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SWENOTECA / COTRIMS

Why primary RPLND
Five centers: Trondheim, Oslo, Bergen, Stockholm, Gothenburg, Cologne b T
ST sl B No increased risk of late toxicity affecting
94 patients (66 SWENOTECA, 28 Cologne) -y Y&E I mortality
= 58 (62%) primary CS | > N D%
= 36 (38%) CS IIA/B \ | v L Many smaller series and new trials, e.g.,
- o SEMS and PRIMETEST

Median age at RPLND 41.8 years (21-79) X P - COTRIMS started in 2018

Median follow-up since RPLND 21 months (range 4-61)
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SWENOTECA / COTRIMS

Results lll: SWENOTECA

Postoperative
* Mean number lymph nodes removed 14 (5-56)
» Mean size of largest malignant lymph node 19 mm (5-49)

» Median number of malignant lymph nodes 1 (0-6)

» Pathohistology
= Seminoma 62 (94%)
= Nonseminoma 1(1.5%)
= Teratoma 1(1.5%)
= Benign histology 1(1.5%)
= Necrosis 1(1.5%)

Results IV: SWENOTECA / COTRIMS

Nine relapses (10%)

Median time to relapse 6 months (range 2.5-19 months)

All relapses good prognosis
Overall survival 100%

Tandstad. ASCO 2023 #5008
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PEACE-1: radioterapia

local

Key Eligibility Criteria

De novo mCSPC

Distant metastatic disease: > 1 lesion on bone
scan and/or CT scan

ECOG PSO -2

Nov 2013 — Dec 2018

On-Study Requirement
Continuous ADT

Permitted
ADT £ 3 months

RANDOMIZATION
—s
1:1:1:1

Stratification n=1172

ECOG PS (0 vs 1-2)

Metastatic sites (LN vs bone vs visceral)
Type of castration (orchidectomyvs LHRH
agonist vs LHRH antagonist)

Docetaxel (yes vs no)

OP: rPFSy OS

SOC: ADT +/- docetaxel x 6
RDT: 74 Gy en 37 fracciones después de docetaxel

SOC+Abiraterone
(n =292)

SOC+Abiraterone+
Radiotherapy
(n=291)

ECOG PS, Eastern Cooperative Oncology Group performance status

Bajo vol: 43%
Alto vol: 57%

Bossi. ASCO 2023 #LBA5000




Resultados

rPFS (low volume population) " 0S (low volume population)

SOC+RT SOC+Abi SOC+ADbI+RT SOC+/Abi
(n=126) (n=126) (n=126) (n=253)

Median, ys. H 26 4.4 7.5 . Median, ys. 6.9 75
(99.9%Cl) (1.7-4.6) (2.57.3) (4,0-NE) § . (95.1%C1) (5,9-7,5) (6-NE)

Events, n. 89 74 55

. SOC+ADbI+RT T, Events,n 111 104
—— . 111 076 W\ e 5
SOCTADI HR (99.9%Cl) sy, (eas HR (0;)4_17;528)

0.86

Global p-value <0.0001

soc

SOC+/-Abi
S(ﬁRT HR(99.9%Cl)* | Ref

1.08 Ref 0.65
(0.65-1.80) (0.36-1.19)

Overall survival
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Time from randomization (in years)
2 3 4 5

Number at risk (censored)
s0C 127(0) 108(0) 86(0) 64(0) 53(1) 34(11) 20(22) Time from randomization (in years)
SOC+Abi 126(0) 113(1) 96(4) 73(5) 64(5) 46(15) 31(27) Number at risk (censored)
SOC+RT 126(0) 105(1) 77(2) 58(2) 48(2) 36(8) 23(18) SOC+/-Abi 253(0) 244(1) 219(5) 198(7) 182(9) 127(39) 75(78)

SOC+Abi+RT 126(0) 116(0) 105(0) 89(3) 79(4) 60(17) 34(41) *Adjusted on stratification factors ( PS, type of castration, docetaxel) *Adjusted on Abitraterone and stratification factors ( PS, type of castration, docetaxel)
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SOC+Abi+RT
 SOC+RT
—

SOC+ADi

SOC

ele SOC+RT  SOC+Abi  SOC+Abi+RT
(n=227)  (n=230) (n=231) (n=221)

Events, n 61 34 45 24

SOC+/-Abi+RT

SOC+/-Abi

SOC+/-Abi
(n=458)

Events, n 106

P-value (log-rank) Global p-value (log-rank)

P-values in arms
w/wo Abi (log-rank)

Patients without Serious Genito-Urinary

T | T | |
1 2 3 4 5

&
o
c
Q
>
w
2
©
c
=
=
o)
=
c
D
O
172
=
o
T
Y
wn
x5
=2
[e]
o
.
3
@
c
kS
S
(2

Time from randomization (in years)
2 3 4 5

Number at risk (censored)
Time from randomization (in years)

SOC 227(0) 205(9) 168(33) 137(53) 105(76) 64(108) 33(134)

Number at risk (censored) SOC+Abi 231(0) 212(9) 180(30) 152(51) 129(66) 87(106) 51(138)
SOC+/-Abi 458(0) 417(18) 348(63) 289(104) 234(142) 151(214) 84(272) 37(316) SOC+RT 230(0) 209(10) 174(35) 139(65) 113(87) 73(124) 38(158)
SOC+Abi+RT 221(0) 195(13) 170(36) 150(51) 130(70) 96(102) 51(146)
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HORRAD

No datos segun volumen

100+

== ADT
== ADT + radiation therapy
logrank p=04

80

607

Overall survival (%)

T T T T

0 24 48 72 %6
Time to death or last follow up (me)
No. at risk
ADT 216 145 65 27 11
ADT + radiation therapy 215 161 61 33 13
100+
. — ADT
~— ADT + radiation therapy
log rank p =0.02
80
g
E’ 507
Eﬂ
4
40
&
-
207
o
T T T T
o 24 48 72
Time from randemisation (mo)
No. at risk
ADT 214 56 14 5
ADT + radiation therapy 210 72 32 13

Boeve. Eur Urol 2019;75:410-8

STAMPEDE (H)

B oOverall survival in high metastatic burden

T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54

567 (11) 547 (42) 500 (58) 428 (41) 312 (27) 245 (43) 161 (20) 100 (7) 48 (3) 13
553 (10) 537 (38) 487 (48) 424 (59) 282 (30) 216 (31) 146 (19) 90 (14) 44 (5) 20

A overall survival in low metastatic burden

100 — —— Control
— Radiotherapy
80
g
T 60+
2 h
2 Tl
T 404
g
o
20
HR 0-68, 95% CI 0-52-0-90; p=0-007
0 T T T T T T T T 1
6 12 18 24 30 36 42 48 54
Number at risk
(events)
Control 409 (5) 400 (9) 387 (17) 361 (17) 265 (12) 217 (22) 155 (16) 110 (8) 67 (5) 25
Radiotherapy 410 (1) 405 (4) 399 (12) 366 (12) 301 (19) 242 (10) 200 (15) 137 (11) 77 (5) 25

Parker. Lancet 2018;392:2353-66

100 4
90 4
80 4
704
60 4
50 4
40 4
30 4
204

Survival probability (%)

10 4
0

Fase Il
Oligometastasico

Radiographic progression-free survival

Control
—  Laocal Therapy

0

N

6 12 18 24 30 36 42 48 54
Time (mo)
umber at risk

Control 100 96 85 80 66 49 37 27 18 14
Local therapy 100 98 93 86 76 68 60 46 24 16

804
701
604
501
404
301
201
10

0

Survival probability (%)

Overall survival

100‘——_‘_&&“
904

—

Control
== Local Therapy

0

6 12 18 24 30 38 42 48 54
Time (mo)

Number at risk

Control 100 100 95 88 81 61 45 36 26 20
Local therapy 100 100 98 95 88 77 68 55 42 23

Dai. Eur Urol Oncol 2022;5:519-525



TALAPRO-2: A Randomized, Double-blind, Placebo-Controlled Study

Talazoparib 0.5 mg* + Primary endpoint
Patient population enzalutamide 160 mg, + rPFS by BICR?
+ First-line mCRPC once daily
+ ECOG performance status (PS) 0 or 1 (*0.35 mg daily if moderate renal Key secondary endpoint
« Ongoing androgen deprivation therapy impairment) » Overall survival (alpha protected)

Stratification : N=636: 399 HRR+ Other secondary endpoints

» Prior abiraterone? or docetaxel in
castration-sensitive setting (yes vs no)

HRR gene alteration status Placebo +
(deficient vs nondeficient or unknown)
(all-comers cohort only)

Time to cytotoxic chemotherapy
PFS2 by investigator assessment®

] Objective response rate (ORR)
enzalutamide 160 mg, Patient-reported outcomes

once daily Safety

Samples prospectively assessed for HRR gene alterations (BRCA1, BRCA2, PALB2, ATM, ATR, CHEK2, FANCA,
RAD51C, NBN, MLH1, MRE11A, CDK12) using FoundationOne®CDx and/or FoundationOne®Liquid CDx

BICR=blinded independent central review; rPFS=radiographic progression-free survival.
a0One patient in each treatment arm received prior orteronel. ®Per RECIST version 1.1 (soft tissue disease) and Prostate Cancer Clinical Trials Working Group 3 (bone disease). Time from randomization to the date of documented progression on
the first subsequent antineoplastic therapy or death from any cause, whichever occurred first.

Tratamientos previos para CPHS: abiraterona 8%; docetaxel 30%
Fizazi. ASCO 2023. #5004




TALAPRO-2 HRR-Deficient Primary Endpoint: rPFS by BICR
Treatment with talazoparib plus enzalutamide resulted in a 55% reduced risk of progression or death

1.0 4
TALA + ENZA PBO + ENZA

(N=200) (N=199)
Events, n 66 104

Median (95% ClI), Not reached 13.8
months (NR) (21.9-NR) (11.0-16.7)

0.45 (0.33-0.61);
P<0.0001

Talazoparib + Enzalutamide

HR (95% CI)

Probability of rPFS

Median follow-up for rPFS was
17.5 and 16.8 months, respectively
Placebo + Enzalutamide

0.0 4

— T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42
No. at risk Months

TALA + ENZA 200 191 180 168 163 131 107 8 82 60 49 45 34 26 21 19 9 4
PBO + ENZA 199 171 149 131 126 96 67 51 47 38 29 256 21 11 7 7 4 0

2 1 0 0
0 0 0 0

A consistent treatment effect was seen for investigator-assessed rPFS: HR 0.48 (95% Cl, 0.33-0.67); P < 0.0001

Stratified hazard ratios (HRs) and 2-sided P values are reported throughoutthis presentation unless otherwise stated.

BRCA1/2 15/71 54/84
No 51/129 50/115

The HR for all patients, and by BRCA1/2 status, was based on a Cox model stratified
by the randomization stratification factors. For all other subgroups, the HR was based
on an unstratified Cox model with treatment as the only covariate.

TALAPRO-2 HRR-Deficient: Overall Survival (Interim Analysis)

Overall survival data are immature (24% maturity overall)

1.0 4
TALA + ENZA  PBO + ENZA

(N=200) (N=199)
Events, n 43 (5%

Median (95% Cl), NR 337
months  (36.4-NR) (27.6-NR)

HR 0.69 (95% Cl, 0.46-1.03)
P =0.068

Talazoparib + Enzalutamide

HR (95% ClI)

Probability of OS

Placebo + Enzalutamide

BRCAm HR 0.61 (95% Cl, 0.31-1.23; P= 0.16)
non-BRCAm HR 0.71 (95% Cl, 0.43-1.18; P= 0.18)

0.0 4

T i D T T T e e T B S e e ]
2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 4
No. at risk Months

TALA + ENZA 200 199 197 193 187 172 152 130 118 103 90 79 59 43 31 27 19 9 5 1 0 0
PBO+ENZA 199 198 190 184 176 159 140 116 99 83 74 60 44 36 27 23 11 5 1 0 0 O

18 patients in the control arm and
3 patients in the talazoparib arm
subsequently received olaparib

0.20 (0.11-0.36) < 0.0001
0.72 (0.49-1.07) 0.10

' ‘ ! 1

0.0 0.5 i 1.5
- B
Favors Talazoparib + Enzalutamide Favors Placebo + Enzalutamide

Mejoria en progresion BQ, estado de salud y en tiempo a QMT y PFS-2

Tasa de respuestas: 67 vs 40%; completas 38 vs 18%

Toxicidad grado 3-4: 66 vs 37%

Fizazi. ASCO 2023. #5004




PROpel: Phase lll trial design

Patient population

+ 1L mCRPC

« Asymptomatic, mildly
symptomatic, symptomatic

Abiraterone 1000 mg qd*
+

olaparib 300 mg bid
n=399

No prior abiraterone

Other NHAs allowed if
stopped 212 months prior

Full dose of abiraterone and
olaparib

to enrollment
ECOG 0-1

Stratification factors

« Site of distant metastases:
bone only vs visceral vs other

Abiraterone 1000 mg qd*
+
placebo
n=397

+ Prior taxane at mHSPC:

yes vs no

Full dose of abiraterone

DCO1: 30 July 2021
rPFS (primary)

Primary endpoint

rPFS by investigator assessment
(sensitivity analysis by blinded independent central review)

Key secondary endpoint

oS

Additional preplanned analyses:

TFST
PFS2
HRQoL

HRRm status (by tissue and ctDNA after randomization
and before primary analysis; see supplement)

Safety and tolerability

DCO3: 12 October 2022
OS (final pre-specified)
current dataset

DCO2: 14 March 2022
OS (interim)

Analysis timeline: l—i— l

PROpel: OS in HRRm and non-HRRm subgroups (DCO3)

A trend towards OS benefit was observed across HRRm and non-HRRm subgroups

Probability of 0S

Number of patients at risk:
Abiraterone + olaparib 111 111 107 105 102 96

HRRm (28.4% of ITT population)

Abiraterone+ | Abiraterone +
olaparib (n=111) | placebo (n=115)

Events,n (%) 48 (43.2) 69 (60.0)
W Median, months NR 285
o HR (95% CI) 0.66 (0.45-0.95)
08
074
06
05 -
04 e
031
024
014

00 | S T e e (v s [T P T D P [ SRS [T I T, e 77 ) R D |
0 2 4 6 8 10 1214 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48
Time from randomization (months)

94 90 87 86 83 79 77
99 92 86 82 LR

115 113 109 107

Probability of OS

Number of patients at risk:
Abiraterone + olaparib 279

Non-HRRm (69.3% of ITT population)

Abiraterone+ | Abiraterone +
olaparib (n=279) | placebo (n=273)

Events,n (%) 123 (44.1) 132 (48.4)

Median, months 421 38.9

HR (95% CI) 0.89 (0.70-1.14)

S s S S A S A, S A S S S S A e e
0 2 4 6 8 10 1214 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48
Time from randomization (months)

7 198 190 179 175 170 16!
108 177

Clark. ASCO GU 2023

rPFS + en poblacion ITT

MAGNITUDE Study Design

Patient eligibility
+ L1 mCRPC
— <4 months prior AAP
allowed for mCRPC
+ ECOGPSOor1
+ BPI-SF worst pain score <3

Stratifications
Prior taxane-based
chemotherapy for mCSPC
Prior ARi for nmCRPC or
mCSPC
Prior AAP for L1 mCRPC
HRR+ cohort only:
— BRCA1/2 vs other
HRR gene alterations

Prescreening for
BM status

BRCA1/2
NIRA + AAP n=113

R Other HRR

n=99

1:1 randomization

BRCA1/2
PBO + AAP n=112

N=211

Other HRR
n=99

IA2 assessments

Primary endpoint®
* rPFS by central
review

Secondary endpoints®
« TCC
- TSP
- 0S

Other endpoints
« TTPP
* TTPI

MAGNITUDE BRCA Patients: NIRA + AAP Delayed the Time to
Chemotherapy with a Trend in Overall Survival

Timeto initiation of cytotoxic chemotherapy in

bgroup

PBO + AAP: median 27.3 mo

the BRCA sul

l

Patients without event (%)

Patients without event (%)

0S in the BRCA subgroup

NIRA + AAP: median 29.3 mo
Events: 43

-
PBO + AAP: median 28.6 mo
Events: 49

T

Months from randomization

Months from randomization

A clinically meaningful improvement in time to initiation of cytotoxic
chemotherapy was observed in the niraparib + AAP group compared with the
placebo + AAP group

Substantially more BRCA patients in the PBO + AAP arm (22) received
subsequent PARPI with or without chemo treatment relative to the NIRA + AAP
am (1)

IPCW analysis of OS showed a 46% reduction in the risk of death with niraparib
+ AAP compared with placebo + AAP (HR, 0.54 [95% CI, 0.33-0.90])

The OS stratified analysis HR was 0.88 (95% CI, 0.58-1.34), with a trend toward
improvement in OS observed in the IPCW analysis (HR=0.54 [95% CI, 0.33-
0.90])

Efstathiou. ASCO GU 2023
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CAPTURE: Study design

PROREPAIR-B
= mCRPC
—> e e d All standard Tx [ o
studies NCT03075735

PROSTAC

— Docetaxel —
NCT02362620

Gene Panel

Patient eligibility
Enrolled prospectively in any PROCURE
study at 1L mCRPC ATM
1L with standard dose of docetaxel, BRCA1
cabazitaxel, AAP* or enzalutamide BB';'\’CI::‘IZ
Availability of a DNA sample for germline CDK12
variants analysis

CHEK2
Archived FFPE sample with tumor tissue
amenable for molecular analysis
according to central pathologist

CAPTURE
Cohort 1

FANCA

HDAC2

PALB2
RADS51B
RADS4L

Planned analyses groups
PROSTAC

NCT02362620

No Prior PARPI or Alkylating agents
ECOG 0-2
Adequate Bone Marrow function

BRCA1/2 vs non-BRCA

BRCA1/2 vs HRR non-
BRCA

1L NHT vs Taxane
Germline vs Somatic
Biallelic vs Monoallelic
BRCA1 vs BRCA2
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FFPE: Formalin-Fixed Paraffin Embedded
*Abiraterone Acetate plus prednisone
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Summary of outcomes by subgroup

All
(N=729)
R4
o* BRCA
ST (n=96)

1L mCRPC .,

“"*#  HRR non-BRCA
‘e, (n=127)
%

S

non-BRCA
(n=633)

0 10 20 30 40 50 60

Months since randomisation

mrPFS mPFS2 =mOS

NOTE: naive, non-adjusted, median survival outcomes
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LUPARP: Phase 1 Trial Schema

Metastatic CRPC (N=48)

* Post enzalutamide, abiraterone
or apalutamide

« Prior docetaxel

» Normal organ function

« ECOG 0-1

+ 88Ga-PSMA-11 + FDG PET/CT
criteria:

v' PSMA SUVmax > 15 at any site

v' SUVmax > 10 at other sites

v" No FDG disconcordance

*no genomic biomarker
preselection

177Lu-PSMA-617 - 7.4 GBq 6 weekly
Up to 6 cycles given in conjunction with olaparib

Primary
Endpoints:
DLTs &
RP2D

Secondary
Endpoints:
Safety,
rPFS,
PSA-RR,
PSA-PFS,
ORR & OS

Sandhu. ASCO 2023 #5005




No DLTs entre los diferentes niveles de dosis
No AEs grado 4

: 0
LuPARP results: PSA Response PSA RR: 66%

-
o

B S onoils PSA>90% response: 44% (most
| S e notable at higher dose levels)
[l Cohort 7: 200mg Day -4-14

[ Cohort 8: 300mg Day -4-14
[l Cohort 9: 300mg Day -4-18

) I o ©

o

RR 78%

[Ny
(=

PSA = 50% response = 66% (21/32)
PSA = 90% response = 44% (14/32)
““““ ORR by RECIST 1.1 = 78% (7/9)

A
S

&
S

RP2D: 7.4 Gb LUPSMA +
*Patients in cohorts 8 & 9 are early in treatment cycles Olap arlb 300 mg BD dayS -4 to
18 of each 6-w cycles

Maximum PSA change from cycle 1 day 1 (%)
8

1
-
o
o

5 10 15 20 25 30
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LDN extendida

N=591

S-1011 Study Design

~ i;g.l

N1,2 allowed Extended LND

Standard + ClI, pre sacral,
distal IVC and aorta

i Standard PLND

N External/internal iliac,

D obturator nodes pT3-4NO,
T2-T4a Urothelial ca pTanyN+
Radical Cystectomy 0 4 Adjuvant

Neoadjuvant Ctx allowed M /' Chemotherapy

I 7

Z

E

Stratification factors:

NAC - cisplatin v
carboplatin v other v none
cT stage — T2 v T3/4a
PS-0-1v2

30-day mortality 9 (1.5%): SLND - 1 (0.3%) vs ELND - 8 (2.7%)

90-day mortality 26 (4.4%); SLND - 9 (3%) vs ELND - 16 (5.5%)

e Assume 55% 3-yr DFS in
standard LND group
(based on review of 8
surgical series 2000-
2009 including 7957
patients)

« 85% power to detect 10-
12% improvement in 3-yr
DFS with extended LND,
clinically significant
(HR=0.72)

« Sample size of 564
eligible patients (282 per
arm)

Disease —Free Survival
All Eligible, Randomized Patients

100% |
80% |\
i HR*=1.10 (95% Cl 0.87, 1.42), 2-sided p=0.40
1 ~
40% |
- 5~—Year
20% #at Risk Events Estimate
| Bxtended LND 292 134 55%
Standard LND 300 129 58%
0% T T T T T T T T |
2 4 6 8 10
# at Risk Years Post—Randomization
Extended LND 292 188 165 12 *HR: Extended vs. Standard LND,
Standard LND 299 197 170 18 adjusted for strat factors
Overall Survival
All Eligible, Randomized Patients
100% *\\
1 M
80% | \‘\"‘x\ HR*=1.15 (95% CI 0.89, 1.48), 2-sided p=0.29
60% |
40%
- 5—Year
20% # at Risk Deaths Estimate
Extended LND 292 124 59%
Standard LND 300 115 63%
0% T T T T ¥ T T T T 1
] (] 2 6 8 10
# at Risk Years Post—Randomization
Extended LND 202 207 176 120
Standard LND 300 224 185 126

Lerner ASCO 2023 #4508




VESPER: OS a 5 anos

N=500 (88% NA)

Trial design (1)

Chemotherapy

> 4 cycles of GC  Gemcitabine 1250 mg/m? d1 and d8

Cisplatin 70 mg/m2 d1 every 3 weeks

Overall survival
(probability)

» 6 cycles of ddMVAC Methotrexate 30 mg/m? d1
Vinblastine 3 mg/m? d2
Doxorubicin 30 mg/m? d2
Cisplatin 70 mg/m?2 d2

+ G-CSF support from d3 to d9 every 2 weeks

GC

Inclusion criteria

» Pure or mixed urothelial bladder cancer (neuroendocrine excluded)
» ECOG PS < 2 and all criteria for cisplatin eligibility
» Written informed consent
AND
»2T2,NO (LN < 10 mm on CT scan), MO (Neoadjuvant CT)
» > pT2 or pN+ and MO (Adjuvant CT)

0.8 -

06 —

04 -

02

0.0 4

No. at risk
dd-MVAC 248

B
All patients 1.0 o Neoadjuvant CT
B dd-MVAC (n=248) B dd-MVAC (n=218)
B GC (n=245) B GC (n=219)
0.8 -
vl @ 66%
- 23> 06
56% S = 57%
> g
TS
o 044
(o]
0.2 -
HR=0.77 (95% CIl, 0.58-1.03)
P=0.078 HR=0.71 (95% ClI, 0.52-0.97)
Padj=0.098 004 P=0.032
T T T T T T T T T T T T
0 1 2 3 4 5 0 1 2 3 4 5
Time (years) Time (years)
No. at risk
217 193 171 157 126 dd-MVAC 218 193 174 156 144 116
245 207 184 157 134 112 GC 219 184 163 140 119 100

Subgrupo neoadyuvante

60% recibieron 6 ciclos de ddMVAC
Cistectomia radical en >90%

Mas astenia, anemiay tox Gl en ddMVAC

Pfister. ASCO 2023 #LBA4507




IMVIGOR-130: 1a respuesta inicial a la induccion no impacta en la OS

Trial design
* Locally advanced

Arm A:
Atezo + plt/gem

or metastatic UC .

* No prior systemic R? | Arm B: Atezo
therapy for mUC 1-"”) | monotherapy

+ ECOG PS 0-2 -
« Eligible for 1L plt- Arm C: Placebo

based chemo + plt/gem

Co-primary efficacy endpoints

*PFSand OS (Arm A vs C ITT)

+OS (Arm Bvs C ITT and PD-L1 1C2/3,
hierarchical approach)

Post-hoc analysis

1) No PD subgroup (CR, PR or SD without PD at/before Week 18):
Evaluate post induction OSP® (since week 18)

Atezo
+ plt/gem

Atezo

Placebo
+ plt/gem

Placebo

Induction period
Atezo/placebo + 4-6 cycles of
chemotherapy

2) PD subgroup (PD at/before week 18): Evaluate OS? (since PD)

Maintenance period
21 dose atezo/placebo monotherapy

+ plt/gem

Placebo
+ plt/gem

Post-induction (week 18) OS in patients with no PD
during induction: OS during maintenance

100 Atezo + plt/gem Placebo + plt/gem
- (n=166) (n=152)
20.5 19.6
i 0/
__ 804 Median OS (95% Cl), mo (17.6,26.0) (14.8,23.9)
X
< 345 26.0
704 & ) L
8 36-mo OS rate (95% Cl), % (27.2,418) (18.7,33.2)
s 01 OS HR (95% ClI) 0.84 (0.63, 1.10)
'§ 50
2 401 ‘
§ 30 |
o H
20 i
10 1
0- i

T T T T g 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 57 60 63 66

Months
No. at Risk
Atezo + plt/gem 166 160 140 124 112 101 90 79 73 65 59 56 55 55 51 50 39 32 23 12 7 3 2
Placebo + plt/gem 152 145 129 106 91 83 74 65 58 51 46 40 36 32 32 31 24 16 1 7 3 0 0

Grande. ASCO 2023 #4503




COMBINATIONS in 1L treatment in mUC

|MVIgOr 130 KEYNOTE-361 Negatlve 0S

Atezolizumab + Chemo — >

Pembrolizumab + Chemo

_ R g BNCT

Placebo + Chemo >

Negative OS P I 2 Awaiting data
s ST Pross release ()

: Durvalumab + Chemo
Durvalumab + : = o VAR |
+ g ) | ] | nab + Chemo
°—> Tremelimumab Nivolumab + Ipilimumab ) ;

—> Chemo Chemo

Apolo, AB. Oral abstract discussion, GU ASCO 2023




Cohort 1

T H O R Key eligibility criteria

Age >18years
Metastatic or
unresectable UC
Confirmed disease
progression

Prior tx with anti-PD-(L)1
1-2 lines of systemic tx
Select FGFR3/2alt
(mutation/fusion)?
ECOG PS 0-2

NCT03390504

Erdafitinib
(n=136)
Once-daily erdafitinib 8 mg with
pharmacodynamically guided uptitration to 9 mg

Chemotherapy of Choice
(n=130)
docetaxel or vinflunine once every 3 weeks

sl Erdafitinib Chemotherapy

b

ECOG PS 0-1, n (%) 124 (91.2) 117 (90)
Primary tumor upper tract, n (%) 41 (30.1) 48 (36.9)
PD-L1 low (CPS <10), n (%) 89 (92.7)° 68 (86.1)?
FGFRalt, n (%)° (n=135) (n=129)
Mutations 108 (79.4) 107 (82.3)
Fusions 25(18.4) 19 (14.6)
Mutations and fusions 2(1.5) 3(2.3)

Prior lines of systemic therapy©

1line 45 (33.1) 33(25.4)
2 lines 90 (66.2) 97 (74.6)

Primary end point:
sH OS5

Key secondary end points:
. PFS

« ORR

» Safety

Loriot ASCO 2023 #LBA4610



THOR

100
-@— Erdafitinib == Chemotherapy
80
12.1vs 7.8 m
HR 0.64 (95%CI 0.47-0.88, p=0.005)
60—
R 3
m- -
wn
O 401 o
20
©- 9
0 I I I [ I I I I I I I [ I I I I |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Months Since Randomization Ne. sEHEk
No. at risk Erdafitinib
Erdafitinib 136 117 97 74 46 35 25 17 15 9 5 3 3 2 2 2 1 0
Chemotherapy
Chemotherapy 130 87 66 43 30 18 13 9 8 3 2 2 1 0O 0O O 0 o

100

80

60

40

20

=@=— Erdafitinib == Chemotherapy

5.6vs 2.7 m
HR 0.58 (95%CI 0.44-0.78, p=0.0002)

136
130

RR: 45.6 vs 11.5%

T T T T T T T T T 1
3 6 9 12 15 18 21 24 27 30 33 36

Months Since Randomization

90 39 24 12 7 3 3 3 2 1 1 0
43 23 9 - 2 2 1 1 0 0 0 0

Loriot ASCO 2023 #LBA4610




Erdafitinib * In the erdafitinib group: Chemotherapy
Patients with AEs, (n=135) ) Patients with AEs, (n=112)
- 18 patients (13.3%) had treatment- n (%)
Any grade related serious AEs

n (%)?

>1 treatment-related AE 131 (97.0) 62 (45.9) - 1 treatment-related death >1 treatment-related AE 97 (86.6) 52 (46.4)

occurred¢

Hyperphosphatemia 106 (78.5) 7.(5:2) Anemia 31 (27.7) 7 (6.3)

Diarrhea 74(54.8)  4(3.0) - AEs with erdafitinib were mostly Alopecia 24(21.4) 0
manageable with dose

Stomatitis 62 (45.9) 11 (8.1) modifications and supportive care Nausea 22 (19.6) 2(1.8)

Dry mouth 52 (38.5) 0 - In the chemotherapy group: Neutropenia 21(18.8)  15(13.4)

PPE syndrome 41 (30.4) 13 (9.6) - 27 patients (24.1%) had treatment- Leukopenia 13(11.6) 9 (8.0)

Onycholysis 31(23.0) 8(5.9) related serious AEs Febrile neutropenia 9(8.0) 10 (8.9)

Patients who - 6 treatment-related deaths Patients who
discontinued study occurredd discontinued study
treatment, n (%) treatment, n (%)

Discontinuation due to

iscontinuation due to
0p)b
treatment-related AEs 11 (8.1%) D

treatment-related AEs

15 (13.4)f

Erdafitinib Chemotherapy
(n=135) (n=112)
Patients with AEs of interest, n (%)
Any grade Grade 3-4 Any grade Grade 3-4
Nail disordersa 90 (66.7) 15(11.1) 6 (5.4)
Skin disordersP 74 (54.8) 16 (11.9) 14 (12.5) 0
Eye disorders (excluding central serous
retinopathy)c 57 (42.2) 3(2:2) 6 (5.4) 0
Central serous retinopathyd 23 (17.0) 3(2.2) 0 0

Loriot ASCO 2023 #LBA4619




FORT-1: rogaratinib

Trial Arm Median OS, Months HR One-Sided
1.0 48 (95% Cl) (95% Cl)  PValue
0.9 - Rogaratinib 8.3 (6.5 to NE) 1.1 67
0.8 - —— Chemotherapy 9.8(6.8toNE)  (0.71t01.72) ~
£ 0.7 -
9 0.6 -
3+
S 0.5 -
—
=2 0.4 -
w
o 0.3
0.2 -
0.1 1
O Censored
I I I I I I I I I 1 1 I 1 I I | I
0 1 2 3 4 5 6 7 8 9 0 11 12 13 14 15 16 17
Time (months)
No. at risk:
Rogaratinib 87 84 73 64 60 56 51 45 a1 33 28 19 16 8 4 1 1
Chemotherapy 88 82 76 72 69 58 49 46 43 33 24 16 14 10 6 2 0 0

Sternberg. J Clin Oncol 2022;41:629
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THOR, EV-301 y TROPHY: pacientes

Tracto o Mets QMT previa
.. Vejiga % ce: o o
superior % hepaticas % 1-2 %
THOR 30 70 23% 100
EV-301 32 67 32 87
TROPHY-U-01 NR NR 34 47

Mod de Petrylak ASCO 2023
Loriot ASCO 23; Powles NEJM 2021; Tagawa JCO 2021




EFICACIA: THOR, EV-301 y TROPHY

I:;? Resp compl % Resp parc %
THOR 12.1 5.6 6.6 39
EV-301 12.9 5.5 4.9 36
TROPHY-U-01 10.9 5.4 5.3 22

Mod de Petrylak ASCO 2023
Loriot ASCO 23; Powles NEJM 2021; Tagawa JCO 2021




EV-103: seguimiento a largo plazo

=]
=1
:

Study Design — EV+P Cohorts -
T 60
" . =
EV-103 is an open-label, multiple cohort, phase 1b/2 study 3 o
g 304
g 20
* Dosing: EV 1.25 mg/kg IV L EE——————————
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56
Expansion Cohort K on Days 1 and 8, and P 200 Time (months)
PoPpal,::::‘i:)n Dose Escalation? Cohort A ozl mg |V on day 1 Of every No.atrisk 45 43 41 41 38 36 34 20 25 25 24 24 23 21 20 20 20 20 20 19 19 19 17 12 8 4 2 2
‘ 3-week cycle
Enfortumab vedotin Enfortumab Enfort b vedoi . : Dose Escalation
Locally advanced + pembrolizumab vedotin + Ll e et « Primary endpoints: AEs, lab + Cohort A
= —s | pembrolizumab B e abnormalities (N = 45)
SR Cisplatin-ineligible e bvedstin , > Grade 32
urothelial 1L Cisplatin-ineligible + Key secondary endpoints: n (%)
carcinoma = :
(n=5) o . 510) Cisplatin-ineligible confirmed ORR, DOR, DCR, Sverall 29 (64.4)
1L and PFS per RECIST v1.1 by : .
(la/mUC) b : : Lipase increased® 8(17.8)
(n=151) BICR® and investigator; OS, :
p|asma/serum PK of EV Rash maculo-papular 5(11.1)
Fatigue 9 ({1:1)
Neutropenia 4(8.9)
R . | . b . I . d d Dose Escalation Anemia 4(8.9)
+ Cohort A
azones ine egl Hda (N = 45) RR 73% Hyperglycemia 4(8.9)
Patient meeting at least one of the following Galsky criteria 44 (97.8%) ' Amylase increased 4 (8.9)
CrCL <60 and 230 mL/min¢ 25(35.6) 0OS 26 m Transaminases increased 3(6.7)
ECOG PS of 2 6(13.3) - —
2 grade 2 hearing loss 5(11.1)
CrCL <60 and 230 mL/min2 and 2 grade 2 hearing loss 5(11.1)
CrCL <60 and 230 mL/mina and ECOG PSS of 2 2(4.4)
ECOG PS of 2 and 2 grade 2 hearing loss 1(2.2)
Patient considered cisplatin-ineligible by the investigator although not meeting
Galsky criteria® 1(2.2)

Gupta ASCO 2023 #4505




NORSE

80—

PFS Probability, %

20—

Patients at risk

Erdafitinib +
cetrelimab

60—

40—

Key eligibility criteria
Age >18years

« mUC diagnosis

« Ineligible for cisplatin®

- Select FGFR alterations
(mutation/fusion)©

- Measurable disease

+ No prior systemic therapy
for muC

Patients with any PD-L1

status could be enrolled

1:1
N=89

—(R)

Progression-free Survival

—a—  Erdafitinib + cetrelimab

—e— Erdafitinib

Median PFS:
11.0 months (95% Cl, 5.5-13.6)
5.6 months (95% Cl, 4.3-7.4)

32 25 21 1 6 5 3 3 1 0 0 0

Erdafitinib 43 32 17 10 8 5 4 3 2 1 0 0 0

Erdafitinib
(n=44)

Once-daily erdafitinib 8 mg with

Primary end point

* ORR

+ Safety

pharmacodynamically guided uptitration to 9 mg

Erdafitinib + cetrelimabd

(n=45)
Once-daily erdafitinib 8 mg + cetrelimab

RR: 44 vs 54.5%

Overall Survival

100
—a—  Erdafitinib + cetrelimab
—e—  Erdafitinib
80—
8
= Median OS:
2 60 20.8 months (95% Cl, 12.0-NE)
.CEB 16.2 months (95% Cl, 8.3-NE)
e
o
& 40 Lo—0—o
7]
o
20
12-month OS rate:
68% (95% Cl, 50-81)
56% (95% Cl, 40-70)
0 T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36

Patients at risk

Erdafitinib +
cetrelimab

Erdafitinib 43

36 35 27 19 M 8 5 3 1 1 1

40 30 21 17 12 % 5 3 2 1 0

Patients with

treatment-related AEs,

n (%)

>1 treatment-related AE

Hyperphosphatemia
Stomatitis

Dry mouth

Diarrhea

Dry skin

Patients who
discontinued study
treatment, n (%)

Discontinuation due to
treatment-related AEs

Secondary end points

DCR
DOR

Time to response
PFS
0S

41 (95.3)
36 (83.7)
30 (69.8)
16 (37.2)
18 (41.9)
14 (32.6)

6 (14.0)

Erdafitinib Erdafitinib + Cetrelimab
(N=43) (N=44)

20 (46.5) 43 (97.7) 20 (45.5)
3(7.0) 30 (68.2) 0
7 (16.3) 25 (56.8) 4(9.1)
0 25 (56.8) 1(2.3)
2(4.7) 13 (29.5) 1(2.3)
16 (36.4)

Erdafitinib Cetrelimab Erdafitinib

9 (20.5)d 6 (13.6)d

Siefker-Radtke. ASCO 2023 #4504







CM 914 (parte A): analisis de subgrupos

Adult patients with localized clear cell RCC at high risk of relapse after radical or partial nephrectomy?

Primary endpoint
——m + DFS by BICR for NIVO+IPI vs placebo
Randomization > 4 weeks unacceptable

"""" and < 12 weeks after surgery T TTTTTTTTTTTTmmmmmmmmmmmmmmmmmmmmmmmmmm mffclé’,",g,'f;ase T
)

Part A @

Secondary endpoints

+ 0OS for NIVO+IPI vs placebo Treat until
« Safety of NIVO+IP| completion of
12 cycles,

. . . week 36,° or
o Primary endpoint withdrawal of
+ DFS by BICR for NIVO vs placebo consent

Part B /29

Secondary endpoints
« 0S for NIVO vs placebo
+ DFS and OS for NIVO vs NIVO+IPI

+ Patient populations for Part A and Part B were mutually exclusive

N =816
. . ——— Expected treatment duration of 24 weeks®
Key inclusion criteria?-2 Stratification factors:
« Radical or partial nephrectomy & RathalagiscTNM Stazings NIVO 240 mg IV Q2W (x 12 doses)
* Type of nephrectomy IPI 1 mg/kg IV Q6W (x 4 d

« Predominant clear cell histology s mg/kg IV Q6W (x 4 doses)
» Pathologic TNM staging: N = 405

o pT2a, G3 or G4, NO MO/pT2b, G any, NO MO o

o pT3, G any, NO MO Placebo IV Q2W (x 12 doses)

o pT4, G any, NO MO/pT any, G any, N1 MO + Placebo IV Q6W (x 4 doses)

Randomization > 4 weeks N = 411

* No evidence of residual disease or metastases after and < 12 weeks after surgery

nephrectomy, confirmed by BICR

Primary endpoint: DFS by BICR for NIVO+IPI vs placebo
Secondary endpoints: OS for NIVO+IPI vs placebo, safety of NIVO+IPI

Motzer. ASCO 2023 #4506




100+ ; :
Disease-free survival by BICR'
90
L gl 76.4%
F
3 70- !
§ | 74.0% - -
5 60- i
- ! '
T 7 :
3 i L u
o 40+ !
£ Median DFSs, :
4 301 Treatment Events/patients  months (95% CI) !
i - NIVO+IPI 110/405 NR (NE)
e Placebo 118/411 50.7 (48.1-NE) E
10+ HR (95% Cl), 0.92 (0.71-1.19); P = 0.5347
1
1
0 T T T t T T T T T
0 6 12 18 24 30 36 42 48 54
Months
No. at risk
NIVO+IPI 405 337 299 270 224 150 89 42 13 0
Placebo 411 340 299 275 227 155 90 38 8 0

Sarcomatoid features

(n = 40)
100
904
&
,1? 80 m i Aqj 11 Lt 1
2 701
a
2
a 604
g
a In 1 11 )
o 404
o Median DFS,
“a-: 304 Treatment Events/patients months (95% Cl)
n
g 204 NIVO+IPI 4/19 NR (NE)
a8 (04 Placebo 12/21 21.0 (5.2-NE)
HR (95% Cl), 0.29 (0.09-0.91)
C T T T T ¥ T T T T
0 6 12 18 24 30 36 42 48 54
Months
No. at risk
NIVO+IPI 19 17 15 14 12 10 8 5 2 0
Placebo 21 13 11 11 8 7 3 2
PD-L1 > 1%?
(n=102)

Disease-free survival probability (%)

Median DFS,
30 Treatment Events/patients months (95% Cl)
204  NIVO+IPI 11/56 NR (NE)
. Placebo 20/46 50.7 (12.1-NE)
HR (95% Cl), 0.40 (0.19-0.84)
0 T T T T T T T T T
0 6 12 18 24 30 36 42 48 54
Months
No. at risk

NIVO+IPI 56 46 43 39 35
Placebo 46 36 27 25 20

25 17 12 6 0
15 1 11 5

Motzer. ASCO 2023 #4506



CLEAR

Final OS analysis

1.0
0.9-
0.8
£ 07
| 06
= LEN + PEMBRO
a 05-
g 0.4- | Median OS, months (95% CI)
€ 5] [LEN+PEMBRO | 537 (48.7-NE)
o 7| [sun 54.3 (40.9-NE)
02 THR (95% CI) 0.79 (0.63-0.99)
0.1 | Nominal P-value | 0.0424
0 + Censored : )
0 6 12 18 24 30 36 42 48 54 60 66
. ’ Time (months)
No. of patients at risk
355 338 313 296 269 245 216 158 197 34 5 0
357 308 264 242 226 208 188 145 108 33 3 0
Objective response rate per independent review?
Relative risk® (95% CI): Best overall response with LEN + PEMBRO
1.94 (1.67-2.26) i
100 PD  4.5%
5.4%
ORR: 71.3%
75— 95% CI*: 66.6-76.0
PR with 275%
reduction (near-CR)
50— ORR: 36.7% 16.6%
0, c
95% Cl°: 31.7-41.7 e
reduction
05— 23.7%
PR PR with 230%—<50%
53.0% reduction
12.7%

LEN + PEMBRO

SUN

Motzer. ASCO 2023 #LBA4502

KN-426

Overall Survival in the ITT Population

100 —1 End of Pembrolizumab Events, n (%)  Medlan (95% CI), mo
Treatment Pembrolizumab + 270 (62.5) 47.2 (43.6-54.8)
90 —i Axitinib
Sunitinib 280 (65.3) 40.8 (34.3-47.5)

Overall Survival, %
[4)]
o
|

10 —

62.6%
53.8%

:gg,ﬁ: 41.9%

37.1%

[ HR, 0.84 (95% Cl, 0.71-0.99) ]

0 T T |
0 6 12 18

No. at risk

Pembro + Axitinib 42 409 368 u7
Sunitinib 429 are 336

IMDC Intermediéte/Poor Risk: OS, PFS, ORR

I I I
24 30 36 42 48 54

Months From Randomization

(o) NP FEETTREE] [
o

66 72 78

320 287 268 242 209 194 173 88

252 0 189 152

0s PFS 100
HR, 0.76 (95% CI, 0.62-0.93) HR, 0.68 (95% CI, 0.56-0.82)
Events, Median N 90
n (%) (95% Cl), mo Events, Median
n (%) (95% Cl), mo
100+ :iﬁ}:{;’ MERON S22 063479) 100 %~ Pembro + 209(71.1) 13.8(12.3-18.0) 80
90 Sunitinib 22(71) 203237343 S 90 Ao ®
e ™1 o S = Sunitinib 220(738) 8.3(66-10.0) °. 79
o % $ 0 b ORR_]
== 70 56.9% Z 704 § 60 [568%
© 42.9% 2 a
2 60 | D 60 o
2 38.0% $ [
& i 30.4% & 5o =
4 : , B 5
F 0 ' . S 407 17.9% 5% L 34.2% SD
2 30 : A @ 30- %
© 2- ' ; - ! a2
: ' H | 22.1%SD
10+ 1 ) o 10 H 20
| ! 1
0- H " 0 [ n
TG ok ik oF =k ok zF b 2l 2l ol R o
0 6 12 18 24 30 36 42 48 54 60 66 72 78 0 6 12 18 24 30 36 42 48 54 60 66 72 78 10 5.0% PD| [22.8% PD
Months From Randomization Months From Randomization
M'“"’k»». 274 254 220 202 178 165 145 128 117 106 52 O No.nm\n 187 145 114 83 65 57 49 39 35 24 7 o
204 274 254 220 202 178 W 45 128 17 06 52 9 0 294 87 45 114 3 @ 7 49 3 24 7 ) Pembro"zumﬂb* sunitinibb

298 250 213 188 165 145 126 114 103 94 86 43 6 ¢

298 147 91 B4 40 26 19 16 14 11 7 2 0 0

Axitinib?

Rini. ASCO 2023 #LBA4501




The global, Phase lll CONTACT-03 study

a Key eligibility criteria )

» Advanced/metastatic clear cell or non—clear cell
RCC with or without a sarcomatoid component

» Radiographic progression on or after prior ICl
treatment

= |Cl as adjuvant, 1L or 2L (single agent or in
combination with another permitted agent)

= |Cl in the immediately preceding line of therapy j

@ Stratification factors )

* IMDC risk group
Ovs 1-2vs 23

* Histology
Dominant clear cell without sarcomatoid vs
dominant non-clear cell without sarcomatoid vs
any sarcomatoid®

* Most recent line of ICI

\_ Adjuvantvs 1L vs 2L Y,

N=522

Atezolizumab 1200 mg IV q3w
+ Cabozantinib 60 mg daily PO

Cabozantinib 60 mg daily PO

fPrimary endpoints
* Independent centrally-assessed PFS¢
+OS

Key secondary endpoints
* Investigator-assessed PFS¢
* ORR (per central review and per investigator)c

+ Duration of response (per central review and per
investigator)©

& Safety

_/

Choueiri. ASCO 2023 #LBA4500




Estudio negativo

Primary analysis of centrally reviewed PFS

(primary endpoint)

PFS per central review (%)

100

8

3

&

»n
(=]
L

Number at risk

Atezo + Cabo
Cabo

14

Interim analysis of OS (primary endpoint)

100 4
Atezo + Cabo Cabo
(n=263) (n=259)
PFS events, n (%) A 166 (64) ‘ 0
Median PFS (95% Cl),mo | 106 (9., 12.3) [ 10.8 (10.0, 12.5)
12-month PFS (95% CI), % \ 44(38,50) |  48(42,54)
Stratified HR (95% CI)® \ 1.03 (0.83, 1.28); P=0.784° 9 Ly
8 Atezo + Cabo Cabo
. 40 (n=263) (n=259)
Nzer:‘a:;ﬁzzs;::;et PFS events, n (%) 89(34) | 87 (34)
Atezo/Cabo Median OS (95% Cl),mo | 25.7 (25.1, NE) NE (21.1, NE)
27 | 12-month OS (95% CI), % 79 (73, 84) 76 (71, 81) Overlapping curves:
| Stratified HR (95% CI)* 0.94 (0.70, 1.27); P=0.690 no difference in OS
0- T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
0 2 4 6 8 1?rime ;::\ont}::) 16 18 20 22 24 26 ke Time (months)
W e i G W W B @ 8 & . p Atezo + Cabo 263 259 240 229 215 207 1% 157 127 91 50 31 15 3 1
259 242 216 183 183 130 109 7 52 34 12 8 5 1 Cabo 259 247 235 221 207 195 182 145 113 88 50 2 " 3 2
Grade 3 or 4 AE 177 (67.6) 158 (61.7)
o B
Grade 3 or 4 treatment-related AE 145 (55.3) 121 (47.3)
Death due to AE 17 (6.5) 9 (3.5)
| Death due to treatment-related AE 3(1.1)
Serious AE 126 (48.1) 84 (32.8)
Serious treatment-related AE 63 (24.0) 30 (1.7

Choueiri. ASCO 2023 #LBA4500



100+

’
No celulas claras
80
KN-B61
© 60
3
>
S— 50._.
Key Eligibility Criteria S
Histologically confirmed diagnosis of Pembrolizumab 5 40
nccRCC (per investigator) 400 mg IV Q6W for o
- 30+
Locally advanced/metastatic disease 18 cycles:( 2 years)
No prior systemic therapy y Lenvatinib 20
Measurable disease per RECIST v1.1 " 20 mg PO QD o
KPS 270%
0_
. Total population Papillary Chromophobe Unclassified Translocation Other
End Points N = 158 n=93 n=29 n =21 n=6 n=9
* Primary: ORR per RECIST v1.1 by BICR
* Secondary: CBR, DCR, DOR, and PFS per RECIST Progression-Free Survival Overall Survival
v1.1 by BICR; OS; safety and tolerability " g
00_ 100- 82% (95% Cl, 75-88)
90 - 90—
80_ 63% (95% CI, 54-70) 80'

S !

. E E N :

: 2 | !

44%: riesgo favorable g 704 : 5 701 |

- “ 50 : =} - 1

Pembrolizumab + £ ] : z jg !

P ° ' SR i

lenvatinib 2 30+ | g 30 :

% 20 cversneo  @5%Ch months | °© 20 Evensnen  (e5% . month :

N = 158 2 104 62(39)' 17’,9 - 10 35(22), : N;R H

49 o (14-NR) : -1 (NR-NR) :
ORR (CR + PR), O r—T—T T T T T T 11 Or—T T T T T T T T T
% (95% CI) (41-57) o, 2 48 81012141618 20 w0 2 4 6 8 10 12 14 16 18 20

158 150 124 110 100 70 59 40 18 3 0 158 155 150 144 140 108 88 68 52 20 0

Lee. ASCO 2023 #4518



No celulas claras

CaNlI

CaNI Schema

Metastatic
RCC with
variant
histology

Treatment Naive or
1 prior line therapy

Cabo 40 mg
daily*

Ipi 1 mg/kg

g3 weeks x 4

Nivo 3 mg/kg
g3 weeks x 4

Cabo 40 mg
daily*
Nivo 480 mg
g4 weeks

*Reduction to 20 mg daily, every other day allowed
Primary Endpoint — Objective Response Rate (ORR) per RECIST 1.1
Secondary endpoints — Progression Free survival (PFS), Overall survival (OS), Safety

Papillary

Chromophobe

Translocation

Unclassified RCC

Z0—0umAUWOOXT

N & Sarcomatoid Differentiation
40- ORR 18% (80%Cl: 10%-28%)

- Disease control rate (SD+PR) 76%

ol

% Decline from Baseline
N
o
1

25% en papilares

-60
-80
Histology
[ Chromophobe [ Other I Papillary
-100 | ] Translocation [Nl Unclassified RCC TTS

T T T T T L T T T L T T T T L] T T T T
11 13 15 17 19 21 23 25 27 29 31 33 35 37
Patient Number

1 3 5 7 9

Kaplan Meier estimate of progression free survival

No. of PFS events: 21

Kaplan Meier estimate of overall survival

1.0
6-month PFS: 68%(50%-80%) 1.0

057 12-month PFS: 51%(32%-67%)
's < 0.8
£ 0.6 2 .
S £ 06
2 - 53
& 04 £ 04

] No. of death: 7
0.2 0.2 12-month OS: 79%(58%-90%)
0.0 -
LI L L L L B ) N B B B
2 1 21 24
e = 8 . ! ¢ e 0 3 6 9 12 15 18 21 24
No. at risk Months Since Start of Therapy No. at risk Months Since Start of Therapy

39 27 21 12 8 4 3 2

2

39 36 28 19 15 11 7 5 4

Tox grado 3-4: 74% (21% disc)
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No celulas claras

Cabo-nivo

1stline 2" line Papillary* | Unclassified Transloc
(any (any (32) w/o papillary | ation-
histology, | histology, features (6) assoc.
N=26) N=14) (2)
ORR 54% (33, 36% (13, 47% (30, | 50% (12, 88) 50% (1,
73) 65) 64) 99)
CR 1 (4%) 0 1 (3%) 0 0
PR 13 (50%) 5 (36%) 14 (44%) | 3 (50%) 1 (50%)
SD 12 (46%) 7 (50%) 16 (50%) | 2 (33%) 1 (50%)
PD 0 2 (14%) 1 (3%) 1(17%) 0
Med. PFS, 1415
months 11 (7, 19) 13 (5, 16) 13 (7,16) | 8 (1, NE) 23)( '
(95% Cl)

*Includes 16 unclassified with papillary features, 11 high grade papillary and 5
FH-deficient RCC.
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No celulas claras
Cabo-nivo

1.0

>

0.8
0.7 -
0.6 -
0.5
0.4

0.3 -
0.2 - H_H

PFS probability

0.1
0.0 -

0.9- PFS: 13 m

Months from start of study treatment

w

Survival probability

1.0
0.9
0.8
0.7
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0.5
0.4
0.3
0.2
0.1
0.0

-

40

38

0S: 28 m
1

32 28 23 13 10 7 s

12 18 24 30 36 42 48

Months from start of study treatment
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Eficacia del tratamiento en 12 linea basado en inmunoterapia en pacientes con
componente sarcomatoide y/o rabdoide: Datos del IMDC

103 patients withS/R nccRCC were included, of whom 33 (32%) received 1L 10 regimens
S/R nccRCC Non-S/R nccRCC

Cox: p-value < 0.0001 Cox: p-value = 0.23

| 10 Regimens | VEGF-TT | 10 Regimens | VEGF-TT
Median OS, mos NR 7.0 Median OS, mos 243 14.8
(95%Cl) (19.3-NR) | (3.9-13.0) (95%Cl) (16.6-NR) |(12.7-18.1)

\,
N
X

N=33

(Probability)

=
—
=
©
Q
O
—
e
w

N
(6]
N
N
2
>

%1 /0-based regimens [l\VEGF-TT %1 10-based regimens BVEGF-TT
0 10 20 30 40 ' ' 0 10 20 30 40
Time (months) Time (months)
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S/R nccRCC

I0 Regimens

VEGF_TT

Response
Category

No Response
B Response

Non-S/R nccRCC

IO Regimens

VEGF_TT

Response
Category

No Response
B Response
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La combinacién de RDT
con trat® sistémico
intensificado mejora
rPFS en CPSCm de bajo
volumen (PEACE-1)

Talazoparib + AA

mejora rPFS en
pacientes HRR+; OS
pendiente (TALAPRO-2)




La combinacién de RDT
con trat® sistémico
intensificado mejora
rPFS en CPSCm de bajo
volumen (PEACE-1)

Talazoparib + AA
mejora rPFS en
pacientes HRR+; OS
pendiente (TALAPRO-2)

LDNA extendida no
mejora DFS ni OS

VESPER: ddMVAC

EV-103: importante
ORR que ha llevado a

su aprobacién por la
FDA

THOR: erdafitinib

mejora resultados en 2-
3 L FGFR+




La combinacién de RDT
con trat® sistémico
intensificado mejora
rPFS en CPSCm de bajo
volumen (PEACE-1)

Talazoparib + AA
mejora rPFS en
pacientes HRR+; OS
pendiente (TALAPRO-2)

LDNA extendida no
mejora DFS ni OS

VESPER: ddMVAC

EV-103: importante
ORR que ha llevado a

su aprobacién por la
FDA

THOR: erdafitinib

mejora resultados en 2-
3 L FGFR+

Nivo-ipi: no debe usarse
en adyuvancia; mejoria
en subgrupos en SLE
CONTACT-03: en
ocasiones mds no es
mejor

CLEAR y KN-426
mantienen beneficio

No células claras: KN-
B61; sarcomatoide
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