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CARCINOMA UROTELIAL AVANZADO - 2019

PRIMERA LINEA SEGUNDA LINEA SUCESIVAS

PLATINO-GEMCITABINA

ATEZO/PEMBRO

Cathomas et al. Eur Urol 2022
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CARCINOMA UROTELIAL AVANZADO - 2023

PRIMERA LINEA SEGUNDA LINEA SUCESIVAS

CIS-GEM-NIVOLUMAB
CM-901 / ESMO 2023

PLATINO-GEMCITABINA ATEZO/PEMBRO

AVELUMAB DE MANTENIMIENTO ENFORTUMAB VEDOTIN
Javelin Bladder (2020) EV-301 (2021)

ENFORTUMAB-PEMBRO E ERDAFITINIB
EV-302 / ESMO 2023 o Ensayo THOR (ASCO 2023)

Powles et al. NEJM 2020; Powles et al. NEJM 2021, Loriot et al. ASCO 2023; van der Heijden et al. ESMO 2023, Powles et al. ESMO 2023
e



AVELUMAB DE MANTENIMIENTO

Javelin Bladder (2020)
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All endpoints measured post randomization (after chemotherapy)

* CR, PR, or SD with standard

1st-line chemotherapy
B GEE, Treatment-free interval l
— Cisplatin + gemcitabine or 4-10 weeks .J/R
— Carboplatin + gemcitabine N=700 W)
Unresectable locally
advanced or metastatic UC
Stratification

* Best response to 1st-line chemo (CR or PR vs SD)

Avelumab
10 mg/kg IV Q2W

+BSC*
n=350 .

Until PD, unacceptable
toxicity, or withdrawal

BSC alone*
n=350 .

| »
\

| Primary endpoint

0s

Primary analysis populations

All randomized patients
PD-L1+ population

Secondary endpoints

PFS and objective response
per RECIST 1.1

Safety and tolerability
PROs

* Metastatic site (visceral vs non-visceral)

100 Median 0S (95% Cl), months
90 Avelumab + BSC 21.4 (18.9, 26.1)
80 o BSC alone 14.3 (12.9, 17.9)
e 704 = Stratified HR 0.69 (95% Cl, 0.56, 0.86)
T - e P<0.001
2 58%
2 50
§ 0 44%
3
30
20
10
0 T T T T T T T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38

1007 Median PFS (95% Cl), months

207 Avelumab + BSC 3.7(3.5,5.5)
e 807 BSC alone 2.0(1.9,2.7)
.Tg“ 40 Stratified HR 0.62 (95% Cl, 0.52, 0.75)
a 60 - P<0.001
£ 504
s
E 40
[ 10/
B s0- 30%
a ’_H—L—n—‘—“_‘_”_‘_‘_w_‘_._‘_'\

20

10 - 13%5 N

0 T T T T T T T T 1

T T T T T T T T T
10 12 14 16 18 20 22 24 26 28 30 32 34 36 38

Immune-related AEs

0 2 4 6 8

Avelumab + BSC (N=344)

Any grade Grade 3 * No grade 4/5 irAEs occurred

Any irAE, % 29.4 7.0
Hypothyroidism 102 03 * High-dose corticosteroids (240 mg
Rash 49 03 total daily prednisone or equivalent)
Hyperthyroidism 47 0 were administered following irAE in
Rash maculopapular 23 03 9.0% of avelumab-treated patients
Pruritis 2.0 0
Pneumonitis 15 03
Colitis 0.9 0.6
Increased ALT 0.9 0.9
Increased AST 0.6 0.6
Hyperglycemia 09 09 Table shows irAEs of any grade occurring in 1% or grade 23 irAEs
Myositis 0.6 0.6 occurring in 20.5% in either arm

irAEs were identified according to a prespecified case definition

ALT, al ; AST, aspartate ami s lated 50 Gve

Powles et al. NEJM 2020
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Javelin Bladder (2020)
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ESTANDAR DE TRATAMIENTO tras respuesta/estabilizacién con
una 12 linea basada en platino

Independiente de la expresion de PD-L1
Poblacion seleccionada

¢Qué hacemos con los no respondedores a platino?
¢Como es de necesario administrar 4-6 ciclos de quimioterapia?

Powles et al. NEJM 2020
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Javelin Bladder (2020)

Three vs six cycles of platinum based chemotherapy followed
by maintenance avelumab in advanced urothelial cancer.

" “Primary endpoint: |
1
- cotanersces |

2"¢ endpoints: PFS and OS
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EV-301 (2021)

EV-301 Open-Label Phase 3 Trial Design

Enfortumab vedotin
Key eligibility criteria: (N=301)
« Histologically/cytologically 1.25 mg/kg
confirmed UC, includingwith on Days 1, 8, and 16

squamous differentiation or of each 28-day cycle
mixed cell types

Primary endpoint: Overall survival

1:1 randomization
with stratification® Secondary endpoints:
* Progression-free survival
Disease control rate
Overall response rate
Safety

. iic prog 1 or
relapse during or after PD-1/L1
treatment for advanced UC

- Prior platinum-containing regimen
for advanced UC"

+ ECOGPSOor1

Median OS

90 HR: 0.70 (95% CI: 0.56, 0.89)
P=0.00142

Progression-free Survival

100 .
_ 904 Median PFS
£
= 80
g
H 70 )
> 60 HR: 0.62 (95% CI: 0.51, 0.75)
@ P<0.00001
2 50— Event/N
E 40+ Enfortumab vedotin 201/301
® 30 Chemotherapy 2317307
H 4
% 20 + Censored
& 104 bttt t +
0 T T T T T T T T T T T T T T T T T T T T 1
0 1 2 3 4 5 6 7 8 9 10 M 12 13 14 15 16 17 18 19 20 21
Patients at risk (n) Duration of Progression-free Survival (Months)
Enfortumab vedotin an 268 224 208 185 158 102 8 80 58 38 36 23 17 n 7 5 2 2 1 1

£ 70
g 60 4 Event/N
H — Enfortumab vedotin ~ 134/301
S 50 f---mommmemem e i - o oo
@ : : Chemotherapy 167/307
= 404 : 1
g ] | + Censored
> 30 ] ]
o ] 1
204 ] .
10 : 3
0 T T T T T T T T ; T T T - T T T T T T T T T T T 1
01 2 3 4 5 6 7 8 9 10 M 12 13 14 15 16 17 18 19 20 21 22 23 24
Patients at risk (n) Duration of Overall Survival (Months)
Enfortumabvedotin 301 286 272 257 246 234 222 180 58 130 105 85 83 52 42 3 2 15 7 4 3 2 1 1

Investigator-Assessed Overall Response

Confirmed overall response rate, P<0.001

[
B 40.6%

95% CI: 34.9%, 46.5%

Patient Response (%)

CR=4.9%

CR=2.7%
Chemotherapy (N=296)

Enfortumab vedotin (N=288)

Disease control rate,® % (95% CI) 71.8 (66.3, 77.0) 53.4 (47.5, 50.2) P<0.001

Powles et al. NEJM 2021
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EV-301 (2021)

Enfortumab Vedotin Chemotherapy
N=296 N=291
Adverse Event Grado 23

Alopecia 45% 36%
Peripheral sensory neuropathy 34% 3% 21% 2%
Pruritus 32% 1% 4% 0
Fatigue 31% 6% 23% 4%
Decreased appetite 31% 3% 23% 2%
Diarrhea 24% 3% 16% 2%
Dysgeusia 24% 0 % 0
Nausea 23% 1% 22% 1%
| Rash maculopapular | 16% 2% 0
Anemia 12% 3% 20% 8%
| Neutrophil count decreased ] 10% 6% 17% 13%
Neutropenia T% 5% 8% 6%
| White blood cell decreased ] 5% 1% 1%
Febrile neutropenia 1% 1% 5% 5%
Serious adverse events? 23% - ] 23% | -
[Loading o reatmentwithdrawal | % | - | % | - |

TRAEs leading to death, excluding disease progression, occurred in 7 patients (2.4%) treated with EV and 3 (1.0%) treated with chemotherapy.

Enfortumab Vedotin Chemotherapy
N=296 N=291

Treatment-Related Adverse Event Grade 23

Rash
Severe cutaneous adverse reactions® 20%

Sensory events

Motor events

The majority of TRAEs of special interest were mild-to-moderate in severity.

ESTANDAR DE TRATAMIENTO
tras progresion a quimioterapia e
inmunoterapia

Alta actividad en poblacion muy
pretratada

Perfil de toxicidad diferente, manejo
proactivo:

* Toxicidad cutdanea
* Neuropatia

Hiperglucemia

Powles et al. NEJM 2021




ERDAFITINIB
Ensayo THOR (ASCO 2023)

804

Cohort 1
Key eligibility criteria Erdafitinib _ .
. Age=1Byears Primary end point: e
: 11 = & N
+ Metastatic or t « 0S v
unresectable UC N=?§5“ ph B :
+ Confirmed disease —{
progression -
+ Prior tx with anti-PD-L)1 Chemotherapy of Choice Key secondary end points:
+ 1-2 lines of systemic tx (n=130) . PES
+ Select FGFR3/20it docetaxel or vinflunine once every 3 weeks
(mutation/fusion)® *+ ORR
+ ECOGPS0-2 J Safe[‘y‘
No. at risk
Erdafitinib
NCT03390504 Chemotherapy
100
== Erdafitinib == Chemoatherapy 50
+ Median follow-up was 15.9 months
+ Median OS was 12.1 months for 40
erdafitinib versus 7.8 months for
3 chemotherapy X
w o 30
o + Erdafitinib reduced the risk of death =
by 36% versus chemotherapy 2
=i
o 20
- HR, 0.64 (95% CI, 0.47-0.88; a.
P=0.005p
o ) 10
0T T T T T T T T T T T T + Based on these interim analysis
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 results, the IDMC recommended to
Months Since Randomization stop the study, unblind data, and 0
BocacHsk cross over patients from
Erdafitinib 136117 97 74 46 35 25 17 15 9 5 3 3 2 2 2 1 chemotherapyto erdafitinib
Chemotherapy 130 87 66 43 30 18 13 9 & 3 2 2 1 0 0 0 0 0 _—

60

40+

204

i (n=9)
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== Erdafitinib == Chemotherapy

« Median PFS was 5.6 versus 2.7
months for erdafitinib versus
chemotherapy

* Erdafitinib reduced the risk of
progression or death by 42%
versus chemotherapy

- HR, 0.58 (95% Cl, 0.44-0.78;
P =0.0002)

T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36

Months Since Randomization

136 90 39 24 12 Fi 3 3 3 2 1 1 0
130 43 23 9 4 2 2 1 1 0 0 0 0

1 ORR 45.6%

CR 6.6%
Relative risk, 3.94 (95% Cl, 2.37-6.57;
P <0.001)

. PR 39.0%

(n=53)
ORR 11.5% CR0.8%

(n=1)

PR 10.8%
(n=14)

Chemotherapy
(n=130)

Erdafitinib
(n=136)

Loriot et al. NEJM 2023
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Ensayo THOR (ASCO 2023)

Patients with AEs,

n (%)>?
Any grade | Grade 3-4

>1 treatment-related AE 131 (97.0) 62 (45.9)

Erdafitinib
(n=135)

Hyperphosphatemia 106 (78.5) 7(5.2)

Diarrhea 74 (54.8) 4(3.0)
Stomatitis 62 (45.9) 11 (8.1)
Dry mouth 52 (38.5) 0

PPE syndrome 41 (30.4) 13 (9.6)
Onycholysis 31(23.0) 8(5.9)

Patients who
discontinued study
treatment, n (%)

Discontinuation due to ’
treatment-related AEs 11 (8.1%)

Oportunidad para la medicina de
precision en carcinoma urotelial, opcion
estandar en FGFRalt

* Respuestas profundas pero de corta
duracion

* Toxicidad no necesariamente grave
pero de dificil manejo y con impacto
clinico

* Problemas con el testing de FGFR

* Investigacion mas dirigida a
enfermedad localizada

Loriot et al. NEJM 2023
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Stratification factors
Tumor PD-L1 expres:
(2 1% vs < 1%)

Liver metastases
(yes vs no)

Key inclusion criteria
« Age = 18 years

« Previously untreated unresectable
or mUC involving the renal pelvis,
ureter, bladder, or urethra

~—

» Cisplatin eligible

+ ECOG PS of 0-1

Median (range) study follow-up, 33.6 (7.4-62.4) months

OS (primary endpoint)

CM-901 / ESMO 2023

ssion

Combination phase Monotherapy phase

NIVO 360 mg on D1
LRI - Gemcitabine 1000 mg/m? on D1/D8
+ Cisplatin 70 mg/m? on D1
Q3W (up to 6 cycles)®

NIVO 480 mg Qaw
(until progression, unacceptable
toxicity, withdrawal, or
up to 24 months*)

? on D1/D8

Gemcitabine 1000 mg/;
« Cisplatin 70 mg/m? on D1
Q3W (up to 6 cycles)®

Primary endpoints: 0S, PFS per BICR
Key secondary endpoints: OS and PFS by PD-L1 > 1%,¢ HRQoL
Key exploratory endpoints: ORR per BICR, safety

PFS per BICR (primary endpoint)

100 —fx,
2 90 Median PFS (95% Cl),
=) 80 Treatment Events/patients months.
> 5
< = NIVO+GC 211/304 7.9 (7.6-9.5)
5 GC 191/304 7.6 (6.1-7.8)
: 60 HR (95% CI), 0.72 (0.59-0.88)
@ 50— 12-month rate: P = 0.0012
-
'g 40 - y 34.2% 24-month rate:
w30 P, 23.5%
e 20 " TSI 1 NIVO+GC
oh [ ! L w
o 10 121.8% L
a. o i 19.6% GC
T 1 T t T T T T T 1
0 6 12 18 24 30 36 42 48 54 60
Months
No. at risk
NIVO+GC 304 79 82 57 a1 31 19 11 6 J
GC 304 119 35 17 10 8 5 1 0 0 0

Objective response outcomes (exploratory endpoints)

100 +
90 - Median 05 (95% Cl),
12-month rate: Treatment Events/patients months
B’? 80 70.2% NIVO+GC 172/304 21.7 (18.6-26.4)
< L J0.
= 70 GC 193/304 18.9 (14.7-22.4)
2 60 24-month rate: HR (95% CI), 0.78 (0.63-0.96)
c P=0.0171
3 50 -
w
% 40 4
§ ¥ E 0+6C
> TWLLiai a1 NIVOs
o 204 o 00 T T
L
104
0 T T T T 1
0 6 30 36 48 54 60 66
Months
No. at risk
NIVO+GC 304 264 196 142 97 69 48 25 15 7 2 0
GC 304 242 166 122 8 49 kE] 17 13 4 1 0

ORR (95% Cl) and BOR per BICR?

70 CREN
57.6% PR
60
sa 43.1%
£ o
2 11.8%
30
k-
20
35.9% 31.3%
10
0
sD 25.3% 28.3%
PD 9.5% 12.8%
UE® 7.6% 15.8%
NIVO+GC GC
(N = 304) (N = 304)

Time to and duration of responses

NIVO+GC
Any objective response© (n=175)
Median TTR (Q1-Q3), months 2.1(2.0-2.3) 2.1(2.0-2.2)
Median DoR (95% Cl), months 9.5 (7.6-15.1) 7.3 (5.7-8.9)
NIVO+GC GC
Complete response? (n = 66) (n = 36)
Median TTCR (Q1-Q3), months 2.1 (1.9-2.2) 2.1 (1.9-2.2)
Median DoCR (95% CI), months 37.1 (18.1-NE) 13.2 (7.3-18.4)

Van der Heijden et al. NEIM 2023
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Summary

» NIVO+GC demonstrated statistically significant and clinically meaningful improvements in OS
and PFS versus GC alone as first-line treatment for unresectable or mUC

* ORR and CR rates were notably higher with NIVO+GC and the concurrent ICl and chemotherapy
combination was associated with deep and durable responses
— The CR rate was nearly doubled (21.7% vs 11.8%) and the DoCR almost 3 times longer (37.1 vs 13.2 months)
with NIVO+GC, despite a maximum of 2 years of NIVO treatment

» The combination of NIVO+GC resulted in no new toxicity signals, and the safety profile was
consistent with the established safety of these agents in prior UC trials

« HRQoL was maintained with addition of NIVO to GC

» NIVO+GC is the first frontline concurrent ICl plus chemotherapy combination to improve OS in
this setting, with results supporting NIVO plus cisplatin-based chemotherapy as a new SOC for
patients with unresectable or mUC

Van der Heijden et al. NEIM 2023
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EV-302/KEYNOTE-A39 (NCT04223856)

Patient population
+ Previously untreated
la/mUC

EV,and P
+ PD-(L)1 inhibitor
naive
» GFR 230 mUmin®
+ ECOG PS <20

-_ U

ENFORTUMAB-PEMBRO

EV-302 / ESMO 2023

« Eligible for platinum, N=886 4«

EV + Pembrolizumab
No maximum frea ycles for EV,
maximum 35 cycles for P

Treatment until disease progression per
BICR, clinical progression, unacceptable
toxicity, or completion of maximum cycles

Chemotherapy®
(Cisplatin or carboplatin + gemcitabine)
Maximum 6 cycles

Dual primary endpoints:
» PFS by BICR
-+ 08

Select secondary endpoints:

+ ORR per RECIST v1.1 by BICR and
investigator assessment

+ Safety

HITOS .
ONCOLOGICOS: pe™"

Powles et al. ESMO 2023
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Overall Survival

Risk of death was reduced by 53% in patients who received EV+P

N R
% P value | mOS (95% Cl). months

31.5 (25.4-NR)
16.1 (13.9-18.3)

Median survival follow-up: 17.2 months

100 -
90 1 EV+P 442 133 (30.1
BN = 0 00
804 Chemotherapy 444 226 (50.9)  (0.38-0.58)
< 701
g 60 -
S 501
w
E 40 |
g 30 - jLo
20
10
04
0 2 4 6 8 10 12 14 16 18 20 22 24 2 28 30 32 34 36 38
Time (months)
N at risk
EV+P 442 426 409 394 376 331 2710 222 182 141 108 67 36 22 12 8 1 1 1

Powles et al. ESMO 2023
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EV-302 / ESMO 2023

EV-302/KEYNOTE-A39 (NCT04223856)

Subgroup Analysis of OS

0OS benefit in select pre-specified subgroups was consistent with results in overall population
Events/N

Patient population

+ Previously untreated
la/mUC

+ Eligible for platinum,
EV,and P

« PD-{(L)1 inhibitor

N=886 ¢

EV + Pembrolizumab
No maximum treatment cycles for EV,
maximum : for P

Treatment until disease progression per

BICR, clinical progression, unacceptable
toxicity, or completion of maximum cycles

Dual primary endpoints:

» PFS by BICR

-+ 08

Select secondary endpoints:

+ ORR per RECIST v1.1 by BICR and

naive : .
+ GFR 230 mUmin® Chemotherapy® investigator assessment
+ ECOG PS <20 (Cisplatin or carboplatin + gemcitabine) + Safety

Maximum 6 cycles

Progression-Free Survival per BICR
Risk of progression or death was reduced by 55% in patients who received EV+P

N .
. 904 Events (%) 95% Cl) P value | mPFS (95% Cl). months
2 J EV+P M2 223(505) 12.5(10.4-16.6
=0t ; 045 <o o000t i
g 704 Chemotherapy 444 307 (69.1) (038054 6.3(6.2-6.5)
% 60
g 504
g 404
@ 304
»

2 204
o 104
04
0 2 4 6 8 10 12 14 1% 18 20 2 4 6 28 30 R M4
Time (months)
N at risk
EV+P 442 409 361 303 23 204 167 132 102 n 45 Kk} 17 (] 3

Subgroup EV+P [ Hazard Ratio (95% CI)
Overall 1330442 226/M44 - 0.47 (0.38-0.58)
Age
<65 years 39144 581135 [ — 046 (0300 71)
265 years 947298 168/309 — 048 (0.38-0 63)
x
Female 32198 541108 [ — 0.51(0.32-0.80)
Male 1017344 1721336 —— 0.47 (0.36-0.60)
ECOGPS
o 447223 M5 — 0.36 (0.25-0 53)
12 89219 131227 —a— 054 (0410.72)
Prmary disease sile of ongin
Upper tract 38135 45104 S —— 0.53 (0.340 83)
Lower tract 947305 180/339 —— 1046 (0.36-0 59)
Liver metastases
Present 43100 6799 i 047 (0.320.71)
Absent 907342 159/345 p——y 047 (0.36-061)
PDLl e
Low (CPS <10) 53184 99/185 I 044 (0.31-061)
High (CPS >10) 19254 1251254 [ E——— 0.49 (0.37-0.66)
Cisplatin eligibility
Chigible 6244 106/234 S —1 053 (0.38.0.72)
Inehigible 641198 120210 e 043 (0.31-0.59)

0{1 5
Favors chemotherapy =

A— FavOrs EV+P

Confirmed Overall Response per BICR
Significant improvement in objective response rate was observed with EV+P

80 EV+P Chemotherapy
T 67.7% (N=437) (N=441)
01 1 Confirmed ORR, n (%) 206(677) 196 (444)
60 (95% CI) (63.0721)  (39.7-49.2)
- 44.4% i
& 504 2-sided P value <0.00001
g 40+ Best overall response’, n (%)

301 Complete response 127 (29.1) 55 (125)
= S i Partal response 169(387)  141(320)
o 104 12.5% Stable disease 820188  149(338)

04 -
EV+P Chemotherapy Progressive disease 38(8.7) 60(13.6)
Not evaluable/No assessment” 21(4.8) 36(8.2)

Median DOR (95% CI) NR (20.2, NR) 70(62 102)

Powles et al. ESMO 2023




ENFORTUMAB-PEMBRO
EV-302 / ESMO 2023

Treatment Related Adverse Events

events

Overall

Peripheral sensory neuropathy
Pruritus

Alopecia
Maculopapular rash
Fatigue

Diarrhea
Decreased appetite
Nausea

Anemia
Neutropenia
Thrombocytopenia

EV Treatment-Related Adverse Events of Special Interest*

56% in EV+P and 70% in

chemotherapy

Chemolherapy (N=433)

EV+P (N=440)

97.0

Grades 1/2 Grade 23
EV+P [ | 8.1 48
Chemotherapy [ ]

—T—T T T T T T T 7T
100 90 80 70 60 50 40 30 20 10

Tk T T T T
0 10 20 30 40 50 60 70 80 90 100

Incidence (%)

Maijority of treatment-related AESIs were low grade

Chemotherapy (N=433)
n (%)

n (%)

Any grade

Skin reactions 294 (66.8)

Peripheral neuropathy 278(63.2)

Sensory events 260 (59.1)

Motor events 44(100)

Ocular disorders 94 (214)

Dry eye 82 (18.6)

Hyperglycemia 57 (13.0)
Infusion-related reactions 9(20)

Grade 23 Any grade
68(155) 60(139)
30(68) 53(122)
19(4.3) 51(11.8)
12027 512
0(0.0) 12(28)
0(0.0) 8(18)
27 (6.1) 300
0(0.0) 9(21)

Serious TRAEs:
« 122 (27.7%) EV+P
= B5(19.6%) chemotherapy

TRAEs leading to death (per

investigator)

EV+P: 4 (0.9%)
Asthenia

& Diarrhea

. Immune-mediated lung
disease

. Multiple organ dysfunction
syndrome

Chematherapy: 4 (0.9%)

i Febrile neutropenia

& Myocardial infarction

*  Neutropenic sepsis

+  Sepsis

Grade 23
1(0.2)
0(0.0)
0(0.0)
0(0.0)
0(0.0)
0(0.0)
0(0.0)

0(00)

ONCOLOGICOS: pe™"

Pembrolizumab Treatment-Emergent Adverse Events of

Special Interest*

AEOSIs any grades by preferred
term in 21% of patients n (%)

Any grade
Severe skin reactions 75(17.0)
Hypothyroidism 47 (10.7)
Pneumonitis 42 (9.5)
Hyperthyroidism 20 (4.5)
Hepatitis 14(3.2)
Colitis 12(27)
Gastritis 9(2.0)
Adrenal insufficiency 7(16)
Infusion reactions 6(1.4)
Pancrealitis 5(1.1)

Grade =3

52(11.8)
2(05)
16 (3.6)
1(0.2)
8(1.8)
7(18)

0
2(05)
0
4(09)

HITOS

Chemotherapy (N=433)

Any grade

2(05)
3N
1(0.2)
2(05)
2(05)
0
3(07)
0
6(14)
1(0.2)

Summary of Subsequent Systemic Therapy

9% of patients in chemotherapy arm received subsequent PD-1/L1 inhibitors

First subsequent systemic therapy®
Platinum-based therapy
PD-1/L1 inhibitor-containing therapy
Maintenance therapy
Avelumab maintenance
PD-1/L1 inhibitor-containing therapy following progression
Other

*144 (32 6%) patients in the EV+P arm remain on treatment at time of analysis

EV+P (N=442)

n (%)

128 (28.9)
110 (24.9)
7(16)
0
0
7(16)
1(25)

n (%)

Grade =3

Chemotherapy (N=444)
n (%)

294 (66.2)
17(38)
260 (58.6)
143 (322)
135 (30.4)
17 (26.4)
17(38)

Powles et al. ESMO 2023




HITOS ,

ONCOLOGICOS: pe™"

EV+pembro takes first place as the best first-line regimen in UC

EV+Pembro vs PlIt/Gem EV-302 Study

Nivo+Cis/Gem vs Cis/Gem | CheckMate 901 Study Median OS (95% CI), months

‘22 i Median OS (95% Cl), months 1 EV +Pembro  31.5(25.4, NR)
s ®- \kﬁ 12-month rate: Nivo + Cis/Gem 21.7 (18.6, 26.4) = 1 Plt/Gem 16.1 (1 3.9, 18.3)
< 701 Gl Cis/Gem 189 (14.7,224) 8 = | '
E 60 - ‘iu‘u My, 24-month rate: %
2 0 162.7% ‘“':'-‘.1;.469 __":3
3 : o Mg -
g 304 5 | 40.7% S, —., e 6 S ]
. 5 ? ey, S J HR 0.47 (0.38, 0.58)

o i : HR0.78 (0.63, 0.96) ] [ T

- 6 12 18 24 30 3% 4 48 54 60 66 2 14 16 18 20 22 24 2% 28 30 32 34 36
Months Time (months)

No. at risk

N at nisk
EVsP 442 4% 00 394 376 331 270 222 182 M 108 67 36 2 12 8 1

166 122 82 49 33

Presented by A.Apolo. ESMO 2023
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CARCINOMA UROTELIAL AVANZADO - 2023

PRIMERA LINEA ¢SEGUNDA LINEA? ééSUCESIVAS??

¢PLATINO-GEMCITABINA?

:ERDAFITINIB?
(FGFRalt)

¢SACITUZUMAB?

¢Brazo estdndar para
futuros ensayos?
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CONCLUSIONES

EV+P es el nuevo estandar en primera linea de enf.avanzada
Debe garantizarse el acceso a los pacientes lo antes posible
é¢Definiremos pacientes “unfit” para EV+P?

El resto de opciones de tratamiento tendran que “reubicarse”
Inhibidores de FGFR: ésegunda linea para FGFRalt?
Quimioterapia basada en platino: ésegunda linea estandar?
Nuevos ADCs (Sacituzumab, Disitamab...)

Influencia de tratamientos recibidos para enf.localizada
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Madrid, 22 y 23 de noviembre de 2023

Muchas gracias por su atencion

Dr. Alvaro Pinto

Servicio de Oncologia Médica, Hospital Universitario La Paz — IdiPAZ, Madrid
Profesor Asociado, Universidad Auténoma de Madrid

Al » . e
IdiPAZ '] o ‘ ‘M Hospital Universitario La Paz
U ﬁ M Universidad Autonoma alvaro.pinto@salud.madrid.org Hosoital de Canlablanco
Instituto de Investigacion d
Hospital Universitario La Paz

» Madm . . Hospital Carios lll
e Madrid ¥ @dralvaropinto SaludMachid <
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