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Panorama de la primera linea

CTLA-4 Inhibitor

Ipilimumab +
nivolumab
(intermediate/
poor risk)
PD-1 and PD-L1 CheckMate-214
Inhibitors
N/ N ™
Pembrolizumab + | Avell_n_m_lb & | Nivolumab +
axitinib il cabozantinib
(all risk groups) {mitinske grodps) (all risk )
KEYNOTE-426 JAVELIN e
Renal 101 eckmate-9ER
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Patrones de progresion

A Hyperprogression

Primary resistance
6 meses de 12linea
12 sem tras ady?

Disease burden

* Durable response

Pseudoprogression

Time
Baxter MA, et al. BrJ Cancer 2021
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¢Qué hacemos después de las combinaciones?
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¢Qué dicen las guias?

National

. H 1 H NCCN Guidelines Index
Comprehensive N_CCN Guidelines Version 2.2024 e
NCCN IS Kidney Cancer Discussion

PRINCIPLES OF SYSTEMIC THERAPY FOR RELAPSE OR STAGE IV DISEASE

SUBSEQUENT THERAPY FOR CLEAR CELL HISTOLOGY (IN ALPHABETICAL ORDER BY CATEGORY)
Immuno-oncolog (ItO) Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances
Therapy History 5’% us
10 Therapy Naive * None * Axitinib + pembrolizumabb * Axitinib
» Cabozantinib * Everolimus
» Cabozantinib + nivolum%bb * Pazopanib
* |pilimumab + nivolumab * Sunitinib
* Lenvatinib + everolimus * Tivozanib9
. Lenvatinibg- pembrolizumabb ¢ Belzutifan (caﬁegory 2B)
* Nivolumab * Bevacizumab" (category 2B)
* High-dose IL-2 for selected atientsd (category 2B)
» Temsirolimus® (category 2
p = N\ * Axitinib + avelumab"” (category 3)
l[ Prior 10 Therapy * None * Axitinib * Axitinib + pembrolizumabb
« Belzutifanf « Cabozantinib + nivolumabP?
« Cabozantinib + Everolimus
* Lenvatinib + everolimus « Ipilimumab + nivolumab®
* Tivozanib9 « Lenvatinib + pembrolizumab®
* Pazopanib
¢ Sunitinib
« Bevacizumab" category 2B)
* High-dose IL-2 for selected atientsd (category 2B)
\ J * Temsirolimus® (category 2
[~ * Axitinib + avelumab" (category 3)

NCCN National Comprehensive Cancer Network, Inc 2024
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¢Qué dicen las guias?

Advanced ccRCC

Intermediate- and

Favourable-risk poor-risk IMDC groups

Ipilimumab—nivolumab [I, A; MCBS 4]
Lenvatinib—pembrolizumab [I, A; MCBS 4]
Axitinib-pembrolizumab [I, A; MCBS 4]*
Cabozantinib—nivolumab [1, A; MCBS 4]*

Lenvatinib-pembrolizumab [1, A; MCBS 4]»
Axitinib—pembrolizumab [1, A; MCBS 4]
Cabozantinib-nivolumab [, A; MCBS 4}

A VEGFR systemic therapy that has not
been given previously
Axitinib [111, B]
Cabozantinib (111, B]

Lenvatinib-everolimus [111, B]
Pazopanib [Ill, B]
Sunitinid [N, B]
Tivozanib 111, B]

ESMO Guidelines 2024; EAU Guidelines 2024

R

Standard of care

Alternative

g ——
Any VEGF-targeted therapy
that has not been used

Prior IO - ; £
previously in combination
with 10 [4]
Prior TKI el e axitinib [2b]

cabozantinib [1b]
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¢Qué hacemos en la practica clinica?
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& TKis
«aPD-1/PD-L1
“aCTLA4

& mTORi

Treatment Patterns by Line of Therapy among 2L Cohort

B AXITINIB+PEMBROLIZUMAB B CABOZANTINIB O IPILIMUMAB+NIVOLUMAB
B ENVATINIBMESYLATE+EVEROLIMUS B CABOZANTINIB+NIVOLUMAB E PEMBROLIZUMABH ENVATINIB
B LENVATINIBME H AXITINIB B OTHERS

Shah N, et al. ASCO GU 2024; Lacovelli R, et al. CancerTreatRev2022 Apr




éQué evidencia tenemos de TKI tras 10?




ACTUALIZACION EN URO-ONCOLOGIA:

UPDATE 2024

Tras TKI e 10 secuencial: ESTUDIOS RETROSPECTIVOS

Treatment N mPFS, mo ORR, %
TKI 70 6.4 28
TKI (Cabozantinib/Axitinib)2 8 33
TKI (sun, axi, pazo, 36

TKI (sun, axi, pa I]RR 2”_54% 41

TKI (post: CPI+VE 15 vs 45
PFS ar TTF Not reported

36

Cabozantin E_lg mnnths 22
Cabozantinib vs othe (mTTD) 54 vs 38

Cabozantinib® .6 (MTTF) 20

Lenvatinib +/- everolimus™ 55 6.2 21.8

TKI vs mTOR" 314 6.1 vs 2.8 (mTTD) 30vs 3.6

1.Nadal R, Ann Oncol 2016; 2.Derosa L, Ann Oncol 2017; 3.Auvray M, EJC 2019; 4.Shah AT, EJC 2019; 5.Dudani, Eur Urol 2019; 6.Cao X, Clin Genitourin Cancer 2020; 7.McGregor
BA, EJC 2020; 8.Gan CL, Cancer Med 2021; 9.Marteau F, ASCO GU; 2021 10.Zhang H, Kidney Cancer 2021; 11.Wiele AK, Oncologist 2021; 12.Graham J, Eur Urol Oncol 2021.
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Tras TKI e 10 secuencial: ESTUDIOS PROSPECTIVOS

ORR (%)

Tivozanib

ORR: 19-45%

PES or TTF

Sunitinib

d.6-9.3 months

Powles T, British Journal of Cancer 2018; Rini B, Lancet Oncol 2020; Omstein MC, Lancet Oncol 2019; Procopio G, ASCO 2022; Grande E, Annals Oncol 2022, Tannir N ASCO 2021 Abs 4105,
Albiges et al, ASCOGU23, Abst 606; Choueri T, LBA4500. ASCO 2023
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CABOZANTINIB
METEOR Trial: Fase Ill Cabozantinib vs Everolimus tras TKI

1.0+

PR [ PFS del 5% de 10 previa J

0§, Mo n Median, mo
0.8 = Cabozantinib (n = 330) 21.4 198 (95% CI)
" : = Everolimus (n = 328) 17.1 232 Cabozantinib (N=18) NR (3.8-NR)
o HR: 0.70 (95% Cl: 0.58-0.85; P = .0002) Everolimus (N=14) 4.1 (1.9-6.6)
; 0.6 - 1.0 Hazard ratio 0.22 (95% CI 0.07-0.65)
=
© 0.8 -
o 0.4+
£
0.6 -
0.2 -
0.4 -
0 L] L] L] L] L] L] Ll n L] L] Ll L] L]
0 3 6 9 12 15 18 21 24 27 30 33 36 139 0.2 1 —+ Cabozantinil
Mo —+— Everolimus
Patients at Risk, n 0.0 b ¥ v L4 L Ly
Cabozantinib 330 318 297 266 240 213 188 163 114 76 30 6 3 0 0 3 6 9 12 15 18
Everolimus 328 308 364 231 205 177 148 121 82 54 23 3 0 0 Time (months)
18 14 10 7 1 0 —
[ ORR global 17% con cabo vs 3% con eve } £ 98 8 0 = e -
Motzer. BrJ Cancer. 2018;118:1176.
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CABOZANTINIB

R

CaboPoint: Fase |l Cabozantinib tras 10 (ongoing)

Cohort B
Patients with disease
progression after
CPI+VEGFR TKI

Cohort A
Patients with disease

progression after
CPI+CPI therapy

(ipilimumab+nivolumab)

CABOZANTINIB 60mg/day

Albiges. GU ASCO 2023. Abstr 606.

[ ORR (obj 19) }

Overall (N = 88)

ORR 29.5% (95% CI, 20.3-40.2)z

BOR (n = 82)°

51.2% (n = 42)

17.1% (n = 14)

Cohort A (n = 60)

ORR 31.7% (95% Cl, 20.3-45.0)

BOR (n = 57)°

50.9% (n = 29)

Cohort B (n = 28)
ORR 25.0% (95% Cl, 10.7-44.9)2

(n=1)

52.0% (n = 13)

20.0% (n =5)

15.8% (n = 9)

. CR

PR
. SD
. PD
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TIVOZANIB
TIVO-3: Fase Ill con Tivozanib vs Sorafenib tras TKI (+/-10)

i — Tivozanib
= Sorafenib
80 5.6 vs 3.9 meses + Censored
, : HR 0.73 (0.56-0.94
= 22 lineas previas (=21 TKI) S 60 - ( )
2
- 26% TKI e 10 previa & 40 -
= ORR: 18% vs 8% 20 - P
3.2% & (4-13)=
j 0 T T T T |“-” l{l_He)- - =
Patients at Risk,n 0 6 12 18 24 30 36 42 48
Tivozanib 175 79 45 34 25 18 16 12 9
Sorafenib 175 45 23 11 6 4 3 2 1
Previous therapy
Two previous VEGFR TKls 56/79 61/80 —= 0-57 (0-:39-0-83)
Checkpoint inhibitor plus VEGFR TKI 29/47 27/44 0-55 (0-32-0-94)
Previous VEGFR TKI plus other agents 38/49 35/51 —_— 0-98 (0-62-1-56)
| I : I I
Motzer. Lancet Oncol. 2015;16:1473. = e = 0 >

Favourstivozanib  Favours sorafenib
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TIVOZANIB
TIVO-3: Fase Ill con Tivozanib vs Sorafenib tras TKI (+/-10)

[Crossover permitido (no cuantificado)}

= 16.4 vs 19.2 meses
; HR 0.97 (0.75-1.24)
* Tras 10: HR 0.84 (0.5-1.4) /"Menos AEs gr 3-4 con Tivozanib
§ 60 - e -
£ » Interrupcion de tratamiento:
Y . 48% vs 63%
o —"" | = Reduccion de dosis por Aes:
Sorafenib \ 24% VS 38% J
0
| I | I | | | e | | | | | I |
0 3 6 9 12 15 18 21 24 27 30 33 36 38 42 45 48
At risk Months from Randomization
Tivozanib 175 166 139 121 104 92 81 76 68 62 56 48 32 22 12 <] PaI S et a|. Eur UroI 2020.

Sorafenib 175 163 141 121 110 96 85 76 71 62 56 45 35 27 16 3
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LENVATINIB + EVEROLIMUS
Fase Il randomizado Lenva, Eve o Lenva/eve tras TKI

—— Lenvatinib plus everolimus

1001 Lenvatin.ib plus everolimus — Single-agent lenvatinib
vs everolimus fnal Ii
HR 0-40, 95% C| 0-24-0-68; p=0-0005 30 == Single-agent everolimus
20 vs lenvatinib
S HR 0-66, 95% C1 0-39-1-10; p=0-12
'§ Lenvatinib vs everolimus = 60+
S HR 0-61, 95% C1 0-38-0-98; p=0-048 X
5 604 =
3 (o]
$ 40 Lenvatinib + everolimus vs everolimus
.é 40 - HR: 0.51 (95% CI: 0.30-0.88; P = .024)
g Lenvatinib + everolimus vs lenvatinib
g 20 HR: 0.75 (95% Cl: 0.43-1.30; P = .32)
= 504 o ) Lenvatinib vs everolimus
= Lenyatinib plus everalimys HR: 0.68 (95% Cl: 0.41-1.41; P= .12)
—— Single-agent lenvatinib 0
—— Single-agent everolimus ! 1 L L L] 1 1 1 L
O A e o 3 6 9 12 15 18 21 24 27
0 3 6 9 12 15 18 21 24 0s (Mo)
Nomb y Time (months) 51 48 46 44 38 35 29 21 14 6
umber at ris|
Lenvatinib plus everolimus 51 41 27 23 16 10, 5’ gg g; :; ;g 12 ; ;
Single-agent lenvatinib 52 41 29 20 11 n 1) H 1 -
Single-agent everolimus 50 29 15 11 7 3 3 A) IO preVIa (5 paCIGnteS)
. 0 o)
= ORR: 43% con lenval/eve, 27%
o .
con lenva, 6% con everolimus

Motzer. Lancet Oncol. 2015:16:1473. J




¢Tiene sentido continuar la IO a |la progresion?

o S iy —




ACTUALIZACION EN URO-ONCOLOGIA:
UPDATE 2024

8

é¢Podemos rescatar con Ipi a la

progresion a anti PD1/PDL1?
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Rescate con Ipi en 12 linea

HCRN , | OMNIVORE-
N 123 207 83

Previous TKI No Yes Yes
allowed
First line (n(%)) 123 (100) 108 (52) 42 (51)
Sequence Nivo -> IpiX4  Nivo -> IpiX4  Nivo -> |piX2
ORR fm;/vaoIIpl, 13 18 4
0
CR, % 0 3 0

1.Atkins M, JCO 2022; 2.Grimm M.O, ASCO 2021; 3.McKay RT, JCO 2020
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Evidencia en linea posteriores

FRACTION study: Fase Il adapt

Key inclusion criteria
+ Histologically confirmed clear cell aRCC
» Life expectancy 23 months and KPS 270%

Track 1

anticancer treatment must be grade <1
or baseline before study treatment

+ No history of life-threatening toxicity
with prior I-O treatment

* Patients with toxicity from any prior 1

Anti-PD-1, anti-PD-L1, or
anti-CTLA-4 treatment

Track 2 (N = 46)

@_

R NIVO 3 mg/kg +
IPI 1 mg/kg Q3Wx4->
after 6 weeks
NIVO 480 mg Q4W

experienced
100 Eveptslpatients 31/46; 67.4%
90 - Median (95% CI), months 3.7 (2.0t0 7.3)
80 -
70 1 —— NIVO+IPI
S 604
o 50-
o 40-
30 1
20 1 H
10 -
0 ———————————————
0O 3 6 9 12 15 18 21 24 27 30
Months
No. at risk 46 25 15 10 6 6 6 4 2 2 0

ativo

DOR 16.4 meses

Nivolumab plus
ipilimumab
(N=46)

All treated patients

[Objective response rate (95% Cl), %

17.4 (7.8t0 31.4) |

Disease control rate (95% Cl), %* 58.7 (43.2 to 73.0)
Best overall response, n (%)
Complete response 0
Partial response 8(17.4)
Stable disease 19 (41.3)
[ Progressive disease 14 (30.4) ]
Not evaluable/availablet 5(10.9)

Patients with measurable tumor PD-L1 expression

Obijective response rate (95% Cl), %

PD-L1>1%
PD-L1 <1%

12.5 (0.3 t0 52.7)
14.3 (3.0 to 36.3)

Choueiri TK, J Immunother Cancer 2022
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¢Y mantener un antiPD1/PDL-1 a la progresion?
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CONTACT-03:

Fase Il Cabo +-Atezo tras PD a IO

( Key eligibility criteria R
« Advanced/metastatic clear cell or non—clear cell®
RCC with or without a sarcomatoid component
» Radiographic progression on or after prior ICI
treatment
= |Cl as adjuvant, 1L or 2L (single agent or in
combination with another permitted agent)

\ = |Cl in the immediately preceding line of therapy /

R

Atezolizumab 1200 mg IV q3w
+ Cabozantinib 60 mg daily PO

Cabozantinib 60 mg daily PO

Most common prior systemic cancer treatment

Atezo + Cabo Cabo
(n=263) (n=259)
First-line treatment, n (%)2P 262 (99.6) 258 (99.6)
{__lpilimumab + nivolumab 80 (30.5) 70(27.1) |
Sunitinib 77 (29.4) 72 (27.9)
Pazopanib 36 (13.7) 43 (16.6)
|__Axitinib + pembrolizumab 36 (13.7) 28(10.9) )
Nivolumab 6(2.3) 10 (3.9)
| Avelumab + axitinib 7 (2.7) 6(23) |
Bempegaldesleukin + nivolumab 3(1.1) 9(3.5)
| Lenvatinib + pembrolizumab 6 (2.3) 3(1.2) |
Sorafenib 3(1.1) 1(0.4)
Second-line treatment, n (%)2° 119 (45.2) 125 (48.3)
Nivolumab 104 (87.4) 116 (92.8)
Ipilimumab + nivolumab 4(3.4) 3(24)
Axitinib + pembrolizumab 2(1.7) 3(2.4)
Adjuvant treatment, n (%) 8(3.0) 4(1.5)
Sunitinib 2(25) 2 (50)

Choueiri T, et al. ASCO 2023
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CONTACT-03:
Fase Ill Cabo +-Atezo tras PD a IO

Primary analysis of centrally reviewed PFS Interim analysis of OS (primary endpoint)
(primary endpoint) 0] —
b PFS events, n (%) (6) 166 (64) - To—
L e Y °  Confirma el beneficio de Cabozantinib tras 10/10 y I0/TKI &
5 . * No parece haber beneficio de mantener la 10 a la PD
£ ] —> ¢ nunca o es por el farmaco?
iaaaiai t; é :l é 8 1.0rime(1r2n°ntr‘::) 16 18 20 22 24 26 b st 8 (months) 20 22 24 26 28

Cabo 259 247 235 221 207 195 182 145 113 88 50 22 11 3 2

[ ORR: 40,5 vs 40,9% J

Choueiri T, et al. ASCO 2023
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TiNivo-2
Fase lll tras PD a |O: ongoing

(" Tivozanib 4 Treatment N =3
- Recurrent/metastatic ccRCC | ‘CEPmg gl 1 until 2
) _ ) » plus Nivolumab L~
- Failure 1-2 prior regimens o 480mg FLAT q28d unac_cgptable 5
« Prior 1O exposure —.— \_ toxicity or =
« No more than 1 prior TKI ) mmmm) | |0ss of clinical =
N=326 | _,| Tivozanib 7.34mg ] benefit %
| qd Swk/Twk \_ J W
Stratification factors ( bri i i
Primary endpoints
+ 10 given immediately prior (y/n) - PFS
« IMDC prognostic score Additional endpoints
* 0OS, ORR, DoR, Safety
N P

NCT04987203.
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BELZUTIFAN

VHL ** or VHL*" cells

R

Normal @ 2

oxygen @@ @ co\rlrl\‘::liex m (§*

© @ (OR(on = W2
I—» HIF2 PN | |F2q @ / s KA

proteosome

— |
Low @
oxygen @
VHL - cells —_— Q:
. Normal @ @ g;’:g::z{ O
M @ @ HIF2a
@ @ stabilized

>
>

Dimerization +

L/ @

HIF2a

(HIF1B)

#a HRE Y4\

Belzutifan
Dimerization

I—P HIF2a
(HIF2o

Low |—>®

Constitutive
hypoxia
response

v

Hypoxia response genes

Cyclin D1 (Cell cycle)
EPO (Erythropoesis)

oxygen
©
@

I VEGF (Angiogenesis)

GLUTT (Glycolytic metabolism)

Bauer. ASCO GU 2021. Abstr 273.
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LITESPARK-001
Fase | Belzutifan [ORR: 25% (CR: 2%; PR: 24%); DCR: 80% ]

R 100+
Key Eligibility Criteria S 90+
* Locally advanced/metastatic solid sporadic . 2 80l
ccRCC N =55 Belzutifan = 0
+ Received 21 prior treatment for ccRCC g 120 mg orally QD 8 60 1 Best objective response (N = 55)
« Measurable disease per RECIST v1.1 Up to 1 year : 50: - gg
- ECOGPS 0 or 1 § w0l S e
w - PD
® o m NE
» 20- - * Prior treatment with 10 and VEGF#
All-Cause AEs in 220% (N = 55), Any Graded Grade e 10 4 * o
n (%) Grade 4/5 'g 0 -
Any 55(100) 33(60)  6(11) = ';g-
Anemia 42(76)  15(27) 0(0) 2 :30:
Fatigue 39(71)  3(5) 0(0) = 0]
Dyspnea 27 (49) 3(5) 0(0) g,, :gg-
Nausea 20 (36) 1(2) 0(0) g 704 m
Cough 17 (31) 0 (0) 0(0) « -80- *
Hypoxia 17(31)  9(16) 0(0) a -90-
Vomiting 16 (29) 0 (0) 0(0) S *
Edema, peripheral 15 (27) 0(0) 0(0)

Jonasch. ASCO 2022. Abstr 4509.
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LITESPARK-005
Fase lll Belzutifan vs Everolimus

* Unresectable, locally advanced or
metastatic clear cell RCC Safety, imaging
Disease progression after 1-3 prior e survival

systemic regimens, including 21 follow-up
anti-PD-1/L1 agent and 21 VEGFR-TKI

Karnofsky Performance Status score Everolimus 10 mg PO QD
270%

Stratification Factors Primary End Points: PFS per RECIST v1.1 by BICR; OS

* IMDC prognostic score®: 0 vs 1-2 vs 3-6 Key Secondary End Point: ORR per RECIST v1.1 by BICR

. I:rior VEGF/VEGFR-targeted therapies: Other Secondary End Points: Safety, PROs

vs 2-3
Belzutifan (N = 374) Everolimus (N = 372)

+ Median follow-up® at I1A2: 25.7 months  # Prior VEGFVEGFR-TKIs
1 50.0% 51.1%
2-3 50.0% 48.9%

# Prior lines of therapy®

1 12.3% 14.0%
2 42.0% 44.6%
3 45.2% 40.3%

Albiges L, et al. ESMO 2023



ACTUALIZACION EN URO-ONCOLOGIA:

Belzutifan Everolimus
UPDATE 2024 50+ (N=374) (N=372)
: CR 27% 0
LITESPARK-005 :
-
: SD 39.3% 65.9%
. R : [P0 33.7% 215% |
Fase Ill Belzutifan vs Everolimus = : e
g - 22.7% No assessment® 37% 7.0%
-m O 201
104
Kaplan-Meier Estimate of PFS at 1A2 y 3.5%
100 A1 1A2 ]
90+ Belzutifan  Everolimus Belzutifan Everolimus 0 T T
Belzutifan Everolimus
80+ Events 257 (BB7%) 262(70.4%) 289 (77.3%) 276 (74.2%)
70
o m“g")"” 56(30-70) 56(48-58) 56(38-65 56(48-58)
*
& 50+ HR (95% CI) 0.75 (0.63-0.90); P <.001* 0.74 (0.63-0.88)
¢ . Kaplan-Meier Estimate of DOR at IA2 Belzutifan Everolimus
40+ .
50 90 Pts with response, n 85 13
f- 80+ Median TTR, mo (range) 38(1.7-220) 37(18-54)
2 g 701 Median DOR, mo (range) 195 (19+-316+) 137 (38-212¢)
10+ £ o0
0 : — ® 1
0 3 36 E w04
E
No. at Risk Months § -
Belzutfan 374 218 156 135 13 66 45 35 2 14 4 ( E 204
Everolimus 372 206 13 70 4 % 19 10 5 2 2 0 0 104
0 T T T Trrlrrfrrfrrex rerrfrryrrer
0 3 6 9 12 15 18 2 24 27 30 33 36
No. at Risk Months
Bodiwss 18 12 % 8§ & & t & 8 o o #

Albiges L, et al. ESMO 2023
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LITESPARK-005
Fase lll Belzutifan vs Everolimus

Kaplan-Meier Estimate of OS at 1A2 1A1 1A2
1004 Belzutifan Everolimus Belzutifan Everolimus
90 =
Events 169 (45.2%) 186 (50.0%) 213 (57.0%) 228 (61.3%)
80_ 67.9%
Median, mo
70 55 2% (95% CI) 21.0(17.2-243) 172(153-190) 21.4(18.2-243) 18.1(15.8-21.8)
i~ 60 HR(95%Cl)  0.87 (0.71-1.07); P =.096 0.88 (0.73-1.07); P=.099
o 50+ 65.8%
o
40+
30+
20
10=
0 v A ' L L ' Ll L ' Ll L ' L L ' L L ' L Ll ' Ll L ' L L ' L L ' v L ' Ll . l L L ' L L '
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
No. at Risk Months
Belzutifan 374 347 305 274 254 224 190 143 95 62 36 16 2 0 0
Everolimus 372 347 301 270 244 212 170 124 83 43 23 1 2 0 0

Albiges L, et al. ESMO 2023
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LITESPARK-005
Fase |l Belzutifan vs Everolimus

All-Cause AEs in 210% of Patients in Either Arm

Belzutifan Everolimus

o "
FDA approves belzutifan for advanced
renal cell carcinoma e

3.9(0.0-33.2)

On December 14, 2023, the Food and Drug Administration approved belzutifan (Welireg, Ao

137 (38.1%)

Merck & Co., Inc.) for patients with advanced renal cell carcinoma (RCC) following a % (14.7%)

Increase

19 (5.3%)

programmed death receptor-1 (PD-1) or programmed death-ligand 1 (PD-L1) inhibitor and =i
" avascular endothelial growth factor tyrosine kinase inhibitor (VEGF-TKI). B

47 (13.1%)
nypuoxia 1
Pneumonitis Grade 1-2 AEs 0.8% I 14 2% Led to death 1(0.3%)" 2 (0.6%)
Dizziness -| ™= Grade 3-4 AEs 124% 1.7% - Grace 5-4 ALS
|| 1 1 T 1 T T L) T T T T T T T T
60 40 20 0 20 40 60 80
Data cutolf date for IA2: June 13, 2023 Incidence, %

Albiges L, et al. ESMO 2023
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ACTUALIZACION EN URO-ONCOLOGIA:
UPDATE 2024

OTROS FARMACOS PROMETEDORES

XL-092 (Stellar-001 y 002)
Sitravatinib (MGCD516)
Batiraxcept (AVB-S6-500)
897r-TLX250 (Zr-Girentuximab)

ViA ANGIOGENESIS

MEDI 5752 (anti-PD1/CTLA4)

INMUNOTERAPIA . : :
UNO CBM-588 (producto bacteriano) +Nivo/Ipi
VIAS METABOLICAS Ciforadenant (antagonista del receptor de adenosinaA2a)
Olaparib
INHIBIDORES PARP Talazoparib
Niraparib

Adaptacion de Suarez C at ESMO 2023
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ACTUALIZACION EN URO-ONCOLOGIA:
UPDATE 2024

Combinaciones
LITESPARK-003: Fase Il Belzutifan+Cabozantinib

100 = Complete response
F 904 [ Partial response
g 80+ [ Stable disease
] gg 3 [ Progressive disease
Cohort 1 T 507
Treatment-naive »E gg ORR Cohorte 2: 30.8% (CR 2%; PR: 29%)
E 20
Belzutifan 120 mg/day PO % 1ojlﬂn
Key Eligibility Criteria + %, -18- =huuUUMUUMIUUUHHHH”U i LR MRS T FTRAM
» Have locally advanced Cabozantinib 60 mg/day PO £ 2204
or metastatic ccRCC N = 509 “a
Is either treatment 5 5
naive or has received £ 604
prior immunotherapy Cohort 2: g 7%
and <2 regimens for Prior immunotherapy treatment 2 :gg:
melastatic RCC % prior targeted treatment® -100 s
+ECOGPSOor1 1004

Belzutifan 120 mg/day PO 90 -
+ 80

Cabozantinib 60 mg/day PO
N = 50°

46% 10+TKI

Progression-free survival
34 events (32 progressed, two died)
Median 13-8 months (95% Cl 9-2-19-4)
104 12-month estimate: 56-2% (95% Cl 40-5-69-2)
0 T T T T T 1
0 5 10 15 20 25 30

Numberat risk 52 35 25 19 10 1 0

Jonasch. ASCO 2022. Abstr 4509 (rombercensored) (0 © © - ) i o

Progression-free survival (%)
(%)
=)
1




ACTUALIZACION EN URO-ONCOLOGIA:

UPDATE 2024

Combinaciones

R

KEYMAKER 03B: Fase 1B/II

Substudy 03B

2" Line +
Advanced RCC

articipants

P P B4

Pembrolizumad + Belzutifan
Safety Lead-in

Informed Consent

(Post PD-[L]1
inhibitors and

post VEGF) BS
Belzutifan + Lenvatinib
Safety Lead-in

Albiges L, et al. ESMO 2023

B1
MK-1308A
Efficacy

B2
4280A
Efficacy

B3
Pembrolizumab + MK-4830
Efficacy

B4
Pembrolizumab + Belzutifan
Efficacy

BS
Belzutifan + Lenvatinib
Efficacy

Reference Arm
Pembrolizumab + Levantinib

Table 2. Best overall response per RECIST v1.1 by BICR for
patients who had the opportunity to receive 22 postbaseline scans

Belzutifan Plus Lenvatinib
n=24
l ORR, % (95% Cl) 50 (2£1) |

CBR2 %, (95% CI) 54 (33-74)
Best overall response, n (%)

CR 0

PR 12 (50)

SD 9 (38)

PD 1(4)

Not assessedb 2(8)
Duration of response, median (range), months NR (1.4+ to 14.0+)
Response lasting 2 12 months, % 74

Figure 6. Kaplan-Meier estimate of progression-free survival

100 Events,  Median PFS
90 n(%) (95% Cl), months
ég gg- 55%  Belzutifan + Lenvatinib 13 (41)  11.2 (42-NR)
é_‘ so_
2s m—
2 50-
82
20 30
&  20-
10
O 1 I I I
0 5 10 15 20
Months
No. at risk
32 13 8 6 0
NR, not reached.
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ACTUALIZACION EN URO-ONCOLOGIA:
UPDATE 2024

Nuevas estrategias

PD-Inhibitor nivolumab and Ipilimumab followed by nivolumab vs
VEGF TKI cabozantinib with nivolumab (PDIGREE, A031704) - schema

NEW
NCTN trial Sl m lV
- ‘ .
1mdlulv Non-PD ‘

Nivolumab 480mg IV
'696 every 4 weeks +

mm PO daily
PD

WM&!WN

Key 2° endpoints:
Tonteo -- 1-year CR rate
1° endpoint:
3-year 05 -- PFS
(60% nivo vs 70% nivo-cabo, HR 0.70 -- ORR by RECIST
Study chairs: Zhang & Choueiri 85% power, 2-sided a=0.05) -- Toxicity of nivo-cabo
Study activated in NCTN May 2019 PDIGREE: Alliance trial A031704

Presented by Suarez C at ASCO-GU 2024 e



ACTUALIZACION EN URO-ONCOLOGIA: —
CONCLUSIONES

El panorama de la 2%linea ha cambiado - a la espera de resultados de estudios fase 3
para identificar la mejor secuencia.

A la hora de elegir el mejor tratamiento siempre debemos tener en cuenta: el tratamiento
previo, el objetivo, el perfil de toxicidad, las comorbilidades y preferencias del paciente.

Hoy por hoy, el tratamiento con mayor evidencia a la PD de las combinaciones es un TKI
que no haya recibido previamente.

Actualmente no hay evidencia para poner |0 a la PD de IO.
-> ¢ Posible papel en combinacion con nuevos farmacos?
- ¢ Seleccidon segun el mecanismo de resistencia a [0?

Belzutifan aumenta ORR y PFS a largo plazo, sin claro beneficio en OS y mayor tasa de
progresiones como mejor respuesta.
- Papel todavia no claro, ¢en combinacion?;en poblacion seleccionada?
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