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Bladder Cancer Outcomes

5-year relative survival rates for bladder
cancer

These numbers are based on people diagnosed with bladder cancer between 2014 and 2020.

SEER* Stage 5-year Relative Survival Rate
In situ alone 97%
Localized 72%
Regional 40%
Distant 9%
All SEER stages combined 78%
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Localized Bladder Cancer

Management of Non-Muscle Invasive Bladder Cancer
AUA Low Risk: Surveillance
AUA Intermediate Risk: Intravesical therapy versus surveillance

AUA High Risk: Cystectomy preferred if very-high risk, BCG if no
very-high risk features

AUA Risk Stratification for Non—Muscle-Invasive Bladder Cancer*

Low Risk Intermediate Risk High Risk
* Papillary urothelial neoplasm of low malignant potential | - Low grade urothelial carcinoma * High grade urothelial carcinoma
* Low grade urothelial carcinoma »T1or » CIS or
» Ta and » >3 cm or »T1or
» <3 cm and » Multifocal or » >3 cm or
» Solitary » Recurrence within 1 year » Multifocal
» High grade urothelial carcinoma * Very high risk features (any):
» Ta and » BCG unresponsive!
» <3 cm and » Certain histopathologic subtypes™
» Solitary » Lymphovascular invasion

» Prostatic urethral invasion
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NCCN Bladder Cancer Guidelines



Localized Bladder Cancer

Management of Non-Muscle Invasive Bladder Cancer

BCG unresponsive or intolerant:
Cystectomy

Intravesical chemotherapy: Mitomycin C, Gemcitabine, Valrubicin,
Gem/Docetaxel

Pembrolizumab (2020) -> Phase Il study, 46% CR at 12m
Systemic PD-1 inhibitor, Grade 3/4 AEs: 13%

Nadofaragene firadenovec-vcng (2023) -> Phase lll study, 64% CR at 12m
Non-replicating adenovirus delivering IFN-2b, Grade 3/4 AEs: 4%

Nagopendekin alfa inbakicept-pmin + BCG (2024) -> Phase I/l study, 64%
CR at 12m

IL-15 superantagonist, Grade 3/4 AEs: 3%




Bladder Slow release of gemcitabine
tumour by a passive osmotic delivery
mechanism over 7 days

SunRlIse-1

Tar-200 provides the highest single agent CR

GemRIS
0 0 device
rate of 82.4%, 46% at 12m
. o
Grade 3/4 AEs: 13%
FDA Approval 9/9/2025 for BCG-
unresponsive high risk MIBC with CIS
NCT04640623
" s "
Population: TAR-200 + Cetrelimab® Cohorts 1-3:
Cohort 1(N=53) g ’
Aged =18 years St s ihvad Primary end point
Histologically confirmed * Overall CR rate
HR NMIBC CIS (with or
without papillary disease) TAR-200 Monotherapy .
ECOG PS of 0-2 Cohort 2 (N=85) TAR-200 dosing: Key secondary end points
Persistent or recurrent Enrollment completed Q3W (indwelling) for * Duration of response
disease within 12 months the first 24 weeks; = Overall survival
o Compleﬁlon o BCG:? Cetrelimab® Monotherapy then Q12W through + Safety
Unresponsive to BCG' Cohort 3 (N=28) Week 96 o
ARG Rox racahing 1. Cohort 3 was closed - Tolerabllity
Population: TAR-200 Monotherapy Cohort 4:
« Papillary-only HR NMIBC Cohort 4 (N=52) Primary end point
(no CIS)? Enroliment completed \_ - + DFS rate at 12 months

ESMO 2024



MoonRISe-1

Tar-210 Erdafitinib Intravesical Delivery System for intermediate risk
NMIBC with FGFR 2/3 alterations

FGFR 2/33 alteration prevalence in 50-80% low grade NMIBC
Open and recruiting at Ochsner!

Key eligibility criteria
+  Adults (aged =18 years)
+ Histologically confirmed IR NMIBC: TAR-210 Primary end point
- Ta LGfgl'Bde 1 (n..u.z?o}
— Recurrent or 53 * Disease-free suryival?
— Primary: Multifocal, or >3 em (QI2W for 1 year)
—or—
- Ta LG/ 2 2
i g%g;fw Key secondary end points
.~ Recurrent + Time to next treatment
*  With 21 risk factor? ) )
* FGFR2/3 alterations by central or local tissue or urine * High grade recurrence-free survival
testing Investigator’s choice of intravesical * Progression-free survival
chemotherapy (n=270) * Rate of diagnostic and therapeutic urological
Stratification factors MMC or gemcitabine interventions
* Anticipated choice of intravesical chemotherapy (QW for 4 to 6 doses [induction] « Safety and tolerability
* Newly diagnosed versus recurrent disease and maintenance for 6 months to 1 year)

* Cystoscopic assessment method (white light vs

el

photodynamic diagnostics)

AUA 2024




CREST

Sasanlimab, SubQ PD1 inhibitor, and BCG — pending FDA approval
Complete response at 36 months: 92% (S+ BCG) vs 87.4% (BCG)
S + BCG 32% lower EFS at 36 months, no OS benefit at 36 months
Grade 3/4 AEs: 15%, primarily thyroid disorders, rash and hepatitis

Primary Endpoint EFS by Investigator: Arm Avs Arm C

The risk of experiencing an EFS event was 32% lower with sasanlimab + BCG-I+M vs BCG-I+M

100
90
80
70 - . -

60 - i BCG-1+M
50 - ' '

40
30 -

20
10 Median follow-up for EFS: 36.3 mo

Stratified HR (95% CI): 0.68 (0.49-0.:94}; 1-sided P-value: 0.0095

Sasanlimab
+ BCG-I+M

EFS (%)

0_

0 6 12 18 24 30 36 42 48
No. at risk Months AUA 2025
Sasanlimab + BCG-I+M 352 285 262 256 241 236 169 45 s
BCG-I+M 351 293 279 240 232 13 y




ESMO 2025 — Late Breaking Abstracts

POTOMAC: Phase Ill Durvalumab & BCG

Durvalumab g4w up to one year, primary endpoint EFS
Press release 5/2025 shows improved DFS

ALBAN: Phase Ill Atezolizumab & BCG
Atezolizumab g3w up to one year, primary endpoint is EFS

ESMO 2025 Berlin 10/17 — 10/21/25



BOND-003

Phase lll single arm study of Cretostimogene Grandenorepvec for
BCG-unresponsive NMIBC, pending FDA approval

Conditionally replicating oncolytic serotype 5 adenovirus
46.3% CR at 12 months, Grade 3/4 AEs: 0

CORE-008 Phase Il for high risk non-muscle invasive bladder
cancer open at Ochsner!

Oncolytic Inmunotherapy: T T
. y aln meaction o ancer .e eain:

Cretostlmoge_ne Grenac.:lenorepvec s i BoaB Y St i tona

Dual Mechanism of Action tumor cells

| Selectively Replicates in and
Lyses Bladder Cancer Cells

Enters trget cell Replicates in and lyses cancer cells
®

Innate to Adaptive Immune Switch:

: Cytokine and antigen release

Anti-tumor Immune : : ;

Response gctlvates T.& B-cells, inducing AUA 2024
immunologic memo

9 Simultaneously Amplifies



Localized Bladder Cancer

Management of Muscle Invasive Bladder Cancer

Neoadjuvant Cisplatin-based chemotherapy if eligible -> Cystectomy
Adjuvant immunotherapy if eligible
VESPER study shows improved PFS with neoadjuvant ddMVAC x6 versus
Gem/Doce x4 (2022)

Bladder preservation with concurrent chemoRT after maximal TURBT
|deally tumors <6 cm, no CIS, no hydronephrosis
Cisplatin, Gemcitabine or 5SFU/Mitomycin as radiosensitizing agents



NIAGARA

How does this fit with ddMVAC?

A Event-free Survival

No. of
Patients
100 : ' with Median
90| ' ! Event/Total Event-free
i i .
H . No. Survival
2 8] : 1 (%) (95% C1)
2 707 h ; mo
s I i
& 60+ ! Durvalumab 187/533 NR (NR-NR)
S 504 | i - (35.1)
F i i Comparison Comparison 246/530 46.1 (32.2-NR)
8 404 ' '
£ H i (46.4)
o 1 1
g 304 | i
& 2 | i Hazard ratio for event, 0.68 (95% CI,
7 ! ! 0.56-0.82)
10+ H ] P<0.001 by stratified log-rank test
T i % 1 Median follow-up among patients

T T T T T T T T T T T T T T T T T T T T T T T T T T
0 2 4 6 8 10121416 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60

Are we overtreating some patients with neoadjuvant 107?

Neoadjuvant Gem/Cis/Durva -> Adjuvant Durvalumab FDA 3/28/25

Key secondary endpoint shows improved OS by 25%, HR 0.75 with
durvalumab arm. Grade 3/4 AEs: 40.6% G/C + D vs 40.9% G/C

62  with censored data,
Months since Randomization 42.3 mo (range, 0.03-61.3)
No. at Risk A Overall Survival
Durvalumab 533 475 424 386 356 344 330 315 282 255 202 141 1158681322020 1 0
Comparison 530 437 381 343 313 296 281 264 228 214 172 132 9469 6224 1816 2 0 100 TR H H
Fiie
90 : i
i
0 80 86.5 i H
& 70 i 75,27 T g
® i i . +
o 60 | 1 Comparison
5 : |
g 01 ) !
£ 40 i i
3 i i
o 30 | 1
Q ! 1
8 204 | i
i 1
104 | i
i 1
0 T T T ] T i T T T T T i T I T T T T T T T T T T T T T T T T T T 1
0 2 4 6 8 10121416 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 62 64 66
N EJ M 9/15/24 Months since Randomization
No. at Risk
Durvalumab 533 517 492 468 446 434 423 410 400 349 295 238 182 12596683421 71 O
Comparison 530 507 467 438 413 392 378 368 358 311 259 215 174 1139060382110 2 0

No. of
Deaths/Total
No.
(%)
136/553
(25.5)
169/530
(31.9)
Hazard ratio for death,
0.75 (95% Cl, 0.59-0.93)
P=0.01 by stratified log-rank
test

Durvalumab

Comparison

Median follow-up among
patients with censored data,
46.3 mo (range, 0.03-64.7)



ESMO 2025

EV-303 / Keynote-905: Neoadjuvant EV/P -> Adjuvant EV/P

8/12/25 Press Release: EV/P has improved PFS, OS and pCR rates vs
surgery alone

How will pCR and OS compare to NIAGRA? Pembro only arm?
EV-304/Keynote-B15 for Cisplatin eligible patients

Neoadjuvant Phase Adjuvant Phase*
Arrn A {n = 210}"

Patient Population
= Cisplatin-ineligible MIBC or cisplatin-eligible
MIBC who decline cispilatin R
= Treatment naive . Observation Observation
= Slage cT2-T4aNOMO or cT1-T4aN1MO
= Underwent TURBT
ECOGPSO0, 1,002

Pembrollzumab Pembrolizumab
; [\ 200 mg IV Q3W
7.{ »14 cycles

Enfortumab Enfortumab End Points
Vedotin Vedotin

Stratification 25 mg/kg IV Q3w 1.25 mg/kg IV Q3W i I;:ig'llrri C B

* Cisplatin ineligible vs cisplatin eligible *3 cycles e i -s.conata”:ry-vsarm )
but decline bosseasenansncnnnannsennnann] EFS (arm A vs arm B),

. ?m :llwm (T2NO vs T3/T4aNO vs 0S, pCR, DFS, pDS,

A ion of treatment (US vs EU v ROW) Time from randomization to RC + PLND safety, and tolerability

<12 weeks for arms A and C;

<8 weeks for arm B ASCO GU 2023



Bladder Sparing Approaches

Some patients opt against surgery after neoadjuvant chemotherapy
Paucity of prospective studies.
Does cTO = pT0? Biomarkers? Does salvage/delayed surgery = upfront?

GU 15-257(2023): Nivo/Gem/Cis x4 -> If CR Nivo g2w x8 cyles

46% CR, clinical complete response for 2-year metastasis free survival
was 0.97

Schema S2427 BRIGHT trial

; . RT
cT2-cT4aNO CTScan/ MRI Registration onto (55Gy/20fx to Cystoscopy, cytology,

trial, sign and imaging with
MIBC who or PET Scan TURBT . whole
Yorehe ot laase i (with informed consent bladder) + salvage cystectomy for

3 cycles of cystoscopy systematic (no more than 60 Pembro patients with
neoadjuvant with ¢TO-T1 biopsies)** days.from (200mg q 21 recurrent or residual
therapy* response completion of NA days) 12 MIBC g3 months for 3

therapy) henitie years

AUA 2025



Localized Bladder Cancer
Guidelines for Adjuvant Therapy

» Based on pathologic risk,

» If no cisplatin neoadjuvant treatment given ;alnn::||ET3I pT4a, or pN+ |
¢ Adjuvant cisplatin-based chemotherapy should be discussed (preferred)¥
or

¢ Consider adjuvant nivolumab ¥:¢¢
Following or

cystectomy » If cisplatin neoadjuvant chemotherapy given and|ypT2-ypT4a or ypN+
consider nivolumab Y-:¢¢

or

» Consider adjuvant RT in selected patients (pT3—4, positive nodes/margins at
the time of surgery)®@ (category 2B)

NCCN Bladder Cancer Guidelines

 CheckMate-274 — Adjuvant Nivolumab: DFS 22 months, OS 69.5
months (HR 0.76 [95% Cl, 0.61 to 0.96). Grade 3/4 AEs: 17.9% vs
7.2% (2021)

« AMBASSADOR — Adjuvant Pembrolizumab: DFS 29 months, OS
immature but trend towards insignificant (HR: 0.98, 95% CI: 0.76 —
1.26, p=0.88) ). Grade 3/4 AEs: 48% vs 31% (2024)

e Significant cross-over from placebo -> Nivolumab




ESMO 2025

Imvigor011: Adjuvant Atezolizumab in ctDNA+ post-cystectomy patients

Imvigor010 Adjuvant — No DFS / OS improvement
Difference between PD-1 and PD-L1 inhibition?
Updated results shows DFS/OS benefit in ctDNA (+) population

-

ctDNA- through 21 months Receive SOC

outside the study

weeks: SOC. standard of care; WES, whole-exome sequencing

Screening Surveillance run-in Treatment'
Key eligibility 6-14 weeks Atezolizumab
’ post cystectomy ! ctDNA+ within I—b 1680 mg qdw
High-risk MIBC with lymph node Serial blood 21 months of (12 cycles or 1 year) Hileseas
- ypT2-T4a or ypN+ and MO dissection collection® and cystectomy® R of
at cystectomy for patients imaging®forupto = ===== 2:1 — recurre_ncle
with prior NAC 21 months post i f:::v:_':
- pT3-T4a or pN+ and M0 cystectomy | P‘;:.bo P
at cystectomy for patients w
without prior NAC ctDNA- : (12 cycles or 1 year)
* No post-surgical radiation or AC :
+ If no prior NAC given, patient 1 =
had to refuse or be ineligible for I Stratification factors
Enrolment starts
cisplatin-based AC : * Nodal status
+ No evidence of residual disease 1 * Post-resection tumour stage
» Tumour sample available for : g PD'U status
WES* and PD-L1" status - * Time from cystectomy to first
I ctDNA+ sample
1
1
1
1
1

EAU 2024



MODERN STUDY

Currently recruiting at Ochnser!

Alliance 032103 (MODERN)

Pl: M. Galsky
NCT05227261

Cohort A
CtDNA(+)

' N

2ypT2 and/or ypN

+ after cisplatin-
based NAC

or

=pT3 and or pN+
without prior NAC
and cisplatin-
ineligible

Pre-registration
Registration

Central
ctDNA
testing

A — @ ar

Cohort B

& in
AR . i Oncology

®_

Seamless phase 2/3

Arm 1 .
> Nivolumab
X 12 cycles
Phase 2 endpoint: Phase 3 endpoint:

ctDNA clearance Overall Survival

Nivolumab
+
’ Relatlimab
Arm 2 x 12 cycles
Phase 3 non-inferiority
Arm 3
; Nivolumab
x 12 cycles

Endpoint: Disease-free survival

Detectable Nivol b
- ctDNA Ivoluma
—| Surveillance : x 12 cycles

Arm 4

ASCO 2024



Metastatic Bladder Cancer — 1L EV/Pembro

EV 103: Enfortumab Vedotin & Pembrolizumab versus platinum
based chemotherapy in cisplatin-ineligible patients (4/2023)

Grade 3/4 AEs: 55.9% EV/P vs 69.5% chemotherapy

EV 302: Enfortumab Vedotin & Pembrolizumab versus platinum
based chemotherapy in untreated bladder cancer patients (712/2023)

A Progression-free Survival

100~ Median
90 Progression-
No. of Events/ free Survival
g 3 No. of Patients  (95% Cl)
,% 70 mo
o 60 ) Enfortumab Vedotin— 223/442  12.5 (10.4-16.6)
S 5ol Enfortumab vedotin— Pembrolizumab
@ ;
® pembrolizumab Chemotherapy 307/444 6.3 (6.2-6.5)
H ) i i
§ 30-] ' ' Hazard ratio, 0.45 (95% Cl, 0.38-0.54)
L3 1 1 -Si
& 0 ; ; Two-sided P<0.001
104 ] L Chemotherapy
C 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 A Overall Survival
Months 100-, Median
No. at Risk 90 Ove.rall
Enfortumab 442 409 361 303 253 204 167 132 102 73 45 33 17 6 3 1 w80 No. of Events/  Survival
vedotin— = " Enfortumab vedotin— No. of Patients ~ (95% Cl)
pembrolizumab 2 704 H i pembrolizumab mo
© ! 1
Chemotherapy 444 380 297 213 124 78 56 41 30 19 8 6 5 3 2 1 1 & 60 ; ' Enfortumab Vedotin— 133/442 315 (25.4-NE)
° 504 ' 1 Pembrolizumab
¥ 0l i : Chemotherapy 226/444  16.1 (13.9-18.3)
<
Q i o,
S 304 Hazard ratio, 0.47 (95% Cl, 0.38-0.58)
s Chemotherapy Two-sided P<0.001
a4
10+
0 — 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
Months
No. at Risk
Enfortumab 442 426 409 394 376 331 270 222 182 141 108 67 36 22 12 8 1 1 1
vedotin—
pembrolizumab NEJIVI 3 6 24
Chemotherapy 444 423 393 356 317 263 209 164 125 90 60 37 25 18 12 7 6 2 1




Metastatic Bladder Cancer — 1L

Gem/Cis/Nivo

CheckMate 901 -
FDA Approval
3/2024

Grade 3/4 AEs:
61.8% Nivo + G/C
vs 51.7% G/C

Included more
histologic variants
iIncluding
adenocarcinoma,
SqCC if
predominate
urothelial histology

A Overall Survival

100~
" No. of Events/ Median Overall
904 No. of Patients Survival (95% Cl)
o 807 mo
<
8 704 Nivolumab+Gemcitabine— 172/304 21.7 (18.6-26.4)
£ 604 Cisplatin
s - Gemcitabine—Cisplatin 193/304 18.9 (14.7-22.4)
® ] e27%d Nivolumab Hazard ratio for death, 0.78
© 404 56.8-68 1) IVO‘Um.a & azara ratio ror aeatn, L.
£ ’ ’ gemcitabine— (95% Cl, 0.63-0.96)
S 30+ cisplatin P=0.02
S 40.7 (95% ClI,
204 34.6-46.7)
104 Gemcitabine—cisplatin
0 T T T T T T T T I T 1
0 6 12 18 24 30 36 42 48 54 60 66
Months
No. at Risk
Nivolumab+gemcitabine— 304 264 196 142 97 69 48 25 15 7 2 0
cisplatin
Gemcitabine—cisplatin 304 242 166 122 82 49 33 17 13 4 1 0

B Progression-free Survival

Median

100+
i No. of Events/ Progression-free
90 11 No. of Patients Survival (95% Cl)
@« 804 % 7id
s
2 70+ Nivolumab+Gemcitabine— 211/304 7.9 (7.6-9.5)
& 604 Cisplatin
‘s sod Gemcitabine-Cisplatin 191/304 7.6 (6.1-7.8)
gn Hazard ratio for disease progression
£ 401 Nivolumab-+ or death, 0.72 (95% Cl, 0.59-0.88)
O 304 gemcitabine— P=0.001
& 204 cisplatin
21.8 (95% Cl,
1097 ¢ 5727_9:\M—._|G—en'mit'abine—cisplatin
0 : ; 9.6 ‘95% IC\, 5.6I715.02 . . . .
0 6 12 18 24 30 36 42 48 54 60
Months
No. at Risk
Nivolumab+gemcitabine— 304 179 82 57 41 31 19 11 6 1 0
cisplatin

Gemcitabine—cisplatin 304 119 35 17 10 8 5

NEJM 10/22/23




Metastatic Bladder Cancer — ESMO 2025

1L Disitimab Vedotin + Toripalimab— Phase Il 15t line therapy for
HER2+

Press Release 2/2025: Positive for PFS/OS
RC48-C016 Study Design

; Key Inclusion criteria : i i
. Disitamab vedotin (2.0 mg/kg) a Erimaryendpoint;

No prior systemic treatment for 0 . PFS assessed by BIRC as per
unresectable locally advanced or RECIST v1.1
Toripalimab (3.0 mg/kg) e

metastatic UC
Central lab-confirmed HER2 THC KV Q2 g 0s

1+, 2+, or 3+ Select secondary endpoints:
Measurable disease per RECIST PFS assessed by investigators
vl.1 Canciabize (U0 ML dl 051 : ORR, DCR, and DoR assessed by
Eligible for ciscplati Sl Lo L L LA both BIRC and investigators
g er Cstplatinat Cisplatin (70mg/m2, d1) / Carboplatin &
carboplatin (AUC=4.5, d1) . Safety
QCOG PS0Qorl ) IV Q3W
Stratification factors - Treatment continued until disease progression/death, intolerable toxicity, or content withdraw.

Cisplatin-eligibility (eligible vs ineligihle) - In the Chemo group, assignment of cisplatin or carboplatin were protocol-defined. Chemo was administered for a maximum
HER2 expression status (1+ vs 24/3+) of 6 cycles.

Visceral metastases (present vs absent) Statistical plan for analysis: the first planned analysis was performed after approximately 278 PFS (final) and 183 OS events

(interim); 1f OS was positive at interim, the OS interim analysis was considered final.

ASCO GU 2025




Metastatic Bladder Cancer —2L Chemo

Retrospective study out of Memorial Sloan Cancer Institute on
outcomes of platinum-based chemotherapy after EV-Pembro

Median PFS was 4.4 months, and median OS was 12 months

Disease response with platinum-based chemotherapy after enfortumab vedotin and pembrolizumab.

N=38 (%) 95% CI
Observed response rate 17 (50%) 34%, 66%
Complete response 1(2.9%) 0.15%, 17%
Partial response 16 (47%) 30%, 65%
Stable disease 6 (18%) 7.4%, 35%
Progressive disease 11 (32%) 18%, 15%

2025 ASCO Poster Presentations



Metastatic Bladder Cancer — Sacituzumab

TROPICS-04 Study, FDA Approval 2021. Withdrawn 70/2024
Sacituzumab vs 2L Investigator Choice Chemotherapy: ORR 28%

35% Grade 3 neutropenia, 12% febrile neutropenia, 12% G5 neutropenia
Low g-CSF rate

A
Number of participants with events 279
B Median O3S, months (95% Cl) 10.3 (2.1-11.8) 9.0 (7.5-9.7)
a0 Stratified HR (95% CI) 0.86 (0.73-1.02)
Stratified log-rank P value P = 0.087
T 12-month OS rate, % (95% CI) 44 (39-49) 37 (32-42)
=
> 60
E
8 504
g
=%
w 0
[=]
304
204
P + ;
104 Annals of
g —+— SG(n=355) ——+—— TPC(n=35) Oncology

0 2 4 6 g 10 12 14 16 18 20 22 24 26 28 30 32 34

Time (months) 5/2025
Number at risk (events)

e 355 (0} 320 (33) 282 (T1) 241 (112) 2009 (143) 179 (172) 155 (196) 132 (218) 112(235) 78 (252) 49 (262) 26(266) 12(271) 4(272) 1(272) {272} 0(272)
TPC 356 (0) 323 (22) 269 (TE) 224 (121) 184 (160) 148 (185) 125 (218) 106 (236) B4 (255) 50 (265) 41 (271) 26(274) 16(276) 7T(278) 4 (279} 2(278) 1(278) 0278




Metastatic Bladder Cancer —2L Erdafitinib

THOR Study — Erdafitinib vs Chemotherapy. FDA Approval 1/2024

FGFR3 mutation in 10-20% advanced bladder cancer
Grade 3/4 AEs: 45.9% Erdafitinib, 46.4% chemotherapy

Median OS — 12.1 months vs 7.8 months, HR 0.64

B Baseline FGFR Alterations
FGFR Alterations in the Erdafitinib Group (N=136)

—— FGFR mutations
and fusions

FGFR3 S249C and FGFR3 Y373C
FGFR3 G370C and FGFR3 Y373C
FGFR3 R248C and FGFR3 $249C
FGFR3 G370C, FGFR3 S249C,
and FGFR3Y373C

FGFR3 R248C, FGFR3 S249C,
and FGFR3 Y373C

- : 100~
mutations
FGFR Fusions (N=25) FGFR Mutations (N=108) 504
FGFR3 G370C
FGFR3-TACC3_V1 and | g 804
FGFRI- { FGFR3-TACC3_V3 =
<
TACC_V3 w704
=
FGFR3 / FGFR3 2 60 Erdafitinib
\ Y373C/,// S249C E No. of Deaths/  Median Overall
A / b S0 M e S e S R S No. of Patients  Survival (95% Cl)
<
[
FGFR3 R248C and FGFR3 Y373C a 407 mo
8
L W FGFR3 $249C and FGFR3 Y373C S 304 Erdafitinib 77/136 12.1 (10.3-16.4)
v
R o E 204 Chemotherapy Chemotherapy 78/130 7.8 (6.5-11.1)
erationsinithe Chemol er:giR :;:ﬁ(on; ) Hazard ratio for death, 0.64
and fusions 10 (95% Cl, 0.47-0.88)
O T T T T T T T T T T T T T T T T 1 P=0.005
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Month
. No. at Risk onths
mutations x
FGFR Fusions (N=19) FGFR Mutations (N=107) (no. with censored data)
FGFR3 Erdafitinib 136117 97 74 46 35 25 17 15 9 5 3 3 2 2 2 1 0
FGFR3- G370Cqy (0) (10) (20) (25) (35) (39) (44) (47) (48) (52) (55) (56) (56) (57) (57) (57) (58) (59)
BA'APZ“—‘ ﬁ‘;gﬁ;‘i‘;‘:g’gl;;d i Chemotherapy 130 87 66 43 30 18 13 9 8 3 2 2 1 0 0 0 0 0
forRs B (0) (17) (25) (30) (35) (41) (45) (47) (47) (49) (50) (50) (51) (52) (52) (52) (52) (52)

NEJM 10/20/2023



Metastatic Bladder Cancer -2L

DESTINY-PanTumor02, Phase |l — Phase Il T-DXD for Her2 2+/3+

expressing locally advanced or metastatic cancer after prior therapy or
without alternative. FDA Approval 4/2024 for Her2 3+

Grade 3/4 AEs: 40.8%, neutropenia and anemia

100 - Endometrial Cervical Ovarian Bladder Other® BTC Pancreatic
90 - 84.6
80 _"| 75.0
=
:g 70 +
g "g 60 - 56.3 56.3
E *g 50 4 39.0 44 4 -7
ES 40 4 36.8 <= 35.0 Q "
- ] = " & &
S g 30 4 88 ~ _ L 0
O~ 20 ol & ' Q < £ I
10 - Q :53_'”; 5 4.0 5.3
b i =
. = 0.0 0.0 -_
n=40 13 17 8 40 1 41 16 20 41 16 14

Median DOR, NR
menths (95% CI)® (9.9, NR)

221 86 5.7
(4.1, NR) (2.1, NR) (NR, NR)

All patients (N=267) IHC 3+ (n=75) IHC 2+ (n=125)
ORR, % (95% CI) 37.1(31.3,43.2) 61.3 (49.4, 72.4) 27.2 (19.6, 35.9)
Median DOR, months (95% CI)° 11.3 (9.6, 17.8) 22.1 (9.6, NR) 9.8 (4.3, 12.6)

JCO 10/23/23



Future Directions for Bladder Cancer

Need for early molecular testing and histologic staining
Utilization of biomarkers to evaluate early response to treatment
SBRT for oligo-progression

Bladder conserving approaches




Thank you!

MRINE WLK
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