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This presentation and/or comments will provide a balanced, non-promotional, and evidence-based approach to all diagnostic,
therapeutic and/or research related content.

CITY OF HOPE



Cultural Linguistic Competency (CLC) & Implicit Bias (1B)

STATE LAW:

The California legislature has passed Assembly Bill (AB) 1195, which states that as of July 1, 2006, all Category 1 CME activities that relate to patient care must
include a cultural diversity/linguistics component. It has also passed AB 241, which states that as of January 1, 2022, all continuing education courses for a
physician and surgeon must contain curriculum that includes specified instruction in the understanding of implicit bias in medical treatment.

The cultural and linguistic competency (CLC) and implicit bias (IB) definitions reiterate how patients’ diverse backgrounds may impact their access to care.

EXEMPTION:

Business and Professions Code 2190.1 exempts activities which are dedicated solely to research or other issues that do not contain a direct patient care
component.

The following CLC & IB components will be addressed in this presentation:

= The treatment of underrepresented minorities in bladder cancer.
= Gender disparities in bladder cancer.
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https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=201920200AB241
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=201920200AB241
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Perioperative Enfortumab Vedotin Plus Pembrolizumab in
Participants With Muscle-invasive Bladder Cancer Who
Are Cisplatin-ineligible: Phase 3 KEYNOTE-905 Study

Allocation to this treatment arm stopped Nov 2022

Koy Eligibiity Criteria === p— Pembrolizumab 200 mg ) Ly Pembrolizumab 200 mg
* Adults with MIBC : IV Q3W 3 cycles IV Q3W 14 cycles
» Clinical stage T2-T4aNOMO or :
Observation®

T1-T4aN1MO by central assessment
Enfortumab vedotin 1.25 mg/kg Enfortumab vedotin 1.25 mg/kg

» 250% Urothelial histology

* Cisplatin-ineligible per Galsky criteria®
or cisplatin-declining

* ECOG PS 0-2

d1 and d8 IV Q3W 3 cycles d1 and d8 IV Q3W 6 cycles
+ +

Pembrolizumab 200 mg Pembrolizumab 200 mg

Stratification Factors IV Q3W 3 cycles IV Q3W 14 cycles

» Cisplatin ineligibility (ineligible vs.
eligible but declining)

* Clinical stage (T2NO vs. T3/T4aN0 vs. Primary endpoint: Event-free survival (EFS) by BICR

T1-4aN1) Key secondary endpoints: OS and pathological complete response (pCR; pTOND, i.e.
* Region (US vs. EU vs. Most of World) absence of viable tumor in examined tissue from surgery) by central pathologist review

Other secondary endpoints include: Safety
Exploratory endpoeints include: EFS by pCR status

Vulsteke et al. ESMO 2025



Vulsteke et al. ESMO 2025

344 participants randomized Dec 15, 2020 to Jun 6, 2024

170 to EV + pembro

167 Started neoadjuvant phase
144 Completed
23 Discontinued

149 Underwent surgery®
147 Complete resection®

21 Did not undergo surgery

100 Started adjuvant phase
43 Completed
11 Ongoing
46 Discontinued

49 Did not start adjuvant phase

174 to control

156 Underwent surgery

149 Complete resection® Reasons for no surgery
13 Participant withdrawal
18 Did not undergo surgery 3 Adverse event
1 Lost to follow-up

1 Physician decision

Time from randomization to data cutoff date (June 6, 2025):
median 25.6 months (range, 11.8-53.7)



Baseline Characteristics

Characteristic, n (%)

Median age (range), years
265 to <75 years
275 years
Male
ECOG PS
0
1
2
Region
United States
European Union
Most of World
Cisplatin eligibility status (per Galsky criteria)
Ineligible
Eligible but declining
PD-L1 combined positive score (CPS) 210*
Tumor stage at baseline (centrally assessed using both
pathology of TURBT specimen and imaging)®
T2NO
T3/T4aNO0
T1-4aN1
Creatinine clearance
260 mL/min
230 and <60 mL/min
<30 mL/min
Pure urothelial carcinoma histology

Vulsteke et al. ESMO 2025

EV + pembro (N = 170)
74.0 (47-87)

63 (37.1)
78 (45.9)
137 (80.6)

102 (60.0)
47 (27.6)
21 (12.4)

21 (12.4)
78 (45.9)
71 (41.8)

142 (83.5)
28 (16.5)
80 (47.1)

30 (17.6)
133 (78.2)
7 (4.1)

68 (40.0)
102 (60.0)
0
152 (89.4)

Control (N = 174)
72.5 (46-87)

77 (44.3)
68 (39.1)
131 (75.3)

95 (54.6)
53 (30.5)
26 (14.9)

23 (13.2)
77 (44.3)
74 (42.5)

139 (79.9)
35 (20.1)
83 (47.7)

32 (18.4)
132 (75.9)
10 (5.7)

72 (41.4)
101 (58.0)
1(0.8)
161 (92.5)



Primary Endpoint: EFS2 by BICR
ITT Population

EV + pembro Control

(N =170) (N=174)
100 ! : Events,n (%) 48 (28.2) 95 (54.6)
80 = ' 1 74.7% (95% Cl) (37.3-NR) (10.3-20.5)

HR 0.40, 95% CI 0.28-0.57,
one-sided P <.0001*

- 29/174 pts (16.7%) in

i

]

]

]

]

]

i

i the control arm received
: 30.49 I.L|'|_|_|_| L1 I adjuvant nivolumab as
:

I

]

]

Event-free survival, %
n
=
1

30-
of data cutoff per local
20 guidelines/prescribing
10 = information
N o e S e T B e B e e o e e S e e S T A s e e s s |
0 6 12 18 24 30 36 42 48 54 60
No. at Risk Months
EV + pembro 170 140 116 73 o6 42 35 16 3 0 0
Control 174 116 84 48 33 22 14 9 1 0 0

Vulsteke et al. ESMO 2025



EFS by BICR in Key Subgroups

ITT Population

Events/Participants

EV + pembro Control HR (95% Cl)

Overall 48170 95174 —— : 0.40 (0.28-0.57)
Age

<65 years 3728 16/20 & : 0.13 {0.04-0.46)

265 to <75 years 21/63 44177 —— 0.41 {0.24-0.70)

275 years 2478 35/68 —— 0.50 (0.30-0.84)
Sex [

Male 33T T2M131 - 0.40 {0.27-0.59)

Female 11/33 23/43 —_— : 0.37 (0.18-0.79)
ECOG PS i

0 26102 43/95 —— 0.54 (0.33-0.87)

1 16/47 35/53 —— : 0.30 (0.16-0.57)

2 621 1726 i i 0.19(0.07-0.52)

ion !

United States G/21 1123 = : 0.47 (017-1.27)

European Union 21/78 41177 —_—— 0.38 (0.23-0.65)

Mast of World 2171 43174 —_—— 0.41 (0.24-0.69)
Cisplatin eligibility X

Ineligible 417142 81139 == i 0.37 (0.26-0.54)

Eligiple but declining TiZ28 14/35 —— 0.58 (0.23-1.44)
PD-L1CPS :

=10 21/80 42/83 - 0.37 (0.22-0.64)

<10 26/87 23/90 —_—— 0.40 {0 25-0.65)
Tumor stage X

T2MO 4430 13/32 i i 0.26 (0.08-0.80)

T3/T4aN0 41133 T332 —l— 0.43 {0.29-0.63)

T1-d4aM1 HT Mo i : 0.35 {0.09-1.40)
Creatinine clearance 1

260 mL/min 16/68 3672 —_—— 832 Ig.ﬂ! Egg

=60 mL/min 32102 59102 — A5 (0.29-0.7

LE L L [ L] 1
0.05 025 05 1.0 20 40
=} =

Subgroup levals with <10 events across both
treatmant arms were not included in forest plats. Favors EV + pembro Favors control

Vulsteke et al. ESMO 2025



Key Secondary Endpoint: OS
ITT Population

EV + pembro Control
(N = 170) (N = 174)
Events, n (%) 38 (22.4) 68 (39.1)
100 ! 86.3% ' Median, mo NR 41.7
aQ '79.7% (95% Cl) (NR-NR) (31.8-NR)
i L]
o 80 , HR 0.50, 95% Cl 0.33-0.74,
- 70 : ' one-sided P =.0002*
§ 60 : 75.7% v
' ' = B/M70 pts (4.7%) in the
E 50 : ' 63.1% EV + pembro arm and
= 40 : ' 46/174 (26.4%) in the
S 13 | i control arm received
3 : X subsequent therapy for
20 : H recurrent/metastatic
10 ! ' disease
0 -r—--———-—-r—-—-—r—-—l—————r—r-r-r—-r-r-r—r—r—r—
0 6 12 18 24 30 36 42 48 54 60
No. at Risk Months
EV + pembro 170 159 144 94 b8 56 45 28 10 0 0
Control 174 150 130 75 54 45 30 18 B 0 0

Vulsteke et al. ESMO 2025



Key Secondary Endpoint: pCR by Central Pathology Review

ITT Population

100 —

80 —

PCR, % (95% CI)

Vulsteke et al. ESMO 2025

Estimated difference®
48.3% (95% Cl 39.5-56.5)
one-sided P <.000001*

EV + Control
pembro

EV + pembro Control
(N = 170) (N =174)
pPCR, n 97 15
pPCR rate, % 57.1 8.6
(95% CI) (49.3-64.6) (4.9-13.8)

« pCR: absence of viable tumor (pTONO) in examined
tissue from RC + PLND

* Pts who did not undergo surgery, including those with
clinical complete response after neoadjuvant therapy,
were considered non-responders



Summary of AEs, All Phases of Treatment
Safety Analysis Population

» Median (range) duration of neoadjuvant therapy in the EV + pembro arm (N = 167): 1.6 months (0.03-2.8)
-~ Median cycles of neoadjuvant EV + pembro: 3.0 (range, 1.0-3.0)

» Median (range) duration of adjuvant therapy in the EV + pembro arm (N = 100): 8.0 months (0.03-12.9)
- Moedian (range) number adjuvant cycles of EV was 6.0 (1.0-6.0) and of pembro was 12.0 {(1.0-14.0)

EV + pembro Control
(N = 167) (N = 159)
Any grade TEAE= 167 (100) 103 (64.8)
Surgery phase only® 99/146 (67.8) 103 (64.8)
Grade 23 TEAE 119 (71.3) 73 (45.9)
Surgery phase only 52/146 (35.6) 73 (45.9)
Serious TEAE a7 (58.1) 65 (40.9)
Surgery phase only 42/146 (28.8) 65 (40.9)
AE leading to surgery delay*® 6/149 (4.0) 1/156 (0.6)
TEAE leading to dose reduction of EV 28 (16.8) NA
TEAE leading to discontinuation of EV 69 (41.3) NA
TEAE leading to discontinuation of pembro 57 (34.1) NA
TEAE leading to death 13 (7.8)* 9 (5.7)
Surgery phase only 4146 (2.7) 9 (5.7)

TEAE, treatmani-amergent adverse evant. Data are n (%) whan denominalor matches header, and v (%) whan denominator is differani.
“Included 2 drug-related deaths (both during necadjuvant phasea: n = 1 myasthenia gravis and n = 1 toxic apidermal necralysis ).

Vulsteke et al. ESMO 2025



AEs of Special Interest?
Safety Analysis Population, EV + Pembro Arm

AEs of Special Interest, Pembro®*¢

Hypothyroidism 14.4%
Severe skin reactions 13.8%
. Hyperthyroidi .
Drug-related AEs of Special Interest, EV yperfyroidism 4.8%
Pneumonitis 3.6%
Skin reactions 57.5% Hepatitis 3.6%
Peripheral neuropathy Thyroiditis 4 3.0%
Colitis 2.4%
Ocular disorders
Gastritis 2.4%
Hyperglycemia MNephritis 2.4%

Infusion-related reactions

Adrenal insufficiency 94 0.6%

0 20 ) 4:[] i EID ) BI'[] ) 1 [.]-[] Myasthenic syndrome 4 0.6%
Incidence, % Myocarditis 4 0.6%

it Any grade AEs B Grade =3 AEs Myositis 4 0.6%

T T T T T T T T Y 1

0 20 40 60 80 100
Incidence, %

0 Any grade AEs W Grade 23 AEs

Vulsteke et al. ESMO 2025



Galsky et al. ESMO 2024; Powles et al. NEJM 2024
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NIAGARA: Event-free Survival (pCR and Non-pCR Groups)

Perioperative D + NAC improved EFS in both groups

pCR
Durvalumab | Comparator
N=199 N=146
No.events,n(%)  23(12) 29(20)
Wedian EFS NR NR
95% CI), months __(NR-NR) NR-NR)
EFS HR 0.58
(95%Cl! 0.332-0.999
non-pCR

- AR 4R - § - - -
H by Durvalumab | Comparator

Al A A g - - -
0.4 GE R o n & 5y
m NI - - H - CIHIF -+ N=334 N=384
No.events,n (%) 164 (49) 217 (57)

%] 49.5% Vedian EFS

u7 28
Durvalumab arm 95% CI), months __ (205-NR) __(155-30.6
EFS HR 0.77

- - - S - - - -H A

Probability of event-free survival

Comparator am

0 (95% Cl) (0.631-0.948,
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 T T T T 1
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 62
P — Time from randomization (months) ITT
EFSHR 0.68

§CR Darm 199 199 195 188 185 160 176 174 173 172 174 170 170 166 164 162 145 142 134 111 103 % 70 69 & 40 3 14 9 9 0 0
POR Com 146 146 144 140 139 136 134 131 128 126 124 121 119 118 116 115 105 101 100 79 79 73 8 & 38 3 27 9 6 6§ 0 0
ronpCR Do 334 320 280 266 239 221 210 196 183 176 173 165 160 155 151 150 137 127 121 103 99 89 71 71 5 45 42 18 41 11 1 0
nonpCR Com 384 352 203 275 242 222 209 197 185 174 172 167 162 155 148 144 123 118 114 98 93 86 74 72 56 39 B 45 12 0 2 0
Data ol or 9,20 . camparalo; . dnalumab; EFS, oent o il HR, hazarato; T, it et popuion; NAC,

necadjuvant chsm'::w. PCR. pathdlogical complete response.
ASCO sy

ASCO Genitour_inary - presenteosy. Prof Matthew D. Galsky
Cancers Symposium KNOWLEDGE CONQUERS CANCER

(95% C! 056-0.82)

Galsky et al. ESMO 2024; Powles et al. NEJM 2024

NIAGARA: Overall Survival in pCR and Non-pCR Groups

Perioperative D + NAC improved OS in both groups

pPCR
Durvalumab | Comparator
N=199 N=146
No. deaths, n (%) 17(9) 17 (12)
Median OS NR NR
(95% Cl), months __(NR=NR) (NR=NR)
s T T HIE g 0S HR 0.72
2= 1k s FHHH -t o _
g 06 ' -I.'“"l*‘lllmmmu.mHMTHMHMHH'HH“”"1IH ; (95% Cl) (0.367-1.426)
So ] i1 'H""H”'"‘“'“‘!MHIMhﬁmmm,'}'"'"""“"_ HiltH A F -
5 741% k-1 HIE - H4 1444 - F non-pCR
%‘0_4_ 689% Du::;g;nab Cowfaaarztor
o i
2 i No.deaths, n (%) 119 (36) 152 (40)
& 0o i Vedian 0S NR R
Durvalumab arm i (95% Cl), months  (NR-NR) (53.9-NR)
|
Comparator arm i OS HR 0.84
9/ )
0 T T T T T T T T T T T i T T T T T T T T T T T T T T T T T T T 1 (95% € (0660-1.068)
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 62 64 66
" ) Time from randomization (months) ITT
0. of patients at risk e P
pOR Darm 199 199 197 194 194 194 193 192 190 189 189 189 189 187 186 185 184 176 164 149 139 129 111 95 83 68 54 44 31 14 11 2 0 0 OS HR 0.75
pOR Carm 146 146 146 144 144 143 142 140 139 137 136 134 133 133 132 130 130 124 117 109 100 93 85 76 65 51 40 31 23 15 7 3 0 0 (95% Ol (0.59-0.93
nonpCR Darm 334 329 320 311 298 284 275 265 256 251 245 239 234 231 224 223 216 199 185 172 166 142 127 112 99 84 71 52 3 20 10 5 1 0
¥ W U7 20

non-pCR:Carm 384 370 361 346 323 307 296 285 274 265 256 249 245 240 236 233 228 210 194 172 159 146 130 118 109 90 73 59

Data cutoff Apr 29, 2024. Exploratory post-hoc analysis. Tick marks indicate patients with censored data. C, comparator; D, durvalumab; HR, hazard ratio; ITT, intent-to tret, NAC. neoadjuvant chematherapy; pCR, pathological complete response; OS, overall survival

ASCO Genitourinary
Cancers Symposium

presentensy:  Prof Matthew D. Galsky
Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org.

' AMERICAN SOCIETY OF
CUNICAL ONCOLOGY

KNOWLEDGE CONQUERS CANCER
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CITY OF HOPE

EV/pembrolizumab Significantly
Improves Survival for Patients with Muscle-
Invasive Bladder Cancer Regardless of
Cisplatin Eligibility

Wednesday, December 17, 2025 - 06:45am

J, R B

19



Key questions in the EV/P era of MIBC

= High path-CR rates post neoadjuvant EV/P is encouraging. But do all those 60% of patients need definitive local
therapy?

= Can we de-escalate adjuvant therapy in exceptional responders ?

= How do these results apply to patients opting for TMT?

CITY OF HOPE
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HCRN GU22-598: Phase 2 trial of enfortumab vedotin plus pembrolizumab with selective
bladder sparing for treatment of muscle-invasive urothelial cancer of the bladder

Mount
Sinai

Eric J. Miller', Tareq Salous?, Elizabeth R. Plimack?, Abhishek Tripathi*, Alexander Z. Wei°, Menggang Yu®, Jonathan F.
Anker!, Saad Omar Atiq', Matthew D. Galsky"

1Mount Sinai Tisch Cancer Center, New York, NY; 2Indiana University Melvin and Bren Simon Comprehensive Cancer .
Center, Indianapolis, IN; 3Fox Chase Cancer Center, Philadelphia, PA; “City of Hope Comprehensive Cancer Center, Oos I e rw
Duarte, CA; SHerbert Irving Comprehensive Cancer Center, Columbia University Irving Medical Center, New York, NY; CANCER RESEARCH NETWORK

cT2-T3NOMO

= Clinical CR =J» No cystectomy = EV + Pembro

Enfortumab vedotin +
Pembrolizumab Clinical Restaging
x 3 cycles Cystoscopy
P Biopsies
Urine cytology
MRI

== No Clinical CR = Cystectomy

Primary endpoint: cCR rate with EV plus pembrolizumab for MIBC
Secondary endpoint:

Safety

PPV of cCR for 2-year bladder-intact event-free survival (BIEFS)

PPV of cCR for 2-year MFS

Invasive local recurrence-free survival in patients achieving a cCR and forgoing
iImmediate cystectomy

OS in patients achieving a cCR, in patients not achieving a cCR, and in the overall
cohort

HCRN GU22-598; PI: Galsky
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A032103 (MODERN) Schema

Semest phane R * Eligible patients could have had muscle-
Post Radical Surgery o ] . invasive urothelial cancers of the bladder,
. Cystectomy — x“,“';'c';:;:g urethra, ureter, or renal pelvis
*  Nephroureterectomy Cohort A * For patients who received neoadjuvant
*  Ureterectomy ctDNA(+) " .
ase 2 endpoint ase 3 endpoint: systemic therapy, regimens could have
—> @—' pcrnmzde:r:omn: —» th:; Sutrl'\«piﬁar:t . v py’ g
( ) included:
>ypT2 and/or ypN+ Nivolumab - cisplatin-based chemotherapy
after neoadjuvant + . .
therapy - A—>rm ’ Relatlimab - cisplatin-based chemotherapy plus PD-1/PD-
o S 5 x 12 cycles L1 blockade
E —
T3 and N+ % g Phase 3 non-inferiority - BV PIUS pembn? . .
Sk g:i';r £ 2 * Patients who did not receive neoadjuvant
o [ . .
neoadjuvant a v Arm 3 ) chemotherapy should be cisplatin-ineligible
i /il Central g 12 orctes or cisplatin-refusin
cisplatin-ineligible CtDNA X 1< cycies : P : g N '
or -refusing testing * Patients with pT2NO are eligible ONLY if
S . _>®_ Endpoint: Disease-free survival ctDNA(+) by commercial Signatera — note:
Cohort B this is different than ypT2NO (after
CtDNA(-) Detectable . "
ctDNA | Nivolumab neoadjuvant therapy) and such patients
ey | — .
Am 4 Surveillance x 12 cycles eligible if ctDNA(+) or ctDNA(-)

**All ctDNA testing (Signatera) is done within the context of
the study_and_funded by the: study (amendment to allow NCI T Commarity Oncology
commercial Signatera pending)

a Cancer prog A program of the Mational Cancer Institute
of the National Institutes of Health

FOR CLNICALTRIALS IN ONCOLOGY

CITY OF HOPE PI: Galsky



SWOG CANCER RESEARCH NETWORK

§52427: SINGLE ARM PHASE Il STUDY OF BLADDER PRESERVATION WITH
IMMUNORADIOTHERAPY AFTER A CLINICALLY MEANINGFUL RESPONSE TO NEDADJUVANT
THERAPY IN PATIENTS WITH MUSCLE INVASIVE BLADDER CANCER (BRIGHT)

SOC therapy

/_%

cT2-cT3aMND CTScan/ MRI Registration onto RT (55Gy/20fx Cystoscopy, cytology
MIBC whao or PET Sean TURBT trial, sign informed to whole and imaging with

receive at least and {with consent (no more bladder] + salvage cystectomy for

3

3 eycles of cystoseopy systematic than 60 days from Pembro patients with recurrent
neoadjuvant with cTO-T1 biopsies)** completion of NA (200mg q 21 or residual MIBC g3
therapy™ response therapy) days) manths for 3 years

*Patients who receive NAC as the NAT must have at least 3 cycles of cis-based regimen

**Patients found to have >T1 disease on TURBT will proceed to S50C cystectomy

***Diffuse CIS patients will be excluded (>3 cm area of contiguous CIS or >3 separate locations of CIS on TURBT
(dome/posterior/left/right/trigone)

CITY OF HOPE S2427; PI: Leslie Ballas 23



Relapsed-refractory Advanced UC

nivolumab

Cisplatin/gemcitabine +
Platinum—> avelumab

Cisplatin/gemcitabine +
durvalumab
Adjuvant nivolumab

J

Metastatic setting Refractory

UcC

Enfortumab vedotin +
pembrolizumab

Localized setting

Enfortumab vedotin +
pembrolizumab

J

CITY OF HOPE
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Percendage of Patlents

FGFR-3 inhibition in |O-refractory UC: THOR

100~
'!'[I-
Relative benefit, 3.34 (955 O, 2 37—£.57)
40+ Peil o0l
e
i.|:|_
0+ 45.6
o] M <R, 4 patients
4.6
30+
w T 115
16 A : CR, 1 patient
i - (0. 0%
Erdafitinil: Chemsatherapy
IN=114 [N=13%)
CITY OF HOPE Loriot et al. NEJM 2023

T Erdafitink

Parcuninps of Puliens A

J0 4 -mmmmm e < ——m————
40
10 L‘]\'_“\q_,_‘ erdafitinit
0 N Chamatserapy
10+
|] 1 1 1 1 1 1 1 1 1 1 ] 1 1 1 1 1
0 3 & B 1F 15 1B I1 34 ZF 30 33 X 39 42 45 48 5L
Mo. ot Risk Mesmihs
{na, with ceneored data|
Erdultmib IBE 11T 97 4 45 35 2§ 07 15 & 5 3 3} ¥ 3 X 1 @&
() q20] (254 25) {35 FHH'“JH?] E“H'-“H“HHHH-I'F?HW ['5?'}' l:“]iiﬂl
e rrodiie ragry 1% &7 BE 41 30 13

) (17) (5} 30) {351 41} (45) 47 (7} 045 50 (50 (30 (52 (521 (52 (52) 52

Mo. sl Deathsy  Madian Overall
Mo, of Patients  Survival (#5% C1)

mo
17134 121 [LO.3-15.4)
L FABS-111)

Hazard ratio for death. 064
(5% 1, 0.AT-0 58|
P=} {05
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Novel FGFR-3 specific inhibitors post EV and 10



Novel FGFR-3 specific inhibitors post EV and IO

e 200 mg BID 300 mg BID 400 mg BID
Characteristics (n=46) (n=52) (n=40)
Median age, years (range) 67 (35-88) 72 (42-93) 70 (26-89)
Male, n (%) 31(67) 31 (60) 29 (73)
Race, White / Asian, n (%) 21(46)/19(41) 30(58)/16(31)  28(70)/7 (18)
ECOG PS 1, n (%) 32 (70) 38 (73) 25 (63)
Primary Tumor Location?, n (%)

Upper tract/lower tract 20 (44) /25 (54) 22 (42)/30(58) 14 (35)/26 (65)
FGFR3 alterationt, n (%)

Mutation/Fusion 32(70)/14 (30) 46 (88)/6(12)  31(78)/9(23)
CrCl/eGFR ml/minc, n (%)

30-59 16 (35) 18 (35) 16 (40)

260 29 (63) 33 (63) 24 (60)
Liver metastases, n (%) 15 (33) 9(17) 8 (20)
Bellmunt score?, %

0/1/2/3 15/48/33/4 21/48/27/4 33/45/20/3
Stable brain metastases, n (%) 3(7) 1(2) 1(3)
Median prior regimens for LA/mUCe (range) 2(1-7) 2 (1-7) 2 (1-7)
Prior Therapy, n (%)

Platinum chemotherapy 34 (74) 40 (78) 30 (75)

EV' 18 (39) 18 (35) 19 (48)
[ EVP 10 (22) 11 (22) 14 (35) ]

FGFR inhibitor 11 (24) 15 (29) 10 (25)

CITY OF HOPE Drakaki et al. ESMO 2025

Maximum % Change from Baseline

N
(=]
1

B
o
1

N
o
1

o
f

20+

40+

=60

=80+

-100-

Efficacy Evaluable 200 mg BID | 300 mg BID | 400 mg BID
Patients? (n=35) (n=37) (n=30)
ORR®, % (n/N) 34 (12/35) 30 (11/37) 33 (10/30)
Best overall response
PR®, n (%) 12 (34) 11 (30) 10 (33)
SD, n (%) 21 (60) 20 (54) 13 (43)
DCR®, % (n/N) 94 (33/35) 84 (31/37) 77 (23/30)

71200 mg BID
M 300 mg BID
M 400 mg BID

Treatment Ongoing

FGFR3 Alteration

* Mutation
# Fusion
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HER-2 inhibition in relapsed refractory urothelial cancer
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Novel HER-2 ADCs Iin advanced urothelial cancer

e BL-MO07D1 specifically binds to HER2 on the surface of
tumor cells, enters tumor cells through endocytosis,
releases Ed-04 in lysosomes through digestion, and
initiates apoptosis by inhibiting topoisomerase |

* The binding BL-M07D1 to HER2 on the surface of
tumor cells blocks the signaling pathways of HER2 and
may enhance antitumor activity, and

* The mAb Fc fragment of BL-M07D1 mediates
antibody-dependent cellular cytotoxicity (ADCC) to

Anti-HER2 mAb

Linker-payload ———>

I achieve cytotoxic activities.
Dose Escalation (BOIN) Dose Finding (to select e
Dose-Limiting Toxicity Observation Period RDE Candidates) '5‘
E BL-MO07D1 2.0 mg/kg
i 6.0 mg/kg Dose Level 1 2 n=15-20
: ’_' D103W n=10 to 20 =
ICF & Baseline | | 1 g H
nssesements | | 2amele Dose Level 2 Any HER-2 expression (1-3+) by IHC or HER-2
fag > =10 to 20 ot
(n 260 ! D103W — .
subjects) mutation allowed
3.2 mg/kg Dose Level 3
r’ D1QsW n=10 to 20
20mg/kg [ Dose Level 4 BLMO7OL 4.4 me/ke.
piasw ! n=10to 20 n=10-20 per tumor type
-SZBDays Before Firs-t"‘l Approximately 12 Months o Approximately 8 Months " 224 Months
Dose of Treatment
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Nectin-4 targeted therapy beyond EV: ADC approach
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Nectin-4 targeted therapy beyond EV. Radiopharmaceutical
approach

Part 1 Dose Escalation, mUC patients (n="30)

Intensive Imaging: e
Dose level 1 patients Lhr Dose level 1 £ e, dwks dwks duks duks dwks
;;}EQhSrh Dose:4 MBq /| 1dose ‘—I| chose‘—" Jdose —b|4dose|—b|5dose|—b bdose |—P
. o I, u, .,
IMAGING ' e T
[SClCUAY-LI8D |+ 1o oem Do evel 2 ho
. . r THERAPY Dose: 6 MBg . 1dose |—P‘| chsel—b| 3dose |—b| 4 dose |—D‘| 5 dose |—b‘ 6dose |—b-
[25Ac] Ac-AKY- ks
1189 gsss‘:l:::: ‘~E| 1dose |—b| 2dm]—b| 3dose ‘—h| 4 dase |—b| 5 dose |—b‘ | 6 daose |—p-
Remaining patients Sparse Imaging: (up to 6 doses, M s
* 1hr W
! eamaoaen| Evewisl | S BT v I i P [ s v O
ose:
.. IMAGING 40-56 hr, or 72- P S, ",
[**Cu]Cu-AKY-1189 96 hr Dase-Limiting Toxicity OLT) ok
Determination Window - _’ — ELLELE —- ELLE —-
Part 2 Dose Expansion, multiple tumor types, n=30-40 per cohort ; THERA_‘?
) i Sparse Imaging: TNBC, n="30
Sparse Imaging: ; . 1hr [#Ac]Ac-AKY-1189
o1 "rh . THERAPY g - 46 hr, 2028, (RP2D, 6 doses, every 4 wks)
IMAGING 3665;“2“'23? Zﬁ mUC, n="30 | IMAGING 40-56 hr, or 72-
- far /d- !
[54Cu] Cu-AKY-1189 . . [25Ac]Ac-AKY-1189 || [FCulcu-AKY-1189 sehr > THERAPY
¥ (RP2D, 6 doses, every 4 wks) ; Nectin-4 Basket, n="40

[#2°Ac]Ac-AKY-1189
(RP2D, 6 doses, every 4 wks)
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Conclusions

= Approval of EV/Pembro ushers in new era in the treatment of cisplatin ineligible (and eligible?) patients with
localized MIBC

= With improving systemic therapy, important to re-evaluate role of adjuvant, and definitive local therapy to
individualize treatment in a risk adapted manner

= Relapsed/metastatic disease may have different biology driving resistance to EV/P upfront

= Novel targeted therapy, ADCs and theranostic approaches under investigation will pave the way for rational
and chemo-free approach to relapsed UC
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