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Neoadjuvant Chemotherapy in Invasive Bladder Cancer:
Update of a Systematic Review and Meta-Analysis of
Individual Patient Data

(no. events/no. entered)

CT  Contrdl O Variance Hazard Ratio
Single agent platinum E
Wallace (2] 50/83 5076 274 2718 H——a |
Martinez-Pineiro (3] 43/62 3869 033 20,11 = { |
Raghavan [2] /41 3766 585 1651 —+ '
Subotal 136186 125190 892 63,80 o oo i i
Platinum-based combinations ;
Cortesi unpublished 43/82 4171 -1.87 2084 I+ F |
Grossman [9] 881158 1081159 -1361 51.00 bl
Bassi 5] 53102  60/104 195 2813 ——
MRC/EORTC[5] 275/491 301/485 -23.69 14361 H—'—-i
Malmstrom [8] 66151  84/160  -D.97 37.94 H—a—+—+
Sherif (8] 791158 901159 637 4218 H—q——o—|
Sengelov [7] 7078 6075 179 3196 .
Sub-total 686/1220 744/1213 -55.67 355.65 % HR=0.86 (95°% CI 0.770.95) p=0.003
;
|
Total 822/1406 869/1403 -46.75 419.45 ‘ HR=0.83 (85°% CI 0.81-0.98) p=0.022
|
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ABC meta-analysis collaboration. Eur Urol 2005
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Adjuvant Chemotherapy for Muscle-invasive Bladder Cancer: A P RACTI CA C LI N I CA

Systematic Review and Meta-analysis of Individual Participant Data
from Randomised Controlled Trials

1.00 Events/participants m %Ewm ON(?&'\_%LGS$
UM _ Adjuvant CT 291/600 S
0.80 Control 319/583
0.70
= 0,60 - Bladder cancer: ESMO Clinical Practice Guideline for diagnosis, treatment
& gu and follow-up ™
L g;g o Three to four cycles of cisplatin-based neoadjuvant ChT
020 should be given for MIBC I, A]. Cross-sectional imaging
o should occur after ChT before RC [IV, B].
S o There is weak evidence to support the use of adjuvant
Analysis time (Yr) : : " ; ” ’
Atk cisplatin-based ChT in patients who did not receive neo-
AGCT 600 480 380 303 240 191 149 116 88 . , ,
Coitrol 583 462 356 289 238 187 130 82 65 adjuvant therapy [||, B]. Neoadjuvant ChT is preferred.

ABC meta-analysis collaboration. Eur Urol 2022; Powles T et al. Ann Oncol 2021
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40-67% de pacientes

pT3-T4a o N+ tratados N O CU BI E RTA

Medianade| | solo con cistectomia
edad: 70-73 recaen, con pobre SG- Falta de evaluacion

anos 5anos (25-30%) multidisciplinar

o

%

o o

50% pacientes no 40-50% de pacientes que 15-30% pacientes
elegibles para cisplatino reciben QT-NA tienen
enfermedad residual invasiva

(mediana SG 3.5ano0s)

con CVMI reciben

QT-NA

Gschwend et al. Eur Urol 2002; Shariat et al. J Urol 2006 Burger et al. Eur Urol 2012; Huo et al. Eur Urol Oncol. 2019 Dash et al. Cancer 2006;
Sonpavde et al. J Urol 2011; Galsky et al. J Clin Oncol 2011
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» CheckMate 274 is a phase 3, randomized, double-blind, multicenter study of adjuvant nivolumab
versus placebo in patients with high-risk MIUC

N =709

Key inclusion criteria

+ Patients with ypT2-ypT4a or ypN+ MIUC who had neoadjuvant

cisplatin chemotherapy

« Patients with pT3-pT4a or pN+ MIUC without prior neoadjuvant

cisplatin chemotherapy and not eligible/refuse adjuvant
cisplatin chemotherapy

 Radical surgery within the past 120 days
+ Disease-free status within 4 weeks of dosing
Minimum follow-up, 5.9 months

Median follow-up in ITT population, 20.9 months (NIVO) and
19.5 months (PBO)

Stratification factors
« PD-L1 status (<1% vs = 1%)3
* Prior neoadjuvant cisplatin-
based chemotherapy
+ Nodal status
NIVO IV

240 mg Q2W

Treat for up to
1 year of adjuvant
therapy

Primary endpoints: DFS in ITT population and DFS in all
randomized patients with tumor PD-L1 > 1%

Secondary endpoints: NUTRFS, DSS, and OSP
Exploratory endpoints included: DMFS, safety, HRQoL

Bajorin DF et al. N Engl J Med 2021
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Disease-free survival (primary

R
L
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CheckMate 274

endpoint)

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

Aduvant treatment of urothelial carcinoma

OPDIVO as monotherapy is indicated for the adjuvant treatment of adults with muscle invastve

urotheliel carnoma (MIUC) with tumour cell PD-L expression > s, who ate at high ik of
tecurrence after undergoing radical resection of MIUC (see section 3.1,

brsus PBO both in the ITT and tumor PD-L1

PD-L1 = 1%
100
%0 Median DFS (95% Cl), months
NIVO 52.6 (25.8-NE)
. 80- PBO 8.4 (5.6-17.9)
32 HR (95% Cl), 0.52 (0.37-0.72)
= 207
= 60.3% 56.9%
= 60
=3
v : L
7] 50+ 1 1
@ ] |
= | i
T 40- M :
o 37.6% L S 1 T I I 1 1 TR w1 ]
L 304 ! 133.3%
a ! :
20"’ : 1
10
O T T T I T I T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66
Months
No. at risk
NIVO 140 99 88 79 72 64 < 42 29 z3 2 0]
PBO 142 74 : 52 1 ) 2

58 46 40 26 18

0]

MNE, not estimable.

L
andomization and the date of first recurrence (local urothelial tract, local non-urothelial tract or

Bajorin DF et al. N Engl J Med 2021; Galsky MD et al. ASCO GU 2023
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Disease-free survival by subgroup in the ITT population

NIVO PBO HR for DFS (95% CI)
Events/patients

Minor histologic variants :

Presence 85/145 88/141 ——r 0.78 (0.58-1.07)

Absence 110/208 145/215 —— : 0.68 (0.53-0.88)
Pathologic lymph node status :

N+ 109/167 134/168 —— : 0.62 (0.48-0.81)

NO/x with < 10 nodes removed 50/94 56/99 —_———— 0.84 (0.57-1.24)

NO with = 10 nodes removed 36/91 42/88 —0—: 0.75 (0.47-1.18)
Pathologic status :

pTO-2 42/80 48/86 —o—:— 0.91 (0.59-1.42)

PT3 113/206 132/204 —e—— 0.64 (0.50-0.83)

PT4a 38/57 49/62 ——o—:— 0.68 (0.43-1.08)
PD-L1 expression :

z1 61/140 87/141 —e— : 0.53 (0.38-0.73)

<1 132/210 141/209 e 0.84 (0.66-1.06)
Previous neocadjuvant cisplatin :

Yes 81/153 110/155 —_— : 0.54 (0.40-0.72)

No 114/200 123/201 e 0.91 (0.70-1.17)

0.25 0.5 0 2 4
< >
Favors NIVO Favors PBO

Bajorin DF et al. N Engl J Med 2021; Galsky MD et al. ASCO GU 2023
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CheckMate 274

Safety summary in all treated patients

NIVO (n = 351)2 PBO (n = 348)2
Any grade
Treatment-related AEs, % 79 18 56 7
Treatment-related AEs leading to

. - . 14 7 2 1
discontinuation, %
Pruritus 23 ) 11
£ Fatigue 17 12
E 5 Diarrhea 17 11
§ 5 Rash 15 6
s -a'=_-_- Lipase increased 10 Sl 6
w U
W e Hypothyroidism 10 2
T e Amylase increased 10 4 1 6
E—
w QL
k- Hyperthyroidism 10 1 Any grade [l B0
= a Nausea 7 4 Grade =3 [N
S © Asthenia 7 5
..E Er*; Decreased appetite 6 ]
o N Blood creatinine increased 5
" Maculopapular rash 5 1
Arthralgia 5 5
30 25 20 15 10 5 0 5 10 15
%

#Includes all treated patients.

There were 3 treatment-related deaths in the NIVO arm (2 instances of pneumonitis and 1 instance of bowel perforation).
Includes events reported between the first dose and 30 days after the last dose of study therapy.

Minimum follow-up in the ITT population, 31.6 months.

AE, adverse event.

Bajorin DF et al. N Engl J Med 2021; Galsky MD et al. ASCO GU 2023
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Summary of efficacy outcomes over time

S
L
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ITT
(N = 353) (N = 356) (N = 353) (N = 356) (N = 353) (N = 356)

PRl ST

Median DFS, months 22.0 | 10.9 22.0 | 10.9 20.8 i 10.8
DFS HR (95% Cl) 0.71 (0.58-0.86) 0.70 (0.57-0.85) 0.70 (0.55-0.90)
Median NUTRFS, months 25.9 | 13.7 26.0 | 13.7 22.9 | 137
NUTRFS HR (95% Cl) 0.72 (0.59-0.88) 0.71 (0.58-0.88) 0.72 (0.59-0.89)
Median DMFS, months 47.1 | 28.7 41.1 | 29.2 40.5 | 29.5

DMFS HR (95% CI)

0.74 (0.60-0.92)

0.73 (0.58-0.92)

0.75 (0.59-0.94)

PD-L1 =2 1%
NIVO PBO NIVO PBO NIVO PBO
(N = 140) (N = 142) (N = 140) (N = 142) (N = 140) (N = 142)

R
Median DFS, months 52.6 | 8.4 NR | 8.4 NR | 8.4
DFS HR (95% Cl) 0.52 (0.37-0.72) 0.53 (0.38-0.75) 0.55 (0.35-0.85)P
Median NUTRFS, months 52.6 | 8.4 NR | 10.8 NR | 10.8
NUTRFS HR (95% Cl) 0.53 (0.38-0.74) 0.54 (0.39-0.77) 0.55 (0.39-0.79)
Median DMFS, months NR | 20.7 NR | 20.7 NR | 21.2

DMFS HR (95% CI)

0.58 (0.40-0.84)

0.60 (0.41-0.88)

0.61 (0.42-0.90)

Bajorin DF et al. N Engl J Med 2021; Galsky MD et al. ASCO GU 2023
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A031501 AMBASSADOR: Study Design

Phase 3 randomized, open label, multicenter study of adjuvant pembrolizumab vs
observation in patients with high-risk muscle-invasive urothelial carcinoma (MIUC)

FOR CLINICAL TRIALS IN ONCOLOGY

NCTO03244384

i = v q - - LE 77 ] i 5 i
Key Eligibility ] Dual Primary Endpoints
' : i =739 Pembroli . .

= Muscle-invasive urothelial Sl | ] Eembtelizvn: s = Disease-free survival
carcinoma: bladder, urethra, renal L PELL statust 200 mg q3W

pelvis, ureter | 1 year (18 cycles) = Overall survival

= Post-radical surgery (cystectomy. TP

‘nephrectomy, nephroureterectomy, ‘;I;zl};ﬁ)thﬂapy

or ureterectomy) > 4 but < 16 weeks

. haioss Observation | Key Secondary Endpoints
=Post-neoadjuvant chemotherapy § tilgicsiages | = DFS/OSPD-L1 +/-
g ; i s e o pT2/3/4aN0 " S
g o pT4bNx/NI-3
£ . g B - (e} =
._'C:lsplat_m—mahglble or It’z‘«fusmg and o Esur’gi'cal | Correlative Endpoints
= pT3 and/or pN+/+margins margins =  DFS/OS ctDNA +/-
=  DFS/OS immune gene sighatures
*PD-L.1 status was tested centrally and defined using the combined positive score: percentage of PD-L1-positive tumor cells and infiltrating : gg:ﬁgz T Cl({)r im)lel(.:ular subtype; |
immune cells relative to the total number of tumor cells. PD-L.1 positive = CPS = 10%o, Dako PD-L1 immunchistochemistry 22C3 pharmDx S na i
assay. DFS: disease-free survival (defined as new MIUC, metastatic disease, or death without recurrence); OS: overall survival = QOL

Apolo A et al. ASCO GU 2024
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A031501 AMBASSADOR: Disease-Free Survival (ITT)

1 MEJORES TRATAMIENTOS
SISTEMICOS

ALLIANCE ¥

100 4
FOR CUNICAL TRIALS IN ONCOLOGY
90 |
1 0,
No. of events/total Dicdian (050 £0),
80 months
PEMBROLIZUMAB 147/354 29.0 (21.8-NR)

@ OBSERVATION 172/348 14.0 (9.7-20.2)
)
il HR (95% CI) 0.69 (0.54—0.87)
]
% - P=0.001
= _
L7 ]
-t
L s0
- Pembro
=
S 40 ]
g Observ.

30

20

10+ Data Lock 3/10/2022

CI confidence interval: NE. not estimable; NR not reached.
o

T T
o [=] 12

Median follow-up (range) 22.3 months (0.03-48.9)

Pembro 354 238 178
Observ. 348 192 125

T
18

123
o7

24 30 ae a2 a8
Months (Time from Randomization)

Patients-at-Risk
80 45 26
53 23 13

oo

=
1

Apolo A et al. ASCO GU 2024
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A031501 AMBASSADOR: Disease-Free Survival by PD-L1* Status

| PD-Ll1-Positive CPS > 10% | PD-LI-Negative |
1904 o N ; 100
20 Median 90 Median
No. of No. of
(95% CI) (95% CT)
80 events/total o anthe ) g eventis/total months
s PEMBRO 79/202 32.8 (28.1-NR) = PEMBRO 68/152 22.1 (13.8-NR)
= 70 OBSERV 86/201 20.7 (13.5-NR) ; 70 _| OBSERYV 86/147 9.1 (7.0-15.3)
i >
= F
5 604 5 60
? @
$ @
= %0 Pembro :_: 50
> I Pembro
@ 40 & 40
2 Observ. a
O 30| 0 30|
Observ.
20 4 20
| HR (95% CT) 0.77 (0.57-1.04) | HR (95% CI) 0.61 (0.44—0.84)
P =0.091 . £ =0.002 Data Lock 3/10/2022
o] T T
0 6 12 18 24 30 36 42 48 o 6 12 18 24 30 36 42 48
Months (Time from Randomization) Months (Time from Randomization)
Patients-at-Risk Patients-at-Risk
Pembro 202 144 107 52 31 18 5 2 Eemb 1= xe 4 73 i g 2 ] "
Chbserv. 201 117 a1 67 11 19 11 5 1 bserv.
#Dako PD-L1 immunchistochemistry 22C3 pharmDx assay CI, confidence interval; NE, not estimable; NR. not reached. Data Lock 3/10/2022
ASCO Genifourinary  [ESEERN  rearm s Andrea 8. Acio, MD P24 @=roic_andrea ASCO zmsvusamer
Cancers SympOSIUm Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org. KNOWLEDGE CONQUERS CANCER

Apolo A et al. ASCO GU 2024
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PD-L1 > 1% © PD-Li-Positive CPS = 10%
100- 100 4
90 Median DFS (95% Cl), months 00 N T
NIVO 52.6 (25.8-NE) "t-lt €4l (95% CI)
. 80- PBO 8.4 (5.6-17.9) . 804 cventstota months
R HR (95% Cl), 0.52 (0.37-0.72) ) PEMBRO 79/202 32.8 (28.1-NR)
= 70- = 70- OBSERV 86/201 20.7 (13.5-NR)
g & >
.z 60.3% 56.9% S
¢ 604 5 60
o : | b
8 50 i i I.‘E 50 4 Pembro
L. | | [
G 40- ' : 8 4
© I ! 17 T | 8 Obsery.
g 301 : 133.3% Q 30
= : :
20 : ] 20
10 i i - HR (95% CI) 0.77 (0.57-1.04)
0 T T T E T I T T T T 1 P=10.091
0 6 12 18 24 30 36 42 48 54 60 66 g . T . . . . T T
Months 0 6 12 18 24 30 36 42 48
No. at risk Months (Time from Randomization)
NVO 140 99 88 79 72 64 55 42 29 23 2 O Ak 5B B O o REMeEbRIE " : "
PBO 142 74 58 52 46 40 34 26 18 9 2 0 Observ. 201 17 81 67 41 19 " 5 1

Galsky MD et al. ASCO GU 2023; Apolo A et al. ASCO GU 2024
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——

- NIVO NIVO (PLACEBO) | PEMBRO PEMBRO (OBS)

PFS ITT
22
PFS PD-L1+
52,6
PFS PD-L1- .

10,9 29 14

8,4 32,8 20,7
22,1 9,1

Diferentes farmacos (Nivo vs Pembro)
Diferente definicion de PD-L1+ (TC>1% vs
CPS>10%)

Diferente poblacidn
Diferente brazo control (placebo vs observacion)
Estudio de registro vs grupo cooperativo
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Patient population
(n = 870)

= Eligible for treatment with
cisplatin

= Histologically confirmed
MIBC with predominant
urothelial histology and
PD-L1 expression
(CPS =10 or CPS <10)!

= Clinically nonmetastatic
bladder cancer (N < 1M0)

= Eligible for radical
cystectomy and pelvic
lymph node dissection

* No prior systemic
anti-neoplastic treatment
for MIBC

* Received TURBT

* ECOG performance
status O or 1

Patient population
(n = 836)

« Histologically confirmed
MIBC with predominant
urothelial histology

= Cisplatin-ineligible MIBC

« Clinically nonmetastatic
bladder cancer (N <1M0)

« No prior systemic
anti-neoplastic treatment
for MIBC

+ Eligible for radical
cystectomy and pelvic
lymph node dissection

* Received TURBT

* ECOG performance
status 0, 1, or 2

Neoadjuvant phase

Pembrolizumab
200 mg Q3W IV +
e Gemcitabine 1000 mg/m?
and Cisplatin 70 mg/m?
Q3W x4 cycles

Stratification
RC + PLND

Placebo +
Gemcitabine 1000 mc
and Cisplatin
Q3W x4

Adjuvant phase

Pembrolizumab
200 mg Q3W IV
%13 cycles

Placebo
%13 cycles

Posttreatment
follow-up will
assess:

= Event-free survival
= Overall survival

= Safety

= PROs

End points

= Primary: pCR, EFS

= Key secondary: OS, DFS, pDS, PROs, safety and tolerability
= Exploratory: biomarkers

MEJORES TRATAMIENTOS
SISTEMICOS

Neoadjuvant phase

Pembrolizumab
200 mg Q3W IV x3 cycles

Pembrolizumab
00 mg Q3W e

Enfortumab vedotin
1.25 mg/kg Q3W IV %3 cycles

Time from randomization to RC + PLND <12 weeks
for pembrolizumab + enfortumab vedotin arms,
=8 weeks observation arm

Adjuvant phase

Pembrolizumab
200 mg Q3W IV x14 cycles

Pembrolizumab
00 mg Q3W 1V x
Enfortumab vedotin
1.25 mg/kg Q3W IV x6 cycles

Posttreatment
follow-up will

End points

* Primary: pCR', EFS!

= Key secondary: OS!, DFS!, pDSt, safety and tolerability
= Exploratory: PROs, biomarkers

Eligibility at
randomization: Safety run-in Main stu
*MIEC cT2"-T4aN0-1M0O #of pts.
Ineligible for cisplatin: Neoadjuvant Adjuvant
+CrCl <60 >30 ml/min c c
*Hearing loss G22 Y Y
tParipharal neurapathy s YO Arm 1: Durva + Treme + EV Durva+Treme m# Durva

Gz22 Ty S
ECOG 02 E E [
Stratification: « 20 patients o T |

PD-L1 status max ? o
T2NO vs T3-4aN0 vs 270 Arm 3: Straight to cystectomy
T2-4aN1 + Evaluate M

safety after 1 i
= il cycle
PCR rate D+T+EV Week Week Week
EFS D+T+EV - Recruitment in i [ — i
main study

Key Secondary starts after first — ~

Endpoints: 10 patients osing regimen

T I L S R
EFS D+E' least one cycle

os of neoadjuvant Durva 1500mg Day 1 Q3W x 3 cycles 1500mg Day 1 Q4W x 9 cycles
Disease-free survival therapy

Pathologic downstaging EV 1.25mg/kg Day 1, 8 Q3W x 3 cycles

Disease-specific survival T 75mg Day 1 3 75mg Day 1 1

Triplet cohort onl T 8cycle 2
17 " Cap cT2NO at 40% b Sy

T —

NIAGARA (NCT03732677)"

* Resectable muscle-invasive transitional cell bladder
cancer that will be surgically treated with radical
cystectomy

* No prior systemic chemoT or immunotherapy

X ECOGPS<1

Durvalumab + chemoTx =
adjuvant durvalumab



ACTUALIZACION EN URO-ONCOLOGIA:
UPDATE 2024

ODEMOS METORAR &
¢COMO PODEMOS MEJORAR?

NUEVOS
BIOMARCADORES




ACTUALIZACION EN URO-ONCOLOGIA:

UPDATE 2024
NUEVOS

BIOMARCADORES

IMvigor010: phase lll study of adjuvant atezolizumab in MIUC

r | | DESinITT Population

survival follow-up

(- High-risk MIUC )

Atezolizumab
(bladder or upper tract)

« Radical surgery with lymph node No crossover allowed

dissection within <14 weeks

= Tissue sample for PD-L1 testin Observation
\ P! g J

100 {4, Afezolizumab ~  Observation
- N : — : : ; (N=406) (N=403)
Endpoints = IMvigor010 did not meet its primary endpoint (DFS in the ITT population)
- Primary: DFS (ITT population) — A pre-planned interim OS analysis was performed but could not be DFS GVGNS,H(%) 212(52) 208 (52)
+ Key secondary: OS (ITT population) IR AEEEE 804 :
+ Other: safety = OSfollowzupiisimmatiiteiandiongeing inithe [ poptilation Median DFS (3% Cl),mo | 19.4(15.9,248) | 166(112 248)
+ Exploratory: predictive, + The PD-L1 and TMB biomarkers did not identify patients benefitting
prognostic and from atezolizumab vs observation in the ITT population 18-mo DFS rate (95% C|), % a1 (46, 56) 49 (44, 54)
B b‘zll."a?ersd = A pre-specified ctDNA biomarker analysis was performed
thstlr assoéiatlon wigh disease : DFSHR (95% C|)a 0.89 (074, 108), p= 02446b
& recurrence ) \ J & _______________________________
a} ;
Atezolizumab
DFS by PD-L1 Status
Observation
1 PD-L11C0/1 100 PD-L11C2/3 204
o @ = Observation
I R Atezolizumab SN s 04
. Atezolizumab S N B B B B B B B R B .
20 Observation 2] 0 3 6 9 2 15 o1’ u U U NN X N L LB
R E I EEE R E LI EEER B R S e T R S T S O No. at risk Morths
St Months Neolumat 406 32 281 28 28 21 169 W M5 R 6 % B 0 3 2
FCoeoanon 207 14 1 100 5 0 @ 5 42 9 b 12 2 FCoeanaion 156 1% 1% 1 105 5 & 75 & % 4 w0 5 12 2 QObservation 403 305 240 211 188 177 156 131 109 & 67 42 17 12 2

Bellmunt J et al. Lancet Oncol 2021
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1. CT-DNA+ PATIENTS HAVE A WORSE PROGNOSIS

Disease-free survival

Observation arm: DFS Observation arm: OS
e CtDNA(-) (n=183) it ctDNA(-) (n=183)
— ctDNA(+) (n=98) _ — ctDNA(+) (n=98)
0.75 - S 0.75 -
2
-
0.50 - 2 0.50 -
DFS HR=6.30 (95% CI: 4.45-8.92) E
p<0.0001 (<7
0.25 5 0.25 1
OS HR=8.00 (95% CI: 4.92-12.99)
0.00 0.00 -~ p<0.0001
1I0 2IO 3'0 4I0 5'0 CIJ 1I0 2IO 3I0 4I0 5I0
Months Months
IMvigor010 confirmed the prognostic value of ctDNA status

Powles T et al. ESMO 10 2020
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2. CT-DNA+ PATIENTS TREATED WITH ATEZOLIZUMAB

HAD IMPROVED SURVIVAL

Disease-free survival

ctDNA(+) ctDNA(=)
Atezolizumab
Observation

1.001 g,

0.751

0.50+

0.254

0.00+

=1.14 (95% CI: 0.81-1.62)
p=0.45

ctDNA(+): 37%
HR=0.58 (95% CI: 0.43—0.79)
p=0.0005

- n=116
= n=98

~— n=184
~— n=183

0 10 20 30 40 50

Months

ctDNA(+) patients

Atezolizumab

Observation

Median DFS (95% CI), months
Median OS (95% CI), months

5.9 (5.6—11.2)
25.8 (20.5-NR)

4.4 (2.9-5.6)
15.8 (10.5-19.7)

Overall survival

1.00 -

0.75

0.50 1

0.25

0.00 -

“pwmy  ctDNA(-): 63%
L HR=1.31 (95% CI: 0.77-2.23)

p=0.32

tDNA(+): 37%
.59 (95% CI: 0.41-0.86)

10

20 30
Months

p=0.0059
— n=116
— n=98
—— n=184
i ] n=183
40 50
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3. CT-DNA CLEARANCE UNDER ATEZOLIZUMAB
WAS ASSOCIATED WITH IMPROVED SURVIVAL

p=0.00408
1
S
% 20 -
7 2
£ g
T 3
"]
<: 10
= o
;z =
° )
(7]
©
(1]
- 2
Atezolizumab Observation (=)
n=99 n=79
Study arm

ctDNA(+)—.(—)‘ 18 (18.8%) ‘ 3 (3.8%)
ctDNA(+) — (+)

81 (81.82%) | 76 (96.2%)

1.00

0.75 -

0.50 A

0.25 A

0.00 A

Atezolizumab arm: DFS

HR=0.26 (95% CI: 0.12-0.56)

y CtDNA(+) — (=) (n=18)

._L'*-_'

ctl'_;_I\—IA'(-'r') — (+)_En=813

10 20 30 40

Months

Overall survival

1.00 A

0.75 A

0.50

0.25 1

0.00 A

Atezolizumab arm: OS

.
Y
K
5

ctDll\lIIII\(+) - i—) (;1=18)

|‘_1_+‘_
“
%L
‘t-b
e e .
ctDNA(+) — (+) (n=81)
HR=0.41 (95% CI: 0.10-1.70)
6 1l0 2I0 Sb 4I0 5IO

Months
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IMvigor011 (phase lll study of adjuvant atezolizumab in ctDNA+ MIUC patients)

Enrollment starts

ctDNA+ within

* High-risk MIUC cystectomy
— pT2-T4a or ypN+ and MO at cystectomy 8
for patients with prior NAC

- pT3-T4a or ypN+ and MO at cystectomy Minimum 6 weeks
for patients without prior NAC post-cystectomy
« Patients with no prior NAC must be
cisplatin-ineligible or refuse cisplatin-based
adjuvant chemotherapy
* Post radical surgical resection <10 weeks
* No evidence of residual disease
* Tumour sample available for WES
\_ J ctDNA- through
""21'months

Serial plasma collection
and imaging for up to
21 months
post-cystectomy

Placebo

Surveillance as

per SOC

Primary endpoint: IRF-assessed DFS in patients who are ctDNA+ within 20 weeks of cystectomy
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Seamless phase 2/3

A032103 (MODERN) Schema Arm 1 ———

x 12 cycles

Cohort A
CtDNA(+)
Phase 2 endpoint: Phase 3 endpoint:
— (r)— e
~ ~ Nivolumab
=ypT2 and/or ypN — +
+ after cisplatin- — » Relatlimab
based NAC = = 2 x 12 cycles
= o
or = &
=2 7 Phase 3 non-inferiority
=y
@
o

*=pT3 and or pN+
without prior NAC
and cisplatin- Central

ineligible CtDNA
- 4 testing

Pre-registration

i 3‘ Nivolumab
x 12 cycles

Endpoint: Disease-free survival

Detectable

L »|s ill
Pl: Matthew Galsky, MD -, S | —— [T Zleyeles

*patients with pT2NO (distinct fromm ypT2NO) will be eligible IF ctDNA(+)
Powles T et al. ESMO 10 2020
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Radical cystectomy versus trimodality therapy for muscle-
invasive bladder cancer: a multi-institutional propensity
score matched and weighted analysis

A
100

80

60

404

Adjusted metastasis-free survival (%)
N
S
1

p=0-95

— Radical cystectomy plus neoadjuvant or adjuvant chemotherapy
— Trimodality therapy

Number at risk

Radical cystectomy plus neoadjuvantor 176
adjuvant chemotherapy

Trimodality therapy 282

1
25 50 75

T T T
100

12.5 15-0
Follow-up time (years)
118 82 34 14 4 0
202 130 75 42 17 2

Adjusted cancer-specific survival (%)

3

CAMBIO DE PARADIGMA

B
100+ p=0-25
80—
60
40
20+
0 | | | T | |
0 25 50 75 10-0 12.5 15.0
Follow-up time (years)
176 127 86 37 14 4 0
282 222 138 76 43 19 2

Zlotta AR et al. Lancet Oncol 2023
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x 4 cycles Cystoscopy
Biopsies

Urine cytology
MRI

cT2-T4aNOMO No cystectomy = I:I\éoéu:;?::
Cisplatin-eligible y
Gemcitabine + Clinical CR #
= Cisplatin + . .
" ";.; Nivolumab C||n|ca| Restag|ng Cystectomy

No Clinical CR |==» Cystectomy

*patient choice

» Clinical complete response (CR) rate

« Performance of clinical CR in predicting treatment benefit:
*» 2 year metastasis free if no cystectomy
* pCR in immediate cystectomy

Co-primary endpoints

Galsky M et al. Nat Med 2023
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257-1,006
2571-1005
76 patients 2571084
No clinical 2571087
restaging 2511045
4 patients PP (R —— 257-1,022
metastases =1 257-1,028

257-1,044
= A g
cystectomy =3 2571040

.. 274-1,046
Clinical 571061

restaging 2571081
72 patients 257,009
257-1,083
i 257-1,036
2671008 I Cystectomy-free

257-1,060
y b 257,082 B Local recurrence

257-1,007 Cystectomy

257-1,050
No cCR cCR 251,067

39 patients 33 patients 2571052 > Alive
257,012
257-1,073
| | 257-1,001 >
257-1,016* g
2571-1,025 /=
257,015 -
- .4
-
>
.-
.

B Metastatic recurrence

y \ 4 \ 4

Non-protocol Immediate Immediate No immediate 257-1,018
therapy cystectomy cystectomy cystectomy BEIOR

5 patients 34 patients 1 patients 32 patients b
radiation = 4 257,01

lance =1
surveillance = 0 2 4 6 8 W 2 W ® 1B 20 2 24 2 28 30 3B ¥ 3B 3B 40 &£ M

Time from initiation of study treatment (months)

Galsky M et al. Nat Med 2023



ACTUALIZACION EN URO-ONCOLOGIA:
UPDATE 2024

3 CAMBIO DE PARADIGMA

Metastasis-free Survival (Landmark Analysis) Overall Survival (Landmark Analysis)

I_._._I

Log-rank p = 0.007 Log-rank p = 0.003

Probability of survival (%)
Probability of survival (%)

10 20 30 10 20 20

Time from clinical restaging (months) Time from clinical restaging (months)

3 25 10 33 26 11
28 19 B 30 20 4

Clinical CR predicted treatment benefit with a
positive predictive value of 0.96 (95% CI, 0.89, 1)

Galsky M et al. Nat Med 2023
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CONCLUSIONES

 Quimioterapia neoadyuvante como estandar para un
subgrupo de pacientes

* |nmunoterapia adyuvante como opcion con impacto en DFS
* Nivolumab aprobado en PD-L1+
* Pembrolizumab
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* Necesitamos mejores biomarcadores
 (Son todas las cistectomias realmente necesarias?
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