= .
-
e e —
E —_ -
e e e e —T
= —]
e RCC = Other
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—_— o
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Narayan V et al. ASCO 2025 Years From Starting Belzutifan Treatment
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ARC-20 Is a Phase | Dose-Escalation and
Dose-Expansion Study of Casdatifan

KEy | - Atieast 1 measurable Dose Expansion N = ~30 per cohort
INCLUSION lesion per RECIST v1.1
CRITERIA | ~ Adequate organ and 2L+ ccRCC 2L+ ccRCC
EDSIICN Sicon Monotherapy Monotherapy
\ Casdatifan 50 mg BID Casdatifan 100 mg QD
Dose Escalation \“
e S e . 2L+ ccRCC 1L Favorable-risk ccRCC
Casdatifan monotherapy Monotherapy Monotherapy
Casdatifan 50 mg QD Casdatifan 100 mg QD
200 mg QD tablet
2L+ ccRCC 1L ccRCC
150 mg QD tablet Monotherapy Casdatifan 100 mg QD +
50 mg BID capsule Ja’r Casdatlfan 150 mg QD Zimberelimab 360 mg Q3W
50 mg QD capsule f." Post-10 ccRCC
/ Monotherapy

20 mg QD capsule 5
Casdatifan 100 mg QD

Objective: To evaluate the safety and preliminary efficacy of casdatifan plus the TKI
cabozantinib in patients with ccRCC previously treated with anti-PD-1/PD-L1 therapy

Choueiri T et al. ASCO 2025
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Characteristic
Age, years, median (range)
Sex, female/male, n (%)

ECOG PS 0/1, n (%)

IMDC risk score, n (%)
Favorable
Intermediate
Poor

Number of prior regimens, n (%)
1
2+

Prior treatment, n (%)
VEGFR-TKI plus 10
10 only

100 .
80
60
40

PD
20

>
-40

-60 | n=24v

Best Percent Change From Baseline in SLD, %

-80 | » Ongoing

Choueiri T et al. ASCO 2025

19 patients have ongoing treatment

Metastatic disease

Safety Population®
(N =42)

63 (43-81)

9 (21%) / 33 (79%)

29 (69%) / 13 (31%)
9 (21%)

29 (69%)
4 (10%)

35 (83%)
7 (17%)

17 (40%)
25 (60%)

sD
. ISD SD SD SD SD SD SD SD SD SD SD PR PR PR PR PR PR PR PR PR PR CR

——
> > |
-20 T

Follow-up, months, median (range)
Confirmed ORR®, % (n)
(95% ClI)
Best Overall Response, n (%)
CR
PRP
SD
PD

Follow-up, months, median (range)

Patients with any treatment-related AE®, n (%)
Anemia
Fatigue
Alanine aminotransferase increased
Diarrhea
Aspartate aminotransferase increased
Platelet count decreased
Nausea
Dizziness

REUNION POST CONGRESO DE
LA SOCIEDAD AMERICANA
DE ONCOLOGIA CLINICA

5.3 (2.8-9.1)
46% (11)
(25.6%, 67.2%)

1 (4%)

10 (42%)

12 (50%)
1 (4%)

Safety Population,® n (%)
(N = 42)

AE Related to

Casdatifan Cabozantinib Any Study Drug

3.7 (1.1-9.1)
41 (98%) 39 (93%) 1 (98%)
29 (69%) 18 (43%) (69%)
20 (48%) 23 (55%) 3 (55%)
8 (19%) 16 (38%) (38%)
6 (14%) 15 (36%) 5 (36%)
6 (14%) 14 (33%) 4 (33%)
5 (12%) 12 (29%) 2 (29%)
5 (12%) 10 (24%) 10 (24%)
7(17%) 6 (14%) 8 (19%)
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Anticipated first half 2025

PATIENT POPULATION:

» Unresectable, locally
advanced or metastatic
ccRCC

* Measurable disease per
RECIST v1.1

* Have had prior
anti—-PD-1/PD-L1

* Have not received
cabozantinib

* HIF-2a-inhibitor naive

Metastatic disease

100 mg QD casdatifan +

60 mg cabozantinib

Placebo + 60 mg

cabozantinib

PEAK-I

REUNION POST CONGRESO DE
LA SOCIEDAD AMERICANA
DE ONCOLOGIA CLINICA

PRIMARY ENDPOINT:
. PFS

KEY SECONDARY
ENDPOINTS:

+ OS
+ ORR, DOR, DCR

\_ J
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LS 011

Assessments
« Q8W first 104 weeks and then Q12W thereafter

Key eligibility criteria ]

* Advanced or metastatic RCC 120 mg QD belzut!fs_m T
with clear cell component 20 mg QD lenvatinib

* Disease progression after first- Post-treatment
or second line anti-PD-1/PD-L1
therapy or as neocadjuvant/adjuvant
treatment with progression on or
within 6 months of last dose

* 30-day safety follow-up for
all patients

+ Q8W imaging follow-up
through week 104, then
Q12W thereafter

+ Q12W survival follow-up for
patients with documented
progression

- Therapy immediately preceding
must be anti-PD-1/PD-L1
» Received <2 prior systemic
therapies®
* Measurable disease per RECIST
vi.i
* KPS score =70%

60 mg QD cabozantinib




o §) GONORTE

Grupo Oncolégico

Metastatic disease

Balanced ECM and collagen remodeling

(CAF and TGF-B activity &
Poorly fibrotic

T cell infiltration and activation
Response to ICis

Fibrotic tumor microenvironment

CAF and TGF-f activity 1
ECM and collagen formation 1+

T cell exclusion and immune suppression
Resistance to ICls and poor survival

REUNION POST CONGRESO DE

Fibroblast and TME-derived collagen
fragments released to the circulation

s

~

Reproduced from J Exp Clin Cancer
Res’

Model design W NIVO+CABO Model performance in discovery dataset
Wan A NIVO 240 MG QZW 4 CABO 40 MG PO 0O B Recsiver Operating Characteristic (ROC)
10 10 - -
PD-L1 level (z 1%) _— o 2z e =
Fo o8 = | L
VICM 2 3 o L
r g Sos T i 06 _ ; e
Proportion of plasma cells in ESI m— 5 %“ g ol o '-_,,-‘
= & v
Proportion of cancer cells in ESI = E o2 02 ’7 ,”'
p <.001 e — RO corve faea = 0761
LAG3+ CD8+ T cells L ° o0 vy . . = 4
] Non-responder Responder Faive Busdive Hate.
Density ratio of macrophages to fibroblasts in tumor ™ c D
SUNI 50 MG PO QO Recesver Operatng Charactenstic (ROCH
PD-1+ CD8+ T cells - o = o ——
z T
Biomarker platform TuM % i u >
contributing to features - = &= i S
* IHC FOXP3+ CD4+ T cells S E. - .
+ Human interpretable A g 2 — o
features — g1 il 7
+ ECM markers SROde g g
+ Flow cytometry ¥ b ‘ L e
R RrE-lcn.:» c|r 05 1 i 15 aid p =0.003 P — ROC curve farma = 0721
ative feature weights — o v . ot Y v . 10
Braun D et al. ASCO 2025 e s TR e 0
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Ma A et al. Nature Comm 2024
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Metastatic disease

Single-cell multi-modal profiling
scFiNA-seq scATAC-seq

Spatial architecture

Tumeor and microenvironment

> &
scT/BCR- w umﬁ DT-seq

Intra-modality Unmatched inter- Matched inter-
# integration % modality integration modality integration
N g D4
Find sample differences '/ Specify TME cell types/states ki [~ Infer specific TF-gene )

regulations in cell types

Refine subpopulation

Treatment difference ]
Sex-bias . "'." " *
- Ty
Tumorwpe ' *
e

Implove |ml:'lunu:i-tl'ierm:lr\qI
ldentify tumoralimmuno-

0 identification
subpopulations
4 °=-* . A8 Exhaustediikg
Tl Maive T cell
. do ity Transtional ctate  Exhausisd

Construct biol | metworks
g ngloal netivar Define cell-call communication

Build single-cell atlas

B | oW

MUMAN CELL ATLAS
\‘ IMMUNE SYSTEM j
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Safety lead-in Phase (3+3 design) ‘ | Phase 2
VEGER/ POGRR/ FaFR/AXL/eMIT  Endothelial cell,
Dose Level 2
- 177Ly-girentuximab
pgbozantlnlb 2405 MBqjm?
Dose Level 1 -
177 u-girentuximab 1804 girentuximab MTD
AXL / ¢-MET MBg/m? *
Nivolumab 240 E Simon Stage 1 Simon Stage 2\
Sasaleveld mg q2 weeks N=10" N=19 |
cy " 177Ly-girentuximab . 2
e *includes pts treated at the MTD during the safety
dsDNA 2
o : 1363 MBg/m lead-in phase
Nivolumab 240mg q2weeks

o

Y <>

Nivolumab Tumor cell b —RA D I CA L
LS 012 Vi

Treatment S— mt“ny

n=551

lenvatinib may continue until

treatment discontinuation event

Caboz
Jym—
« Tumor imaging at week 12 then

QBW up to d then

Q12w here

Bone marrow

Hypoxic
Tumor — —
End points Cell New Bloo Radium-223
« Primary: PFS per RECIST v1.1 by BICR, OS
« Secondary: ORR per RECIST v1.1 by BICR, DOR I Vessels
per RECIST v1.1 by BICR, safety and tolerability

Tumor cell



REUNION POST CONGRESO DE

U' GONORTE . LA SOCIEDAD AMERICANA
COhClUSIOnS DE ONCOLOGIA CLINICA

O Nothing clearly change in daily practice after ASCO 2025
O Pembrolizumab is the standard of care in the adjuvant setting afer 5 years of FU KN 564

O The final analysis from the Checkmate 214 continues supporting the significant impact of 10-
based combinations in the first line setting.

O How can we improve these data? Triplets will be the answer? Not yet.

O Adaptive trials according to response (ideally molecularly based) will be helpful for clinical
practice.

O Promising results in pretreated patients, but based in the same strategies, we need novel MoA
in kidney cancer.

O Urgent need of usefull biomarkers
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