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UPDATE 2025 ¢Por qué hablamos de secuencia*
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Von der Maase H, et al. JCO2020; Sridhar SS, et al. ASCOGU2023; Van der Heijden M, et al. ESMO 2023, NEIM2023; Powles T, NEJM 2023
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Swami U, Grivas P, Pal S, Agarwal N. Cancer Treat and Research 2021
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88.46%

Analisis multivariado 3L: ECOG>/1, IMC<21Kg/m2, NRL>/3 basal prela linea
Kita Y, et al. Int J of Urology 2024
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Secuencia, ¢después de qué?

Pasado Presente Presente préoximo Futuro
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Cisplatino-gemcitabina/Carboplatino-gemcitabina

— I~ —
e

r R Docetaxel Atezolizumab Pembrolizumab
| IMVIGOR211 KEYNOTEDA4S
=4 Fase I I

N 1 in cidad
| ORR(%) 8.6 13 15 (23 1C2/3) 211
RC (%) 0 0
S SLP (m) 3 4 21 21 —
| sG(m) 6.9 9 8.6 10.3
AES (G3-5,%) 50 60 18 \____15

2012
Bellmunt J, et ol Ann Oncol 2013; Albani C, et al. Exp Op Inv Druas, 2015; Powles T, et al. Lancet 2018; Bellmunt J, et al. N Engl } Med 2017
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Long-term Analysis
Dats Cut-0ff: 4th Juna 2021
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29.7 (25.2-34)

44 35 28 19 T 5 O

T escaone |

05 desde inicio QT 20.5 (19.0-23.5) 0.77 (0.60-0.90)
Cisplatino gemcitabina 31 (24.9-37.1) 23 (19.2-30.9) 0.79 (0.61-1.02)
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Powles T, et al. ASCO2020; N Engl J Med 2020; J Clin Oncol 2023
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Bellmunt J, et al. Ann Oncol 2013; Albani C, et al. Exp Op Inv Drugs, 2015; Rosenberg JE, et al. Ann Oncol 2023; Loriot Y, et al. N Engl Med 2023; Powles T, et al. Ann Oncol 2025
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Subsequent treatment consisted of treatment options available in 2021

. _ Patients discontinuing avelumab 1L
Total of patients (N = 700} maintenance, due to PD (n = 484)
Avelumab + BSC BSC alone Avelumab + BSC BSC alone
N (%) (n = 350) (n = 350) (n=200) | (n=275)
Patients who discontinued
avelumab 1L maintenance and 185 (52.9) 252 (72.0) 158 (75.6) 225 (81.8)
received subsequent treatment
PD-1 or PD-L1 inhibitor 40 (11.4) 186 (53.1) 27 (12.9) 166 (60.4)
FGFR inhibitor 10 (2.9) 13 (3.7) 10 (4.8) 11 (4.0)
Any other drug 177 (50.6) 156 (44.6)* 151 (72.2) 139 (50.5)
Ongoing avelumab 1L
maintenance treatment < I 10 (2.9) L B y -

gemcitabine (n = 87), carboplatin (n = 66), paclitaxel (n = 60), vinflunine (n = 46),cisplatin (n = 37) and
EV (n=9)

—
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Secuencia. Presente proximo estudio Checkmate-901

Table 83. Subsequent Cancer Therapy Summary.

Nivolumab+ Gemcitabine-
Gemeitabine-Cisplatin Cisplatin
Category, n (%) =304 N304
E Panents “hwﬂl any subsequent therapy® 2T(41. M ]
Patients who received subsequent radiotherapy 31(102) I6(118)
Patients who received subsequent surgery 26 (8.6) 22(7.2)
Anti-PD-1 22(7.2) 72(23.7) —I . o
Nivolumab 6(2.0) 5(L.6)
Pembrolizumab 14(46) 54(17.8) QT p l atino 8 . 2 A)
ToriEimub 0 6 E.DJ . .
Anti_PD-L1 3(1.0) 52(7.1) Gemcitabina 7.6%
Atezolizumab [1] 13 (4.3)
Avelumab 3(1L.0) 32(10.5) H (0)
e - = AntiPD1 7.2%
b, S LT .
[ T er——" 25 652 %ee ] Paclitaxel 5.3%
Carboplatin 12(3.9) 7(2.3)
Cisplatin 11(36) 18(59) (o)
Unassigned 91 (29.9) 81(26.6) Docetaxel 3.3 A)
Antineoplastic 2(0.7) 3(1.0)
Cabozantinib 2(0.7) 4(1.3) EV 3.3%
. Disitamab vedotin 3(1.0) 2(0.7) |
Docslaxcl 10(33) 5(16) ang. B v)
Doxorubicin ] 3 (1.0} Erdafltlnlb 2.0%)
Enfortumab vedotin 10 (3.3) 9(3.0)
Er inil 6(20) 4(1.3)
Gemgitahine 23 (76) 18(5.9)
Herbs a(1.3) 1(0.3)
Investigational antineoplastic 11(3.6) 11 (3.6)
Methotrexate 2(0.7) 4(1.3)
Munoilunnl mtiw 4 [m 3 i I.I]l
I Paclitax lﬁiSJI 25 Ig!l I

Van der Heijden M, et al. ESMO 2023, N Engl Med 2023 suppl!
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Secuencia. Presente préoximo EV-302

Table 53. Summary of Subsequent Therapy

Enfortumab vedotin— Chemotherapy
pembrolizamab (N=444)
Parameiers (N=4412)
Number of patients (percent)
Patients who remained on freatment 144 (32.6) 0
Patients who received subsequent anticancer 140 (31.7) 313 (70.5)
therapies
First subsequent systemic therapy 128 (29.0) 294 (66.2)
Platinum-based therapy 110 (24.9) 17 (3.8)
PD-1/PD-L1 inhibitor-containing 7(1.6) 260 (38.6)
therapy
Maintenance therapy - 1] 143 (32.2)
Avelumab 0 135 (30.4)
Other therapy 7(1.6) 117 (26.4)

‘Included atezolizumab, avelumab, ipilimumab, M 6223, nivolumab, Nkir 255, and pembrolizumab,
"Maintenance therapy was permitted in the trial after platinum-based chemotherapy.
PD-1, programmed cell death protein 1; PD-L1, programmed death-ligand 1.

Powles T, et al. NEJM 2024, supplem.
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-
REGIMEN DE JAVELIN BLADDER (N=595) >70% TRATAMIENTO DE 2L (N = 330)t ‘
Mediana dp;g,—?g;:f:,gel tratamiento . gg::?:f;’:b Ve?:tgia:§ ,756 6
5.6 meses (IC 95%: 4.9; 6,9) 18%

QT de 1L con el Mantenimiento de 1L con > ng ccg)rp/atin;)sn =
platino RC/RPIEE Bavencio® ra QT:n
Otro

Siguen en tratamiento con Bavencio® Sin tratamiento adicional
n=125 n =140

Después de =2 afios de seguimiento, la mayoria de los pacientes seguian recibieron tratamiento
de mantenimiento de 1L con Bavencio® (21,0 %) o tratamiento de 2L (55,5 %)

Barthélémy P, et al. Abstract 561. Presented at ASCO GU Cancers Symposium, January 25-27, 2024, San Francisco, CA, USA.
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SG por tratamiento de 2L medida desde el inicio del QT de 1L (n=326)
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Otros
2L ADC QTBP Otra QT o
----------------- (n=62) (n=79) (n=162) S

mSG (IC 95%), 32,6
meses (32, 6—42 ,1) (19, 8 29 ,8) (16, 5—19 ,2) (14,3-NE)
SGratioal 96,69 88,61 78,17 75,00
A %), 87,42, 99,16 79,25, 93,90 70,94, 83,81 52,62, 87,91
B ADC (n=62; principalmente EV)* :20 (IC95 f)’ % | ) ( ) ( ) ( )
ratio a 81,08 51,03 33,48 66,67

B QT basada en platino (n=79)
M Otra QT (n=162)
W Otros tratamientos (n=24)

afios (IC 95%), (68,40, 89,06) (39,39, 61,53) (26,12, 40,99) (44,28, 81,73)
%

Barthelemy P, et al. ASCOGU 2024



Il JORNADA DE ACTUALIZACION EN URO-ONCOLOGIA: _

UPDATE 2025
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Evidencia de secuencia tras P-EV

Table 1 - Current evidence on treatment outcomes following enfortumab vedotin andfor ICI treatment

atmen esign evant prior therapy rece e majori patien m mo) mOS (mo
Platinum-based CTx [2 RS Prior ICI + prior EV echa enge 25 32 8 12
Platinum-based CTx |3 RS Prior ICI 51 45 43 11.9
Sacituzumab govitecan [4]  PCT Prior ICI (entire cohort) 113*  28° 54° 10.9°

Prior ICI + prior EV (subgrou 10"  30°
M

i i i + prij 17 21 24 —
Erdafitinib 7] PCT Prior ICI 136 46 5.7 12.1
Erdafitinib [3] RS Prior ICI + prior EV 15 31 5 10

® Post-EV subgroup.

Brown J and Koshkin V, Eur Urol 2024
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Table 1 - Comparison of outcomes by genomic biomarker status V 302
-
Alteration or Objective response PFS Owerall survival
biomarker ORR (%) OR (95% 1) p value HR (95% CI) p value HR (95% CI} p value
o s P-EV
TERTp * 57 52 1.23 05 086 05 0.77 0.3
[m=91] (0.64-239] (0.56-1.32) [Cdb-1.29)
P53 ¢ 58 S0 1.40 03 081 0.4 1.27 04
. . . (n - &7 (0.73-2.70) (0.53-1.26) (0.74-2.18)
Re: Cisplatin 2nd lin« ARID1A * 57 54 110 o8 118 06 115 o7
(n - 29) (0.45-277) (06E-2.04) (L60-2.23)
CDEN2A * 56 54 1.08 09 1.73 0025 1.49 0z
2 [5) ev_giom...ui (n = 34) (0.50-2.36) (1.07-278) (0.85-2.62)
CDRN2E 50 55 0.81 i1 201 0009 1.63 0.11
(n = 28) (0.33-1.95) (1.19-3.39) (0.89-2.99)
FCFR3? 47 57 068 03 131 03 112 {1
Hi Maria, (n = 34) (0.31-1.48) (0.79-2.18) (0.61-2.04)
ERBE2 * 67 52 1.82 02 .64 02 0.68 0.4
[n=149) (0.71-5.07) [0.33-1.25) [0.29-1.58)
Thank you for reachin £onD 57 54 1.13 08 1.23 06 1.18 07 -
: (n=17) (0.37-3.59) (0.63-2.37) (0.56-2.49)
Therapies post EV/P ( KIMaA * 5 52 170 03 112 0.7 048 010
: f [n = 26) (0.68-4.49) [0065-1.91) [B.21-1.15)
of the next topics wa PIK3CA * &0 54 1.30 (i1 1.08 ] 117 (1]
conferences. The dat [m = 20) (0.50-352) (0.60-1.96) [0L.58-2.39)
o) bl REn? 41 56 0.54 02 .62 02 092 0.8
ur mostrecent pu (n = 20) (0.18-1.51] (0.30-1.30) (0.42-2.03)
on biomarkers Gf res‘ =0T BY 51 6.30 ol G2 03 038 0z
, (n=15) {1.66-41.34) (0.25-1.53) (0.09-1.55)
attaching that here. DOR mutation ** 42 Sd% .56 02 081 0.8 0.91 0.8 e
; [ = 20) (0.21-1.49) (0.48-1.72) [0.43-1.93)
Please let me know it TME high * 53 S0%E 1.14 08 .66 015 041 0.7
[n = 32) {0.50-2.90) (0.38-1.16) [0.19-0.86)
Best, EM* = biomarker-positive group; BM = biomarker-negative group; €1 = confidence interval; DDR = DNA damage repair; HR = hazard ratio; OR = odds ratio; ORRE

= objective response rate; PFS = progression-free survival; TMB = tumor mutational burden [TME high defined as =10 mutations/Mb).
: 155 evaluable for 05, 135 evaluable for PFS, and 145 evaluable for OREL
i i DDRE mutations: BRCAT, BRCAZ, ATM, BARD 1, CDK12, CHEKZ, PALEZ, FPP2R2A, RADSTE.
Vadlm_ S Koshkin © 113 evaluable for 05, 98 evaluable for PFS, and 96 evaluable for GRR
Associate Professor

University of California San Francisco
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Abstract 770: Survey-based study of treatment sequencing after first-line (1L) Enfortumab vedotin/Pembrolizumab
(EVP) in the evolving landscape of locally advanced/metastatic urothelial cancer (UC)

Priyanka V. Chablani, MD, | Ali R. Khald, MD, ’ Karine Tawagi, MD, ' Petros Grivas, MD, PhD, * Jeannie Hoffman-Censits, MD, ” Matt D. Galsky, MD, * Shilpa Gupta, MD, T e P

- AN
UPMC S8 e Vadim S. Koshkin, MD," Elizabeth R. Plimack, MD, * Jonathan £, Rosenberg, MD,* Peter K. O'Donnell, MD '/ eucrd:mm
CUsiimrsty af PRt g Muodcsd Cortu ! Sandond Uniwendly Made s Conter, “Universry of et Chcago Medial Costi, * Urivmty of Waskingion & Fed Hotoh Conver Contes, * 300 Hophors Mol Comtas
* WAt ki Ml Cavhan, | Chivwbarad Chine Cancar Cantar, * Universty of Calfionia San Franclicn, Melms Diler family Comprubansve Carninr Cunti * o Chane Carsnr Canter, * Mumisal Soan Kettuing Carcae Contes, ** Unstunruty of Chicags Mudical Corn i

; Main Takeaways N

+ EWPis : prefarred 1L opfion for Upgﬁeﬂ!s « 71/227 oncologists (31%) completed the survey question Somewhator Somewhat or
g (x: )s::mﬁomurr‘\wl mlnd "::: : regarding 2L treatment: 2L Treatment after EVP  very likelyto  very unifkely
genflourinary (GU) medical oncologists  « “If a patient has progression on first-line Enfortumab AR s ded g
in the US treat pts who i ~
Tabie 4. 21 { V0 snd ekt corabort lovet wllh vedotin/Pembrolizumab, how likely are you to give each of the =~ Gemcitabine + Cisplatin 11 (8) 80(57)
immune checkpoint inhibitor (IC1) following options as second-line treatment?” ;."c"'::‘“‘"’m T T
llenge after prior ICH : . > .
Garboplatin, g "*Cen9® Sfer prior KA exposure « Choices depicted in Results table on the right e
A + 5 options given based on likelihood to use treatment PEC without swiich 77(55) 13(9)
i group oompfn:d ol 11 :;::m e » After progression on EV/Pembro, most oncologists favored maintenance ICI
Erdaftinis, n | - g"m"l’mc R platinum-based chemotherapy (PBC) without concurrent Erdafitinib for FGFR3- 87 (62) 7(5)
survay addressing key questions ICI, PBC without ICI switch maintenance, or erdafitinib (in altered patients
regarding treatment seguencing, i
Gemeitabine, |  including treatment after 1L EVP FGFR3-altered tumors) as 2L therapies iCl-combination trial 54 (38) 35 (25)
* We o-mailed the survey 1o 227 US GU o : : . Y
cionle Mo Fin/ A S0, For 2L clinical ?nals. more oncologists favored non-ICI e ) 5
::pedlcoly Gu cnaotzg!: :::;gzm containing regimens
ancer Advocac!
a focus on GU nvamoam-c & community * Additional data, including the impact of residual toxicity from 1L EVP on 2L c""“"::::":_'l et 83(59) 8(6)
pracices treatment selection and treatment of pts with HER-2 IHC3+ tumors, are PR
ﬁ:;'.:;‘;r;:':u o ez 'g:""" needed to better understand treatment sequencing in real world practice (.e-‘. ;:::bﬂ) <
+ 72% reported seeing > 25 pts with la'm until clinical trial data are generated. Patient-focused surveys regarding e e 56 (40) 3021)
UC per yoar; 21% seoing 11-25 pis/year riorities can help.
* 30% in practice 0-5 " m"e'mmp' p H ¢ . p 2 3 2 “Suciupermaty belore and Ao TROPICS 04 segitive trinl prose refeme on 575004
17% in practice > 20 yr, medkan i + Limitations: selection bias (mostly academic GU oncologists), small Bro-oopubiadrpcredups it ek <prodlaromeadrice { R
practice 6-10 yr sample size Contact: chablanipv2@upmc.edu L l.h':::.uwr-‘:‘wv';:ll:‘b vl Sacharurmab w avalabie # tere of
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Second-Line Platinum-Based Chemotherapy (PBT) in Patients with Metastatic Urothelial Carcinoma (mUC)

SAMSUNG
MEDICAL CENTER

S

* Although the efficacy of PBT as first-line therapy
for mUC has been known for more than 30 years,
the recent integration of P/EV as a preferred
first-line option prevented the use of evidence-
based regimen. Since the available second-line
regimens depend on what was given as first-line,
we evaluate the efficacy and tolerability of
second-line PBT in mUC patients treated with
first-line P/EV.

*  We retrospectively reviewed the medical
records of 37 patients with mUC who were
treated with first-line P/EV, mostly in clinical
trials, between Jan 2022 and Jan 2024 at
Samsung Medical Center (Seoul, Korea). Patients
with mUC whose disease progressed during or
after first-line treatment with P/EV received PBT
involving gemcitabine plus either cisplatin or
carboplatin (determined on the basis of
cisplatin-eligibility). Primary endpoints included
safety and response rates.

Background

Junkyu Kim, , Changgon Kim, Jiyeon Hyeon, Min Suk Kwon, Sung Hee Lim, Se Hoon Park!
Division of Hematology and Oncology, Department of Medicine, Sungkyunkwan University School of Medicine, Samsung Medical Center, Korea,

Treated withFirst-Line Pembrolizumab plus Enfortumab Vedotin (P/EV):

A Single-Center, Retrospective Study

Results:

Among a total of 37 first-line P/EV patients, 10
received second-line PBT: gemcitabine plus
cisplatin (n=8) and plus carboplatin (n=2).

The median age was 68 years (range, 48 to 82
years) and the median interval from the last

dose of P/EV was 50 days (range, 15 to 89 days).

A total of 33 PBT cycles were given (median, 2;
range 1 to 6).

One patient achieved a complete response and
3 had a stable disease.

Although peripheral neuropathy and
gastrointestinal toxicities were the most
frequently encountered adverse events, safety

profile was generally manageable.

Conclusion:

.

Second-line PBT for mUC patients treated with
first-line P/EV does not appear highly active but
the observation of responders merits further
studies in those with medically-fit, platinum-
eligible patients..

Correspondence: Se Hoon Park, E-mail:
hematoma@skku.edu

Results/Graphs/Data

SUNG KYUN KWAN
UNIVERSITY

mUC first-line (1L) 10 Study

{114 patients between Jan 2022 and Jan 2024)

[ . ]

38 patients treated with 76 patients treated with
1L 10 + PBT 1L 10 (without PBT)

[

T - \
. ‘

39 patients treated with 37 patients treated with
1L 10 (with or without anti- 1L 10 (pembrolizumab)
CTLA-4) plus enfortumab vedotin

!

10 patients treated with
2L PBT

* Overall survival (OS):

* Progression-free survival (PFS):
median 3.5 months (95% Cl, 2.8 to 4.2)

median 7.4 months (95% Cl, 5.3 to 9.5)
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Cisplatino-gemcitabina/Carboplatino-gemcitabina

1 Ij/ PE .\"|
S
r N Docetaxel Atezolizumab Pembrolizumab
| IMVIGOR211 KEYNOTEOA45
RWD
Fase 1] 1l 1] mn

| ORR(%) 8.6 13 15 (23 1C2/3) 21.1
3.5
2. 1 2 . 1 -
7.4
8.6 10.3
AES (G3-5,%) 50 60 18 \___ 15 N

Bellmunt J, et gl Ann Oncol 2013; Albani C, et al. Exp Op Inv Druas, 2015; Powles T, et al. Lancet 2018; Bellmunt J, et al. N Engl ) Med 2017
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M
Total patie
UNITE data

N=15
EV first
then Erda

N=55

EV only

N=24
Erda first
then EV

Secuencia ADC-antiFGFR

The study endpaints were:

* Overall survival (05) recorded from erdafitinib or enfortumab vedotin start (whichever administered first)
* Progression-free survival (PFS), measured from EV administration

probabdey
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I
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Jiang C, et al. ASCOGU2024



éTiene sentido la secuencia de ADC tras ADC?
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Enfortumab - Sacituzumab

Real world experience

EV - 18 response evaluable pts
* PFS: 6.9 months
* Clinical benefit (CR+PR+3D) rate: 72.2%

5G 18 pts EV == 5G
* 4 did not complete or quickly declined after C1
* 1 pending scans

13 Response Evaluable pts (C1 dose reduction  prophylactic growth factor support)
* PFS: 2.5 months

* PR in 3 pts (23.1%)

* 5D in 3 pts (23.1%)

* Clinical benefit (CR+PR+SD) rate: 46.2%




Il JORNADA DE ACTUALIZACION EN URO-ONCOLOGIA:

UPDATE 2025

Baseline Characteristics

éTiene sentido la secuencia de ADC tras ADC?

FORAGER-1

Total Population (N=107)

Median age, years (range)
Sex, n (%)
Female / Male
Race, n (%)
White / Asian
Black or African American / Not reported
ECOGPS, n (%)
0/1/2s
Tumor type, n (%)°
Urothelial cancer
Biliary tract cancer
Head and neck cancer
Lung cancer
Esophageal cancer
Other®
Median prior regimens in advanced / metastatic setting (range)
Prior FGFR3 inhibitor therapy, n (%)
FGFR3 alterations?, n (%)
Mutations
Fusions
Ligand amplifications
FGFR3 amplifications

65 (26-93)
37 (35) /70 (65)

63 (59) /38 (36)
3(3)/3(3)

31(29)/75(70)/1 (1)

=P 69 (65)
6 (6)
5()
5(5)
4(4)
17 (16)
= 3(1-7)
23 (21)

60 (56)

36 (34)

11 (10)
7(7)

Target population, mUC with mutation/fusion
200 mg, 300 mg and 400 mg BID (n=39)

Primary tumor location, n (%)

Upper tract / Lower tract =17 (44) / 22 (56)
Liver metastases, n (%)
Yes 8 (21)
Bellmunt Score®, %
0/1/2/3 18/46/33/3
CrCl/eGFR, n (%)
260 ml/min 22 (56)
Median prior regimens in advanced / metastatic setting (range) 3 (1-6)
. i ! r
FGFR inhibitor (progressed/intolerant as reason withdrawn) == 11 (28) /1 (3)
Erdafitinib 10 (26)
AZD4547 2(5)
PD-1/L1 inhibitor 34 (87)
Platinum chemotherapy 31 (79)
Enfortumab vedotin + Pembrolizumab 9 (23)
Enfortumab vedotin monotherapy 18 (46)
Mutations 32 (82)
Fusions =l 7(18)

Data cutoff date of 02 Dec 2024, °1 patient had ECOG PS=1 at screening, but ECOG PS=2 &t G1D1. ®1 patient missing tumor type information, % calculated out of n=106 patients “Other tumors include colon cancer {n=3), appendix cancer, bladder cancer, breast cancer, metastatic penie cancer, ovanan cancer, pancreatic neuendocane tumor, rectosigmoid

junction cancer, rectal cancer, smallntestinal cancer. thymic squamous cellcarciroma, unknown primasy, anal squamous oel carcinoma, cervical cancer, and pancreatic cancer (1=1 each), “Patients may have more than one type of quaifying molecular aferation. *Bellmnt fa

ctors: liver metastases, hemoglobin <10 g/dL, ECOG PS >0

ASCO Genitourinary

Cancers Symposium [ Hows: |

presentensy. GOpa lyer

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco org.

" AMERICAN SOCIETY OF
CUINICAL ONCOLOGY

KNOWLEDGE CONQUERS CANCER
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éTiene sentido la secuencia de ADC tras ADC?

60-
Confirmed ORR, % (WN) 41 (16/39)
Confirmed ORR (prior FGFRI) 50 (6/12)
40 - Best overall response
PR, n (%) 16 (41)
SO.n (%) 19 (49)
204 PD. n (%) 3@
NE, n (%) 103)
DCR, % (WN) 90 (3519)

'm % Change from Baseline
o

* Randomized dose finding is currently enrolling patients to 200 mg, 300 mg, and 400 mg BID to select an optimal dose for
further development

* Select expansion cohorts, including enfortumab vedotin + pembrolizumab + LY 3866288 (LOX0-435) in 1L FGFR3-altered
mUC patients will open in Q1 2025

lyer G, ASCOGU2025
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é¢Tiene sentido la secuencia de ADC tras ADC?

Study Design

« Datopotamab deruxtecan (Dato-DXd) is a TROP2-directed ADC composed of an anti-TROP2 mAb covalently linked to a
highly potent topoisomerase | inhibitor payload via a plasma-stable, tumor-selective, tetrapeptide-based cleavable linker’

TROPION-PanTumor01 is an ongoing, phase 1, multi-cohort, multicenter, open-label, dose-escalation and dose-
expansion study evaluating Dato-DXd in patients with several types of previously treated advanced solid tumors,

including urothelial cancer

Key eligibility criteria

* Unresectable locally advanced/metastatic
(stage Il or IV) urothelial carcinoma (included renal
pelvis, ureter, urinary bladder, and urethra)
Previous treatment with 21 line of therapy including
an immune checkpoint inhibitor
ECOG PS 0-1
Unselected for TROP2 expression

No prior treatment with DXd-ADCs or
TROP2-directed therapies

6 mg/kg Q3W

#GU2S mesewrzn e FUNda Meric-Bemstam, MD

e Ty Of e Ithor and ASCO Famussson Tqured for reuse: CONL pamissions Baeco oy

Primary endpoints
« Safety and tolerability

Secondary endpoints (by BICR")
* ORR
« DOR
« DCR
« PFS

(A:S‘CO Ll

NOWLEDGE CONQUERS CANCER
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Demographics and Baseline Characteristics

Characteristic, n (%)

Dato-DXd (N=40)

Age, years, median (range)

66.5 (44-83)

Characteristic, n (%)

Dato-DXd (N=40)

Sex, male

ECOG PS

31(78)

19 (48)
PANGK)!

2(5)

Number of prior lines of therapy (locally
advanced/metastatic)

1

2

23

Median (range)

Prior systemic treatment (any setting)

5(13)
11 (28)
24 (60)
3(1-7)

33 (83)

Immunotherapy

40 (100)

History of brain metastases®

2 (5)

Platinum-based chemotherapy

36 (90)

Time from diagnosis to study
treatment, months, median (range) |

24 (3-342)

Taxane chemotherapy

Enfortumab vedotin®

7(18)
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Response and Change in Tumor Burden

M Prior EV, Pricr Chemo®
= Prior EV, No Prior Chemo?
B No Prior EV, Prior Chemo?

100 — Confirmed BOR - BICR
*:CR
t PR

| Response by BICR? I Dato-DXd (N=40) |

ORR?®, n (%) [95% ClI] 10 (25.0) [12.7-41.2]
DCRE, n (%) [95% Cl] 31 (77.5) [61.5-89.2]
BOR, n (%)
CR 1(2.5)
PR 9(22.5)
SD 20 (50.0)
Non-CR/non-PD 1(2.5)
PD 5(12.5)
NE 4(10.0)
DOR, median (95% Cl), months NE (2.6-NE)
| 6-month DOR rate, % (95% Cl) l 76.2 (33.2-93.5) |

60 —
40
20

d  emn
L gL T
ttts
Y‘.’
,

from baseline (%)

£0 ~

Change in sum of diameters

Change in sum of diameters
from baseline

ORR by investigator was 30.0% (n=12); all were PR

BOR, best ovesall response, O, condence interval CR, complete response, NE, non.evaluable, PD, progressve dsease, PR, parm
*Evaliatod by BICR por REGST v1.1 *Responses with confematon of CRIPR. <CR + PR + SD + non-CR/non-PD

« These findings support the ongoing evaluation of Dato-DXd in patients with
urothelial cancer in the phase 2 TROPION-PanTumor03 (NCT05489211) trial’
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Secuencia. Futuro. “En el horno”

VEN | DCT EV Erdafitinib Disitamab Disitamab Trastuderuxtecan FORAGER1 | Dato-DXD
RC48/C005 | + toripalimab + nivolumab
" 1 11 11|

Fase i I Ib/Il Ib/Il | |
ORR (%) 86 13 40 45.6 23 50.5  73.2(2+/3+) 36(2+/3+) 50 25/30
RC (%) 0 0 49 6.6 5 1.9 9.8 13.3 - 2.5
SLP (m) 3 4 555 5.6 4.2 5.9 9.2 6.9 - 6.9
SG (m) 69 9 128 121  103| 142 63.2%24m 11 - -
AES (G3-5%) 50 60 51.4 459 67 54.2 36.5 70 45 55

Bellmunt J, et al.Ann Oncol 2013; Albani C, et al. Exp Op Inv Drugs,2015;Rosenberg JE, et al. Ann Oncol 2023; Loriot Y, et al. N Engl Med 2023;Powles T,Ann Oncol 2025;
Sheng X, et al.J Clin Oncol 2023;Galsky M, et al. ASCO2023;lyer G, et al. ASCOGU2025; Meric-Bemstam F, et al. ASCOGU2025
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Secuencia. ¢Y si tenemos en cuenta la adyuvancia? SLM/SLR

 Estudio NIAGARA e Estudio Checkmate-274

v | 100

NIAGARA: Event-free Survival by Blinded

. Median DFS (95% Cl), months
Independent Central Review (ITT) —— g € 904 NIVO 25,6 (19.2-41.8)
am am 2 80 N PE 8.5 (7.3-13.7)
N=533 N=530 = b " HR (95% Cl), 0.63 (0.51-0.78)
Number of events, n (%) 187 (35.1) 246 (46.4) 3 \
10+ (G 461 ] 701
: e 12 months Median EFS (#5% Ci), months (NR-NR) (322-0R) ° 60
h £ o
hqu, 24 months HR (95% CI) aswaz = \_, 50.5 46.8
08 | (0. .82) 2 504 i Ly A 46.8'
T Stratified log-rank P value® <0.0001 2 1 et e THIRETIN
. o i : e oy in
L ! a 40+ : i e
5 067 1 ¢
: § o]
= k o
E 04 | m Median follow-up in censored patien! © 20+
[ ; H 423 months (range, 0.03-61.3) Y
a | H a 104
02 ! i
I ! 0 T T T t T t T T T T T
B g;;;g;ﬁ i ! 0 6 12 18 24 30 36 4 48 54 60 66
O—T—T T T 1T T T T T T T T T T T T T T T T T T T T T T T 711 Months
02 4 6 8 101214 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 62 No. at risk
No. of patients at risk Time from randomisation (months) NIVO 279 208 175 147 126 110 92 64 41 28 4 0
Durvalumab arm 533 519 475 454 424 401 386 370 356 348 344 335 330 321 315 312 282 269 255 214 202 180 141 140 115 86 81 2 20 20 1 0 PB

Comparator arm 530 438 437 416 381 358 343 328 313 300 296 265 261 273 264 259 228 219 214 177 172 159 132 128 %4 69 6 24 18 16 2 0

Powles T, et al. ASCOGU2025 Milowsky M, et al. ASCOGU 2025
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N Secuencia. |10 tras 10

Demographics and Baseline Characteristics

Median ars 69 . .
~ :E"EI - ASCO GU 2025: Outcomes of Enfortumab Vedotin and Pembrolizumab for
mary tumor location, n . . . . . .
Lower tract 28 (65%) Patients Previously Treated with Immune Checkpoint Inhibitors in the UNITE
Upper tract 15 (35%) Study.
Histology, n (%)
Pure Urathelial 27 (63%)
Variant Histology 12 (28%)
o .
N S A 105} Treatment and Survival Outcomes (n=43)
Liver metastases, n (%) 9 (21%)
ECOG PS; n (%) Median Follow Up 14 months
o/1 29 (67%)
=2 11 (26 %) Median Overall Survival 15.4 mos (95% Cl: 8.7 — NR)
Unknown 3(7%)
Prior ICI, n (%) Median Progression-Free Survival 6.9 mos (95% Cl: 3.91-12.2)
Perioperative 4 9%)
Nivolumab 3 Observed Response Rate 48% (95% Cl: 31 - 66) [16/33]
Pembrolizumob 1
MEtastatc 9 OT%] . )
Pembrolizumab 19 Disease Control Rate (CR/PR/SD) 79% (95% Cl: 65 - 93) [26/33]
Avelumob Maintenance 8
Nivolumab 6
Pembrolizumab maintenance 2
Aterolizumab 1
Ipilimumab/Nivolumah 1
Durvalumaby Tremelimumab 1 .
Ni'm.l’umah-"h‘.ﬁ']"ﬁﬂdl 1 .Ilndal T, et al. UNITE Study. ASCOGU 2025
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Conclusiones
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