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Outline

1. Non-muscle invasive bladder cancer (NMIBC)
e Systemic therapies & novel intravesical therapies

2. Muscle-invasive bladder cancer (MIBC)
e Adjuvant immunotherapy
* Ongoing trials & role of ctDNA

3. Metastatic urothelial carcinoma (mUC)
* New practice changing 1L regimen
* 2L regimen options
* Role of precision oncology: FGFR, her-2



Non-Muscle Invasive Bladder Cancer (NMIBC)

MANAGEMENT PER NMIBC RISK GROUP

AUA RISK INITIAL MANAGEMENT FOLLOW-UP
GROUP
(SEE BL-2)
Low » Surveillance® >
Intravesical therapyP:9 * Cytology positive
] (preferred) * Imaging negative —»See BL-4
Intermediate ™ lor > » Cystoscopy negative
Surveillance See Follow-
up (BL-E)
Very-high-risk Cystectomy (preferred) If prior BCG,
. features” p maintenance .
Bacillus BCG BCG Reclassify
Calp'l_atta- (preferred) AUA Risk
Guérin No very-high- BCGP (category 1, preferred) Cystoscopy positive -»|Group and
Hiah (BCG) naive risk features | ©F — manage
9 Cystectomy accordingly
BCG Cystectomy (preferred)
) or 1 . . . . . .
unresponsive Intravesical chemotherapyP” > Mitomycin C, Gemcitabine, Valrubicin, Gem/Doce
BCG intolerant or . . e
roleran Pembrolizumab (select patients)® | k---> if with TIS, phase Il study, 43.5% 1 year RFS, for 2 yrs
or
Nadofaragene firadenovec-vncg!

---> Phase |l study, 43.8% 1 year RFS

https://www.nccn.org/professionals/physician gls/pdf/bladder.pdf
Balar et al, Lancet Oncology, 2021
Boorjan et al, Lancet Oncology, 2020
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Recurrence-free survival in HR-papillary BCG
unresponsive/recurrence

Agent Pembrolizumab Nadrofaragene N-803 + BCG

Firadenovec

GEM/DOCE

Radiofrequency

hyperthermia

1yr RFS
2yr RFS
Setting

43.5% 43.8% 57%
34.9% N/A 48%

Phase 2 Phase 3 Phase 2/3
Single arm Nonrandomized Nonrandomized

132 35 LT

ASCO-GU Dinney 2021 ASCO 2022
2023

~70%
58%

Retrospective
Heterogeneous

34
Steinberg 2020

77.9%
57.5%

Retrospective
Heterogeneous

134

Brummelhuis
2021

VA EIERI o |V pembrolizumab

OIS IR o |\/ pembrolizumab + vibostolimab
HR NMIBC (TIGIT) coformulation

ineligible or * |V pembrolizumab + favezelimab
refusing (LAG-3) coformulation

cystectomy
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NMIBC — Ongoing Phase Ill Trials

KN-676: persistent [y, pembrolizumab (for 2 years) + BCG vs BCG
or recurrent HR monotherapy

NMIBC after e Similar trials for other 10 agents — POTOMAC
adequate BCG (Durvalumab), CM-7G8 (Nivolumab), ALBAN
induction (Atezolizumab)

SunRiSe-2: HR e TAR-200 + cetrelimab vs TAR-200 alone vs
NMIBC CIS (with or cetrelimab alone (to 78 weeks)

without papillary e TAR-200 is a novel drug delivery system for
disease) the sustained local release of gemcitabine in
unresponsive to BCG the bladder, relying on an osmotic system

Nature Reviews Urology, 2018




TAR-210 Is a Novel Drug Delivery System
Designed to Provide Local Targeted Therapy for
Patients With Bladder Cancer

= Treatment options are limited for patients with TAR-210 is designed to provide local, sustained
recurrent NMIBC release of erdafitinib within the bladder for

_ 3 months while limiting systemic toxicities
» FGFR alterations are prevalent in ~50 to 80% of

NMIBC and may function as oncogenic drivers’-3

= Erdafitinib is an oral selective pan-FGFR tyrosine

kinase inhibitor approved in the US and 18 other
countries to treat FGFR-altered advanced or mUC
after progression on platinum-containing
chemotherapy*3

= Oral erdafitinib has shown activity in HR NMIBC
and IR NMIBC populations®-

TAR-210 is inserted into the bladder through a dedicated urinary placement catheter and
remaoved via cystoscopy.

FGFR, fibroblast growth factor recep

ASCTSATIGY. . 17 RS o Ul Gpar G 200215700 & o Ve o e, s (=

CG’FﬁDﬁ}fcﬁ 0ZBIApSppLIT).LBA461 , etralsah Qimaacal +2023; 4146 SuppH504i 0. MMJWF,&AJ.CWM 11(6_suppl):503. 11. Catto JWF, et ¢ i| ESMO, 2023. KNOWLEDGE CONQUE




Muscle Invasive Bladder Cancer (MIBC)

PRIMARY TREATMENT SUBSEQUENT TREATMENT

CLINICAL
STAGING®?

ADDITIONAL
WORKUPP

Stage Il
(cT2, NO)

» Abdominal/pelvic
CT or MRIP:W if
not previously
done

» Chest imaging
(CT chest)

+ Bone scan® if
clinical suspicion
or symptoms of
bone metastases

» Estimate
glomerular
filtration rate
(GFR) to assess
eligibility for
cisplatin®

Meoadjuvant cisplatin-based
combination chemotherapyY followed
by radical cystectomy® (category 1)
or

Meoadjuvant cisplatin-based
combination chemotherapyY followed
by partial cystectomy® (highly
selected patients with solitary lesion
in a suitable location; no Tis)

or

Cystectomy alone for those not
eligible to receive cisplatin-based
chemotherapy

Bladder preservation with concurrent
chemoradiotherapyZz2a:bb (category 1)
and maximal TURBT

or

If patient is not a candidate
for cystectomy or definitive
chemoradiotherapy:

RT3

or
TURBT®

v

Reassess
tumor status
2-3 months
after
treatment
completion®

Reassess
tumor status
2-3 months
after
treatment
completion®?

See Adjuvant Treatment (BL-E)

If Tis, Ta, or T1, consider
TURBT +/- intravesical
therapyP

or

If persistent T2,

consider surgical
resection (ie, cystectomy
Tumor — |or partial cystectomy in
highly selected

cases)®

or

Treat as metastatic
disease (EL-10)

No )
tumor —= Surveillance

Systemic th«\=.'rrs.||:\~y‘d':I

or

radiation therapy (RT
alone (if no prior RT)?@
or

TURBT # intravesical
therapy?

and

Best supportive care
(See NCCN Guidelines
for Palliative Care)

Tumor —

https://www.nccn.org/professionals/physician gls/pdf/bladder.pdf

See
Follow-

(EL-E)



https://www.nccn.org/professionals/physician_gls/pdf/bladder.pdf

Post cystectomy, there are high rates of distant
recurrence in up to 50% of patients (Donat et al,

World Journal of Urology, 2006)

Meta-analyses shows an absolute 5-year OS
improvement of 5% with NAC (Vale et al, European
urology, 2005)
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Apprnxlmately 50% of patlents are “c:lsplatln-
.. ineligible”
“ECOGPS=2
Creatinine clearance < 60 mL/min
Grade = 2 hearing loss

Grade = 2 neuropathy
New York Heart Association Class Il CHF

.....

=r

g '.‘ R g T
'i:'h! -

ECOG PS5 = Eastern Cunperative Oncology Group Performance Status; CHF = chronic heart failure. () great | Genitourinary
Galsky MD, et al. Lancet Oncol. 2011;12(3):211-4. iz Cnoiogy

M. Galsky, Sept 2022




MIBC — Adjuvant Treatment

Adjuvant IO trials in high-risk MIUC

High risk MIUC: if received NAC- ypT2-T4a/ypN+ or pT3-T4a/pN+ if not eligible for or
declined adjuvant cisplatin-based chemotherapy

IMvigor010 CheckMate -274 AMBASSADOR

Atezolizumab Nivolumab Pembrolizumab
R R R
[

Primary endpoint: Primary endpoint: Coprimary endpoints:
DFS DFS DFS and OS
Key secondary endpoints: Key secondary endpoints: Key secondary endpoints:

OS, DSS, distant OS, NUTRFS, DSS OS and DFS in
metastasis-free survival, NUTRFS PD-L1-positive and

PD-L1-negative patients

No DFS or OS DFS Improvement Completed accrual
improvement d Waiting for OS / Awaiting results

Pl Andrea Apolo MD

ASCO Genitourina presenten ov: Shilpa Gupta, MD 3 @shilpaonc
Cancers Symposiu :
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Difference AMBASSADOR (adjuvant

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

between PDL1 and Pembrolizumab — resulted at ASCO GU
PD1? 2024 — met DFS endpoint, regardless
of PDL1 status, but did not meet

interim OS endpoint)



A031501 AMBASSADOR: Disease-Free Survival (ITT) L

100 4 FOR CLINICAL TRIALS IN ONCOLOGY
S0
3 0,
No. of events/total DAcaiag (25 A CHJ
80 | months
PEMBROLIZUMAB 147/354 29.0 (21.8-NR)
\"5‘ OBSERVATION 172/348 14.0 (9.7-20.2)
o
= 70 HR (95% CI) 0.69 (0. \
<
= P=0.001
= 60 -
=]
w
&
a— 50
L Pembro
D
&
40
8
P o Observ. -
30
20
10 Data Lock 3/10/2022
CI confidence interval; NE, not estimable; NR not reached.
0 T ] 1 T ] I | I
0 6 12 18 249 30 36 42 48
Median follow-up (range) 22.3 months (0.03-48.9) Months: (Timefrom Randemization)
Patients-at-Risk
Pembro 354 238 178 123 80 45 26 6 ¥
Observ. 348 192 125 o7 53 23 13 6 1
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A031501 AMBASSADOR: (interim) Overall Survival

100
FOR CUNICAL TRIALS N ONCOIOGY
S0
80 _
—_ 70
S
.g 60 —
=
-
2 50 — Pembro
[y}
& av L.
= - 0
No. o cccata/iotal Median (95% CI), Observ.
months
30 PEMBROLIZUMAB 131/354 50.9 (43.8-NR)
OBSERVATION 126/348 55.8 (53.3-NR)
20 —
HR (95% CI) 0.98 (0.76-1.26)
10 _ P=0.884
Data Lock 7/13/2023
o CI confidence interval; NE, not estimable; NR not reached.
0] El‘i 1 l2 1 '8 214 310 316 4'2 418 5'4 6'0
Median follow-up (range) 36.9 months (0-63.9) Months (Time from Randomization)
Patients-at-Risk
Pembro 354 313 280 253 218 g F. 115 69 S0 17 10
Observ. 348 296 249 227 195 139 g b b 65 45 23 2 [
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Screening and Treatment Phase Follow-Up
Randomization* (up to 1 year of pembrolizumab exposure)” Phase

EV 1.25 mg/kg Q3W on
d 8
£

Follow-Up

Patient Population
P = Imaging: years 1-2,

= Cisplatin-eligible MIBC
- i Q12W,; years 3+,
Stage cT2-T4aNOMO Q24w

KEYNOTE-B15/EV-304 A POLY et onncasim g0 g | - Safety and offcacy
EV/P (w/ maintenance EV %)

RC + PLND

Neoadjuvant Phase Adjuvant Phase
X 5cycles + pembro 13
Stratification Factors Dual Primary End Points Secondary End Points

C CleS) - PD-L1 (CPS 210 vs CPS <10) - pCR -0s

y = Disease stage (T2NO vs T3/T4aNO vs T1-T4aN1) =EFS = DFS

. . . * Region (US vs Europe vs MOW) - pDS
- * PROs

vs Gem/Cis for cisplatin EE NN

eligible x 4 cycles

Study design

Neoadjuvant Phase Adjuvant Phase®
Arm A (n =210)° Arm A®
Pembrolizumab Pembrolizumab

Patient Population 200 mg IV Q3W x3 cycles 200 mg IV Q3W x14 cycles
« Cisplatin-ineligible MIBC or cisplatin-eligible MIBC P
who decline cisplatin Arm B = Fz::::::’m!em
« Treatment naive Observation 3 Observation® «0S &
KEYNOTE-905/EV-303 = "o z 1
« Underwent TURBT :: afety
*ECOGPSO0,1,0r2 Pembrolizumab @ Pembrolizumab
End Point
EV/P X 4 CyC|eS (W/ 200 mg IV Q3W x3 cycles 200 mg IV Q3W x14 cycles i :rim:r;'s
H Enfortumab Vedotin Enfortumab Vedotin i
mal nte nan Ce) for Stratification 1.25 mg/kg IV Q3W x3 cycles® 1.25 mg/kg IV Q3W x6 cycles® = sE:cSofiac;ranry(? mame)
. . . . . « Cisplatin ineligible vs cisplatin eligible but decline ;
C|Sp|at|n_|ne||g|b|e (W/ « Stage of disease (T2NO vs T3/T4aN0 vs T1-4aN1) | EFS (am Avs am B),
« Region of treatment (US vs EU vs ROW) Time from randomization to RC + PLND OS, pCR, DFS, PDS'
<12 weeks for arms A and C; <8 weeks for arm B safety, and tolerability

maintenance pembro

14 CyC|es and EV x 6 Presented by Necci, ASCO 2023 https://www.urotoday.com/v
Presented byHoimes, ASCO 2021 https://www.urotoday.com/

cycles)
ASCO Genifourinary - eresenteney:  Max Kates, MD ASCO smsvgpmmer
Cancers Symposwm Presentation is property of the author and ASCO. P ) required for reuse; p @asco.org. KNOWLEDGE CONQUERS CANCER




TMT/chemo-RT -

d PRINCIPLES OF SYSTEMIC THERAPY
p p Radiosensitizing Chemotherapy Regimensi
Preferred regimens
« Cisplatinh alone33:3°
* Two phase lll trials are . Igt::v:.’-dosae g}:mcita-bi&e”’%-”
. . * 5-FU and mitomycin
looking at 1O + TMT given 5 Y .
L ther recommended regimen
radiation may be « Cisplatin and 5-FU31:32
. . . : . 31,33
h isti ffect ith Useful in certain circumstances (not generally used for curative-intent
dVve Synergistic €1mects wi chemoradiotherapy for organ preservation)
10: » Taxane (docetaxel or paclitaxel) (category 2B)
_ * 5-FU (category 2B)
* CRT +/- Pembrolizumab « Capecitabine (category 3)

(MK-3475/KN-992)

* CRT +/- Atezolizumab
(SWOG/MRG 1806)

https://www.nccn.org/professionals/physician gls/pdf/bladder.pdf
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One Future Cystectomy-Sparing Approach?

naturemedicine HCRN 16-257 trial

Explore content v  About the journal v  Publish with us v

nature > nature medicine > articles > article

Article | Open access | Published: 02 October 2023

Gemcitabine and cisplatin plus nivolumab as organ-
sparing treatment for muscle-invasive bladder cancer:
aphase 2 trial

Matthew D. Galsky &, Siamak Daneshmand, Sudeh Izadmehr, Edgar Gonzalez-Kozlova, Kevin G. Chan,

Sara Lewis, Bassam El Achkar, Tanya B. Dorff, Jeremy Paul Cetnar, Brock O. Neil, Anishka D'Souza,

Ronac Mamtani, Christos Kyriakopoulos, Tomi Jun, Mahalya Gogerly-Moragoda, Rachel Brody, Hui Xie,

Kai Nie, Geoffrey Kelly, Amir Horwitz, Yayoi Kinoshita, Ethan Ellis, Yohei Nose, Giorgio loannoy, ...

Sumanta K. Pal 4+ Show authors

. : No cystectomy
Gemcitabine +
Cisplatin +
Nivolumab
% X 4 cycles Setinion Ren imging Cystectomy
- "_’_".if' Urine cytology
VT wmx e

DMA sequencing

Cystectomy

» Determine association between DDR panel and
“benefit” in cCR patients * Treatment based on patient choice

Abbreviation: DDA= DNA damage repair, CR= complete respanse, cCl= chinical complete respanse, MR magnetic resorance imaging

Nature Medicine (2023) | Cite this article e 76 patients were enrolled; of these, 33 achieved a cCR (43%, 95% Cl: 32%-
| 55%), and 32 of 33 who achieved a cCR opted to forgo immediate

cystectomy

* Somatic alterations in pre-specified genes (ATM, RB1, FANCC and ERCC2) or
increased tumor mutational burden did not improve the positive predictive

value of cCR



Role of ctDNA in MIBC

* Lindskrog et al, Clinical Cancer Research, 2023

* ctDNA status is prognostic in both NAC-treated & naive patients and
outperforms pathological downstaging in predicting treatment

efficacy

* Powles et al, European Urology, 2023:

* Updated OS from the IMvigor 010 trial, showing those patients who
were ctDNA positive post-surgery benefited from adjuvant

atezolizumab with improved DFS and OS.

IMvigor 011 should result next year, which is a randomized phase Il
study assessing the efficacy of atezolizumab vs placebo in patients
with high-risk muscle-invasive bladder cancer who

are ctDNA positive post-cystectomy

Tumaor
Cell—__ E

Death

T
Turmor

European Urology <2

Volume 85, Issue 2, February 2024, Pages 114-122 —_—

Platinum Priority — Urothelial Cancer — Editor’s Choice

Editorial by Natacha Naoun, Yohann Loriot on pp. 123-124 of this issue

Updated Overall Survival by Circulating
Tumor DNA Status from the Phase 3
IMvigor010 Trial: Adjuvant Atezolizumab
Versus Observation in Muscle-invasive
Urothelial Carcinoma

Thomas Powles °T 2 =, Zoe June Assaf P T, Viraj Deqaonkar b, Petros Grivas ¢, Maha Hussain 9,

Stephane Oudard ¢, Jiirgen E. Gschwend f, Peter Albers 9, Daniel Castellano ",

Hiroyuki Nishiyama ', Siamak Daneshmand, Shruti Sharma ¥, Himanshu Sethi ¥, Alexey Aleshin ¥,

Yi shi ®, Nicole Davarpanah °, Corey Carter ®, Joaquim Bellmunt ' ¥, Sanjeev Mariathasan ® *




Melanoma

Georgina Long, AO, BSc, PhD, MBBS
* “In melanoma we have consistently shown that adding checkpoints improves the outcomes for pts,
including overall survival. We saw this synergistic effect with PD1+ CTLA4, and now PD1+LAG3.”

A032103 (MODERN)
Pl: Matthew Galsky

Study Rationale:

* Translational data
suggesting inferior
outcomes in mUC with
LAG3* phenotype
A subset of CD8 T-
cells in the bladder
cancer
microenvironment co-

immunotype | PRO |
CR/PR 0% 44% 23%
Median OS (mo) 52 36.65 6.5

g

==LAGY
== LAG™
«PRO

o b
@0 ~
=} o

Overall survival probability
o
o
o

P<0.001

8

o] 12 24
Time (months)

Cohort A

CtDNA(+) ®

zypT2 and/or ypN
+ after cisplatin-
based NAC

or

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

~

Seamless phase 2/3

Nivolumab
x 12 cycles

Phase 2 endpoint: —p Phase 3 endpoint:
ctDNA clearance Overall Survival

Pre-registration
Registration

Central
ctDNA

testing

— ()~
Cohort B
ctDNA(-)

Nivolumab
o
Relatlimab
x 12 cycles

Phase 3 non-inferiority

Nivolumab
x 12 cycles

Endpoint; Disease-free survival

Detectable

express PD-1 & LAG3

: CtDNA Nivolumab
m Surveillance » [x12cycles

ASCO Genitourinary
Cancers Symposium

" AMERICAN SOCIETY OF
CLINICAL ONCOLOGY

presentepsy: oumanta K. Pal, MD, FASCO References:
1. Shen et al Sci Transl Med 2021
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2. Wang et al Clin Cancer Res 2021



o More bladder preservation options — role of
systemic therapy alone option?

o Do all patients with high-risk features need
adjuvant therapy? Need biomarkers.

I\/l | BC = Omit for ctDNA (-) post cystectomy?
" Intensify for ctDNA (+)?
U Nanswe red = Role of adjuvant therapy in variant histologies?

E.g. squamous

Questions

ols 1 year of pembrolizumab (18 cycles) or
nivolumab (24 cycles) necessary for all
patients?

o Will EV/P continue to change the standard for
MIBC as well?




Advanced Bladder Cancer Approvals

Clinical trials

TROPHY-U-01
JAVELIN
EV-201
BCLC2001

Keynote 045, JAVELIN,
CheckMate 274, MEDI4736-11

ImVigor 210

Cytotovic chemotherapy
Immune Checkpoint Inhibitor
Targeted Therapy Agent
Antibody-Drug conjugate

*Sacituzumab govitecan

«Avelumab maintenance treatment in patients who has not
progressed with first-line platinum-based chemotherapy

«Entfortumab vedotin

*Erdafitinib is the first targeted therapy for BC with
FGFR2 or FGFR3 alterations.

*Pembrolizumab, Avelumab, Nivolumab, and Durvalumab

*Atezolizumab

The era of
precision
oncology in
bladder

*Molecular characterization of bladder cancer by the cancer is
Cancer Genome Atlas project h |
*Neoadjuvant chemotherapy in patients with radical cystectomy ere!
improves survival.

*Paclitaxel

*Gemcitabine/Cisplatin was found to be comparably

effective to MVAC with fewer AEs

*Gemcitabine

*Docetaxel

*MVAC introduced

*FDS approved cisplatin for the treatment of BC

*Discovery of cisplatin Bilim et al, Journal of Personalized

Medicine, 2022



1L Metastatic Urothelial Carcinoma pre-ESMO 2023

PRINCIPLES OF SYSTEMIC THERAPY

First-Line Systemic Therapy for Locally Advanced or Metastatic Disease (Stage IV)

Preferred regimens
Cisplatin eligible « Gemcitabine and cisplatin? (category 1) followed by avelumab maintenance therapy (category 1)211
* DDMVAC with growth factor support (category 1)2’ followed by avelumab maintenance therapy (category 1)3""'|

Preferred regimens

Cisplatin ineligible |+ Gemcitabine and carboplatin'2 followed by avelumab maintenance therapy (category 1)211

* Pembrolizumab4 (for the treatment of patients with locally advanced or metastatic urothelial carcinoma who
are not eligible for any platinum-containing chemotherapy)

Pembroli b and enfortumab vedotin-ejfv!? i i
embrolizumab and enfortumab vedotin-ej --> accelerated FDA approval N Apr||

Other recommended regimens 2023 based on Cohort K of EV-103

« Gemcitabine and paclitaxel6
« Atezolizumab13 (only for patients whose tumors express PD-L1?) (category 2B)

Useful under certain circumstances

« Ifosfamide, doxorubicin, and gemcitabine8 (for patients with good kidney function and good performance
status)

« Atezolizumab13 (only for patients who are not eligible for any platinum-containing chemotherapy regardless of
PD-L1 expression) (category 3)

https://www.nccn.org/professionals/physician gls/pdf/bladder.pdf
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First-line Phase 3 Trials with Checkpoint-Inhibitor Combinations
vs Platinum-based Chemo for Metastatic Urothelial Carcinoma

Aflezolizumab

Durvalumakb +
Tremelimumakb
+ Chemo

Chemo + Atezo
Chemo +
Pembro
Chemo +

Chmo Flacebo
Chemao

ESMO 2023 ESMO 2023

Metastatic UG
Ipilimumalkb + & =l Enfartumalkb Ev-m:

Nivolumab Cisplatin-Elgible vedotin +
Positive or -Ineligible Pembro Positive
MN=630 Nivolumab + Enfartumals B

= 1 - 5 y TRy

| L‘:|5|:1Ii|l::n Based . . ¥ vadotin + :
Primary sndpoints: Chemo Pembro + Dhial PFS and 05
1. TS in iz inebgihin [ bz
2 0 m PO+ LREmo
1. PFS m ca-slgible

005 i cie-aigthe
il Chemo

; by Andiraa £ Apolo, MO
Fil @apolo_andrea

Dr. Karine Tawagi - Systemic Therapy Bladder CA Updates — March 2024




1L Metastatic Urothelial Carcinoma post-ESMO 2023

National . . - o
comprehensive NCCN Guidelines Version 1.2024 NCCNng;gﬂ;”gglj[‘:n‘i’s‘
A “ancer | Bladder Cancer Discussion

PRINCIPLES OF SYSTEMIC THERAPY

First-Line Systemic Therapy for Locally Advanced or Metastatic Disease (Stage IV)

Preferred regimens
Cisplatin eligible « Gemcitabine and cisplatin? (category 1) followed bg avelumab maintenance therapy (category 1)213
« DDMVAC with growth factor support (category 1)%:° followed by avelumab maintenance therapy (category 1)213
Nivolumab, gemcitabine, and cisplatin followed by nivolumab maintenance ther.‘:npy’I4
*Pembrollzumab and enfortumab vedotin-ejfv'®

Preferred regimens
Cisplatin ineligible |+ Gemcitabine and carboplatin'® followed by avelumab maintenance therapy (category 1)2:13
*Pembrollzumab and enfortumab vedotin ejfv

Other recommended regimens

 Gemcitabine™®

 Gemcitabine and paclitaxel’®

« Atezolizumab?? (only for patients whose tumors express PD-L1°) (category 2B)

Useful under certain circumstances

« Ifosfamide, doxorubicin, and gemcitabine?! (for patients with good kidney function and good performance
status)

 Pembrolizumab?2 (for the treatment of patients with locally advanced or metastatic urothelial carcinoma who
are not ellglble for any platinum-containing chemotherapy)

» Atezolizumab?2? (only for patients who are not eligible for any platinum-containing chemotherapy regardless of
PD-L1 expression) (category 2B)

https://www.nccn.org/professionals/physician gls/pdf/bladder.pdf
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Enfortumab vedotin (EV

Nectin-4 Is an Adhesion Protein Located On The Surface of Cells!

Nectin-4 has been found to be MNectin-4 was shown to be expressed

= i L6 i i &
Nochn A 5 aali adRasion over-expressed in mUC cells to a lesser degree in normal tissues

molecule involved in multiple
cellular processes known to be
associated with oncogenesis,
including®*®

i - - ¥ - ¥ -
- _:?'. - r ¥ ¥y - t?-. -
; LS . -
- L - v
=

¥ L3 »"

Cell adhesion

: . g -1' - = iL» — Anti-Nectin-d monoclonsl antibody
Migration \ ,'1 F i '.‘ ® ae X - -r: ® | 1 @ — Fromasccleavable linker .
Proliferation \\ v GBS el .' 2 ;ﬁ %_ xmﬂﬁg‘;mﬁgﬁmm, i AP 3
Differentiation Nectin-4 muUC Cells Normal Cells 4 "
Survival Dansity of Nectint expraséion is for ilustrative purposes only, Normal tissues include, but are not limited to®

= Epithelium of the bladder + Gastrointestinal tract
= Skin * Breast ducts
= Salivary gland ducts

/ E Cell cycle arrest
e and apoptosis

© 2016 Seattle Genetics, Inc.

NCI Staff, Jan 2020



EV-302/KEYNOTE-A39 (NCT04223856

_ _ EV + Pembrolizumab . .
Patient DODUlﬂtIOI‘I No maximum treatment cycles for EV, Dual primary E"dpm“ts'

* Previously untreated maximum 35 cycles for P - PFS by BICR
la/mUC
« Eligible for platinum, Treatment until disease progression per - 0s

EV and P BICR, clinical progression, unacceptable Select secnndaw EHdDOiI’ItSZ
« PD-(L)1 inhibitor toxicity, or completion of maximum cycles
naive - ORR per RECIST v1.1 by BICR and

« GFR =30 mL/min? Chemotherapy® Investigator assessment
« ECOG PS <2¢ (Cisplatin or carboplatin + gemcitabine) + Safety
Maximum 6 cycles

Stratification factors: cisplatin eligibility (eligible/ineligible), PD-L1 expression {(high/low), liver metastases (present/absent)

Cisplatin eligibility and assignment/dosing of cisplatin vs carboplatin were protocol-defined; patients received 3-week cycles of EV (1.25 mg/kg; IV)
on Days 1 and 8 and P (200 mg; IV) on Day 1

Statistical plan for analysis: the first planned analysis was performed after approximately 526 PFS (final) and 356 OS events (intenim); if OS was
positive at interim, the OS interim analysis was considered final
BICR, blinded independent central review; ECOG PS5, Easten Cooperative Oncology Group performance status; GFR, glomenular filiration rate; ORR, overall
response rate; PFS. progression-free survival; R, randomization; RECIST, Response Evaluation Criteria in Solid Tumaors

“Measured by the Cockerofi-Gault formula, Modffication of Diet in Renal Disease, or 24-hour wrine
Data cutoff: 08 Aug 2023; FPI: T Apr 2020, LPI: 09 Nov 2022 “Patients with ECOG PS of 2 were required to also meet the additional criteria- hemoglobin 210 g/dL, GFR =50mlmin, may not have NYHA class |l heart failure

“Maintenance therapy could be used following completion andlor discontinuation of planum-containing therapy
MADRID ONEress
i 1
Powles et al. Content of this presentafion is copynght and responsibility of the author. Permission is required for re-use.




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

Events (% HR= 2-sided mPFS (95% Cl),
™)1 (es% cn P value months

EV+P 442 223 (50.5) 12.5 (10.4-16.6)

- ;é:‘: sy <0-00001

Chemotherapy 444 307 (69.1) 6.3 (6.2-6.5)

=2
el
®
=
=
=
wl
>
po
S
(2]
o
2
g
(o

| 7%

10 12 14 16 18 20 22
Time (months)

M at risk
EV+P 204 167 132 102 73 45 33

Powles, ESMO 2023




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

BN
95% C P *.ralue mOS (95% CI), months

90 - 442 133 [30 ) 047 31.5 (25.4-NR)

<0.00001
80 Chemotherapy 444 226(50.9) (0.38-0.58) 16.1 (13.9-18.3)

70- ; Median survival follow-up: 17.2 months
60 - '

50 -
40- | : : Almost
0 | doubling of

20 -

10 - PFS and OS!

0-

52
'
=
c
S
w
@
L .
D
>
O

T T T

6 18 20 2
Time (months)

182 141 108 67

Powles, ESMO 2023




Subgroup Analysis of OS

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

Subgroup EV+P Chemotherapy Hazard Ratio (95% Cl)
Overall 1331442 226/444 0.47 (0.38-0.58)
Age

<65 years 39/144 58/135 0.46 (0.30-0.71)

=65 years 947298 1687309 0.48 (0.38-0 63)
Sex

Female 32198 54/108 0.51(0.32-0.80)

Male 101/344 172/336 0.47 (0.36-0.60)
ECOG PS

0 441223 94/215 0.36 (0.25-0.53)

1-2 89219 1317227 054 (0.41-0.72)
Pnmary disease site of ongin

Upper tract 38/135 45104 053 (0.34-0.83)

Lower tract 94/305 180/339 046 (0.36-0.59)
Liver metastases

Present 43100 67199 047 (0.320.71)

Absent 90/342 159/345 0.47 (0.36-0.61)
PD-L1 expression

Low (CPS <10) 53/184 99/185 0.44 (0.31-0.61)

High (CPS =10) 797254 1251254 049 (0.37-0.66)
Cisplatin eligibility

Eligible 697244 106/234 053 (0.390.72)

Inehigible 64/198 1207210 0.43(0.31-0.59)

5
Favors EV+P Favors chemotherapy =)
Powles, ESMO 2023




Subgroup Analysis of OS

OS benefit in all pre-specified subgroups was consistent with results in overall population

mOS, months (Events/N)

mOS, months (Events/N)

11

Subgroup EV+P Chemotherapy Hazard Ratio (95% Cl) Subgroup EV+P Chemotherapy Hazard Ratio (95% CI)
Overall 31.5 (133/442) 16.1 (226/444) = 047 (0.38-0.58)  Overall 31.5(133/442) 16.1(226/444) = 0.47 (0.38-0.58)
Age Liver metastases
<65 years NR (39/144) 19.7 (58/135) —=—q 0.46 (0.30-0.71) Present 19.1 (43/100)  10.1(67/99) ] 0.47 (0.32-0.71)
>65 years 31.5(94/298 14.6 (168/309 = 0.48 (0.38-0.63 Absent NR (90/342) 179 (159/345) = 047 (0.36-0.61)
Race PD-L1 expression
White 26.1 (104/308) 15.3 (162/290) = 0.47 (0.36-0.60) Low (CPS <10) NR (53/184)  15.5(99/185) —=— 0.44 (0.31-0.61)
Other NR (29/134) 19.3 (64/154) 0.46 (0.29-0.72) High (CPS 210) 31.5(79/254) 16.6 (125/254) = 0.49 (0.37-0.66)
Region Cisplatin eligibility
North America  25.6 (40/103) 21.2 (42/85) 0.71 (0.44-1.12) Eligible 31.5(69/244) 18.4 (106/234) —=— 0.53 (0.39-0.72)
Europe NR (56/172) 13.9 (110/197) 0.40 (0.28-0.56) Ineligible NR (64/198) 12.7 (120/210) —=— 0.43 (0.31-0.59)
Rest of world NR (37/167) 16.4 (74/162) 0.41(0.27-0.61) |
ex Visceral metastases 25.6 (108/318) 13.6 (182/318) —— 0.47 (0.37-0.60)
Female 25.4 (32/98) 14.6 (54/108) —= 0.51(0.32-0.80 Lymph node only NR (22/103)  275(39/104) 0.46 (0.27-0.78)
Male 31.5(101/344) 16.6 (172/336) = 0.47 (0.36-0.60 Renal function®
ECOG PS Normal 26.1(24/84)  18.4 (44/95) 0.51 (0.30-0.86)
0 NR (44/223) 18.4 (94/215) —=— 0.36 (0.25-0.53 Mild NR (42/165) 16.4 (78/162) —=—] 0.44 (0.30-0.65)
1-2 25.4 (89/219) 13.1 (131/227) —=— 0.54 (0.41-0.72 Moderate/Severe 31.5(67M193) 13.3(104/187) 0.50 (0.37-0.69)
Primary disease site of origin ! U
Upper tract NR (38/135) 18.4 (45/104) p—a—r] 0.53 (0.34-0.83 ,0‘1 5}
Lower tract 31.5(94/305) 15.6 (180/339) = 0.46 (0.36-0.59 it
| | T T —T T Favors EV+P Favors chemotherapy
0.1 5
¢ 4
Favors EV+P Favors chemotherapy

Data cutoff: 08 August 2023

ASCO Genitourinary
Cancers Symposium

presentep gy: Michiel S. van der Heijden, MD, PhD

aRenal function categories defined as: Normal (=90 mL/min), Mild (=60 to <80 mL/min), Moderate/Severe (=15 to <60 mL/min)

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

59% of patients in chemotherapy arm received subsequent PD-1/L1 inhibitors

v (N-agz) | CPemotherapy
n {“fu) n (ufu}

First subsequent systemic therapy® : 294 (66.2)
Platinum-based therapy 17 (3.8)
PD-1/L1 inhibitor-containing therapy . 260 (58.6)

Maintenance therapy 143 (32.2)
Avelumab maintenance 135 (30.4)

PD-1/L1 inhibitor-containing therapy following 117 (26.4)
progression i

Other 11 (2.5) 17 (3.8)

30% of patients received maintenance avelumab
Powles, ESMO 2023




Treatment-Related Adverse Events

Grade 23 events were 56% in EV+P and 70% in chemotherapy

EV+P (N=440) Chemotherapy (N=433) Serious TRAEs:
. - 122 (27.7%) EV+P

Qverall Jo7. - - . 85 (19.6%)
Peripheral sensory neuropathy ! ; , chemotherapy

Pruritus )
TRAESs leading to death (per

Alopecia 5402 7. investigator):
Maculopapular rash : 77 K EV+P: 4 (0.9%)
» Asthenia
* Diarrhea
*  Immune-mediated

atigue

Neuropathy Diarrhea
Derm Decreased appetite ; 1. ! lung disease

. Multiple organ
Hyperglycemia Nausea dysfunction syndrome

Fatigue hiiEmia Grades 1/2 Grade 23 ’ : . ) Chemotherapy: 4 (0.9%)

Gl Neutropenia | evsp 1 4, i ‘ Febrile neutropenia

Myocardial infarction
Cytopenias  Thrombocytopenia ] y

34.2 Neutropenic sepsis
| | I I I I I I 1 | I I I I 1 :
Ocular 100 90 80 70 60 50 40 30 20 10 O 10 20 30 40 50 60 70 80 90 100 Sepsis
Incidence (%)

Chemotherapy

Median number of cycles (range): 12.0 (1,46) for EV+P; 6.0 (1,6) for chemotherapy
Powles, ESMO 2023




New learning curve for toxicity management and early intervention

EV+P Chemotherapy
Adverse events - N (%) (N=440) (N=433)
Any grade Grade 23 Any grade Grade 23

Skin reactions 294 (66.8) 4mm 68 (15.5) 60 (13.9) 1(0.2)
Peripheral neuropathy 278 (63.2) 4mm 30 (6.8) 53 (12.2)

Sensory events 260 (59.1) 19 (4.3) 51 (11.8)

Motor events 44 (10.0) 12 (2.7) 5(1.2)
Ocular disorders 94 (21.4) 4mm 0 (0.0) 12 (2.8)

Dry eyes 82 (18.6) 0 (0.0) 8 (1.8)
Hyperglycemia 57 (13.0) 4=m 27 (6.1) 3 (0.7)
Infusion-related reactions 9 (2.0) 0 (0.0) 9(2.1)

Powles T. ESMO 2023
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Toxicity management - Pearls

Early dose reduction of EV for neuropathy — 1mg/kg or 0.75mg/kg
Growth factor support for cytopenia

Topical steroids and dose reduction for skin rash — use lotion not
ointment

Strict diabetes management
Ocular toxicity

And treatment interruptions in exceptional responders — need to be
iInvestigated

ASCO Genitourina ry #GU24 1 presentepsy: Parminder Singh, M.D. - The Era of Novel Combinations in Treatment for Urothelial Carcinoma Sco AR
Ca ncers Sy m p osium i o Presentation is property of the author and ASCO. Permission required for reuse; contact permissions{@asco.org KNOWLEDGE CONQUERS CANCER




ORR for EV/P

Confirmed Overall Response per BICR

Significant improvement in objective response rate was observed with EV+P

EV+P Chemotherapy
(N=437) (N=441)

Confirmed ORR, n (%) 296 (67.7) 196 (44.4)
Almost 70% CR or PR! 44.4% (95% CI) (63.1-72.1) (39.7-49.2)
I ’ 2-sided P value <0.00001
Best overall response®, n (%)

Complete response 127 (29.1) 35 (12.9)
PR Partial response 169 (38.7) 141 (32.0)
CRm = 12.5% Stable dléeasé 82 (18.8) 149 (33 8)

Chemotherapy Progressive disease 38 (8.7) 60 (13.6)

Not evaluable/No assessment® 21(4.8) 36 (8.2)

Median DOR (95% ClI) NR (20.2, NR) 70(6.2,10.2)




Select subgroups of objective response rate by BICR
Objective response rates were 260% for EV+P across select subgroups

Cisplatin eligibility PD-L1 expression Liver metastases Metastatic disease site
77.5

oo
>
]

70.8 711 70.0
63.9

-“\l
o
1

60 4
50 4

w
o
|

o
S
[¢))
(@)]
S 404
[ -
()]
(&)
—
()]
(a R

[
o
1

—
o O
1

Eligible Ineligible Low High Visceral Lymph node
(CPS <10) (CPS 210) metastases only

W EV+P Chemotherapy

Data cutoff: 08 August 2023 van der Heijden MS. ASCO GU 2024
ASCO GeﬂiTOUF_iﬂary presentepBy: Parminder Singh, M.D. - The Era of Novel Combinations in Treatment for Urothelial Carcinoma ASCO Abieblcia socRrvor
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ORIGINAL ARTICLE

Nivolumab plus Gemcitabine—Cisplatin in Advanced Urothelial Carcinoma

Michiel S. van der Heijden, M.D., Ph.D., Guru Sonpavde, M.D., Thomas Powles, M.D., Andrea Necchi, M.D., Mauricio Burotte, M.D., Michael Schenker, M.D., Ph.D., Juan
Pablo Sade, M.D., Aristotelis Bamias, M.D., Ph.D., Philippe Beuzeboc, M.D., Jens Bedke, M.D., Jan Oldenburg, M.D., Ph.D., Gurkamal Chatta, M.D., et al., for the CheckMate
I I I 901 Trial Investigators*

Many p rior ne gative Article  Figures/Media Metics  November 9, 2023
. . N Engl ] Med 2023; 38917781789
chemo-10 trials in 1L mUC DOI:g10.1056{NE}Moa2309363

22 References 1 Citing Article

Cisplatin more immune

inducing?
; I:T::’E‘:-; .HF* i Combination phase Monotherapy phase
* Liver metastases
Key inclusion criteria i - NI\{O s Lol HIVIO 480 37ig W
+ Gemcitabine 1000 mg/m? on D1/D8 EREES til progression, unacceptable
* Age 2 18 years + Cisplatin 70 mg/m? on D1 toxicity, withdrawal, or

or mUC involving the renal pelvis,

 Previously untreated unresectable o Q3W (up to 6 cycles)® up to 24 months®)
ureter, bladder, or urethra

Gemcitabine 1000 mg/m? on D1/D8
+ Cisplatin 70 mg/m2 on D1
Q3W (up to 6 cycles)®

« Cisplatin eligible

« ECOG PS of 0-1

Median (range) study follow-up, 33.6 (7.4-62.4) months Primary endpoints: OS, PFS per BICR
Key secondary endpoints: OS and PFS by PD-L1 = 1%, HRQoL
Key exploratory endpoints: ORR per BICR, safety



25% of patients in control
arm received maintenance
avelumab

https.//www.nejm.org/doi/pdf/10.1056/NEJMoa2309863

A Owverall Survival

Percentage of Patients

Mo. at Risk

100 =,

304
B0+
04
60+
504
40+
304
204
104

Mo. of Events/§l Median Overall
Mo. of Patientsll Swrvival (95% Cl)
mi
Mivolumab+Gemeitabine— 172304 21.7 {18.6—26.4)
Cizplatin
Gemcitabine—Cisplatin 193/304
Hazard ratio for death, 0.75
(95%¢ CI, 0.63-0.96)
P=0.02

MNivalumab+
germcitabine—
cisplatin

Gemcitabine—cisplatin

Mivolurmabsgemcitabine— 304

cisplatin
Gemeitabine—cisplatin

304

B 12 15 24 30 316
Months

264 196 142 97 69 4B

242 166 122 B2 4% 133

! T T T 1
42 428 54 &0 B

25 15 7 2 0

17 13 4 1 0

B Progression-fres Survival

Percentage of Patients

Mo. at Risk

1005

Median

% No. of Events/ [l Progression-free
404 Mo. of Patientsll Survival (95% CI)
B4 s
704 MNivolumab+Gemcitabine— 211304 7.9 (7.6-9.5)
&0 Cisplatin
i, Gemcitabine—Cisplatin 191304
a0 Hazard ratio for disease progression

Mivalumab+ or death, 072 [(95% CI, 0.59-0.88]
30+ pemcitabine— F=0.001
04 cisplatin
VS - Gemcitabine—cisplatin
o T 1 T T T T T T 1
a ] 12 18 24 30 36 42 4B 54 6D

Nivolurnab+gemcitabine— 304

cisplatin
Gemcitabine—cisplatin

304

Months

19 EX 57 41 31 19

119 35 17 10 2 5




Immunomodulatory effects of

cisplatin >>> carboplatin

¢ CelPress
Cell Reports Medicine

Cell Rep Med. 2024 Feb 20; 5(2): 101393. PMCID: PMC10897541
Published online 2024 Jan 26. doi: 10.1016/j.xcrm.2024.101393 PMID: 38280376

Immunomodulatory effects and improved outcomes with cisplatin- versus carboplatin-
based chemotherapy plus atezolizumab in urothelial cancer

Matthew D. Galsky,'* Xiangnan Guan,?® Deepali Rishipathak,?'® Aaron S. Rapaport,%'® Hesham M. Shehata,?:16

Romain Banchereau,? Kobe Yuen,? Eugene Varfolomeev,? Ruozhen Hu,? Chia-Jung Han,? Haocheng_Li,® Yuxin Liang,?

Domagoj Vucic,? Li Wang,*° Jun Zhu,*® Haocheng_Yu,® Rebecca H. Herbst,® Emma Hajaj,® Evgeny Kiner,®

Aristotelis Bamias,” Maria De Santis,®® lan D. Davis,'? José Angel Arranz,!" Eiji Kikuchi,'? Sandrine Bernhard, 3
Patrick Williams,? Chooi Lee,!® [ra Mellman,? Shomyseh Sanjabi,? Robert Johnston,? Peter C. Black,*

Enrique Grande,'® and Sanjeev Mariathasan?®'7-**

e GemCis versus GemCarbo * atezolizumab:

o Induces transcriptional changes in circulating
immune cells, including upregulation of
antigen presentation and T cell activation
programs

o Direct immunomodulatory effects on cancer
cells, promoting dendritic cell activation and
antigen-specific T cell killing

* Importance of specific chemotherapy
backbones in immunotherapy
combination regimens



Both sequential and combination chemo and CPI have efficacy

Nivo+Cis/Gem vs Cis/Gem CheckMate 801 Study
- Median OS5 (95% Cl}, months
# CisilGem 21.7 (18.6, 26.4 We cannot directly compare these studies

Different patient populations

Avelumab maintenance study included only
responders to 1L chemo

Chemrall survival {S)

Length of maintenance CP| therapy was
similar: =6 months for both

74% completed induction regimen in

CM-901 vs 55% of induction phase in

Avelumab + B5C 2 211.-:1-5*]261:1 .
BSCalone  14.3(12.9 17.9 JAVELIN-100

Upfront 10 allows more pts to get to
HR 0.9 {0.56, 0.86) maintenance phase?

R 51 Ek i

B
E Prasantad by Andrea B Apada, MO

B #apolo_andrea
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First line and second line therapy in UC patients in real

world — Flatiron database

~One-Quarter of Patients Did Not Receive 1L Therapy (989/4300; 23%)
~Half of Patients Did Not Receive 2L Therapy

Treatment Patterns Among Patients Who Were Cisplatin and Received 1L Therapy (N=1475)

Treatment Patterns Among Patients Who Were Cisplatin and Received 1L Therapy (N=1836)
22%

_ . Patients aged =18 years diagnosed with la/mUC from May 2016 to October 2020
. Gem Cis or MVAC in the Flatiron Health database.

Patients were followed until death or end of data availability in June 2021.
*Other therapies included PD-1/L1 combination therapy, monochemotherapy

4 PD-1/L1 monOtherapy (taxanes, gemcitabine, cisplatin monotherapy, carboplatin monotherapy), and

other off-label treatments.
@ Gem Carbo

Other therapies*
Sonpavde GP, ASCO 2022

presenten y: Parminder Singh, M.D. - The Era of Novel Combinations in Treatment for Urothelial Carcinoma ASCO o
KNOWLEDGE CONQU -

ASCO Genitourinary

Cancers Symposium ; #GU24 .
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1L mUC Takeaways

* EV + Pembro is practice changing for cisplatin eligible & ineligible
patients
o Up to ECOG 2
o Good response in those with even visceral metastases
o No need for PDL-1 stratification
o No need for NGS results to determine eligibility

e Understand new toxicities of ADCs & establishing guidelines & dose
adjustments is important

o Pts who can't qualify? Pre-existing neuropathy, uncontrolled DM, cirrhosis,
autoimmune disease

 Think of access: cost $39k per 1 cycle of EV + P!!



Unanswered

Questions

o Role of cystectomy in those with CR on EV/P?
o De-escalation of therapy for responders?

o Role in those who progress on adjuvant 10 or
maintenance 10

o Role of CM-901 data for those who may be
predicted to have CR, like LN+ only metastatic
disease?

o 2L regimen?
o Role if EV/P moved to NAC setting?

o Optimal treatment for variant histologies?
AdenoCA, squamous predominant,
plasmacytoid...



What would be the best 2" line therapy?

First-Line Second-Line? Beyond-Second -Line

= Enfortumab vedotin + Cisplatin-eligible Erdafitinib (if tumor + FGFR 2/3
Pembrolizumab « Cisplatin + gemcitabine genetic alterations)
» Dose-dense methotrexate Sacituzumab govitecan

+ vinblastine + doxorubicin Clinical trial

+ cisplatin (ddMVAC) Paclitaxel, docetaxel, or vinflunine

Cisplatin-ineligible Disitamab vedotin for her-2+?
+ Carboplatin + gemcitabine

. o e
Can we use radiation to control oligo-progression- 4. Apolo, ESMO, Oct 2023




Toni Choueiri, MD, FASCO
«  “CONTACT-03 highlights the importance of randomized, prospective assessment of rechallenge with

checkpoint inhibitors in renal cell carcinoma and potentially in other tumor types.”

Kidney Cancer

Enfortumab + Pembrolizumab?

Adjuvant 10

MIUC Recurrence

ASCO Genitourinary

Cancers Symposium

Enfortumab alone?

References: .
presentensy: Sumanta K. Pal, MD, FASCO 1. Choueiri et al ASCO 2023 ASCO ClINICAL ONCOLOGY

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org 2. Pal et allLancet 2023 KNOWLEDGE CONQUERS CANCER




FGFR Pathway in mUC

» All patients should be tested for
FGFR 2/3 alterations - seen in
20% of all mUC and 30% of
UTUC:

* NGS testing of DNA and
RNA

FGFR3 mutations (R248C,
S249C, G370C, or Y373C)

Fusions (translocations):
FGFR2-BICC1, FGFR2—-
CASP7, FGFR3-TACC3 V1,
FGFR3-TACC3 V3, or
FGFR3-BAIAP2L1

Cytosol

Fibroblast growth factor
receptor 3 (FGFR3) .
Urothelial cancer cell wall

i P
| \8\' [PLC-gamma ]

Erdafitinib @ \®\-
PI3K/AKT

Ras/ Raf/ MAPK}

1 |

Nucleus

[ Gene transcription leading to cancer proliferation and metastasis ]

https://journals.sagepub.com/doi/full/10.1177/11795549221126252



Phase 3 THOR Study: Erdafitinib Versus Chemotherapy of Choice in

Patients With Advanced Urothelial Cancer and Selected FGFR Aberrations

Cohort 1

Key eligibility criteria
* Age >18years

; 1:1
« Metastatic or s
unresectable UC N_%GG
S . I,f'/ o
Conﬁrmgd disease { R‘ )
Drogression -

« Prior tx with anti-PD-(L)1
» 1-2lines of systemic tx

* Selec K3/20
(mutation/fusion)?
« ECOGPSO0-2

NCT03390504

Erdafitinib
(n=136)
Once-daily erdafitinib 8 mg with
pharmacodynamically guided uptitration to 9 mg

Chemotherapy of Choice
(n=130)
docetaxel or vinflunine once every 3 weeks

Primary end point:
=05

Key secondary end points:
* PFS

« ORR

 Safety

Loriot, 2023

 Demonstrated superior OS, PFS and ORR of Erdafitinib compared to single agent
chemotherapy in patients with FGFR 3/2 alterations

aMolecular eligibility can be confirmed using either central or local historical FGFR test results (Qiagen assay). If a patient was enrolled based on local historical testing, a tissue sample must still be submitted at the time
of enrollment for retrospective confirmation (by central lab) of FGFR status. Tumors must have 21 of the following translocations: FGFR2-BICC1, FGFR2-CASP7, FGFR3-TACC3 V1, FGFR3-TACC3_V3, FGFR3-BAIAP2LT; or 1 of the

following FGFR3 gene mutations: R248C, 5249C, G370C, Y373C.

5Number of patients randomized at the time of the interim analysis (data cutoff January 15, 2023).

ECOG PS, Eastern Cooperative Oncology Group performance status; FGFR, fibroblast growth factor receptor; FGFR3/2alt, FGFR3/2 alterations; ORR, overall response rate; 0S, overall survival; PFS, progression-free

survival; PD-1, programmed cell death protein 1; PD-L1, programmed death-ligand 1; Q3W, every 3 weeks; tx, treatment; UC, urothelial cancer.




2L or 3L post

Percentage of Patients Alive

No. at Risk

100

Erdafitinib
Chemotherapy

Chermotherapy

T T T T T T T T T T T T T T T T 1
12 15 18 21 24 27 30 33 36 39 42 45 48 51

Months

[no. with censored data)
136 117 97 74 46 35 25 17 15 9 S 3 3 2 ¥ 2 1 0o

Erdafitinib

Chemotherapy

130 &7 b6

(0] {10 (20) (25) (35) (39) (44) (47) [48) (52) (55) (56) (56} {57) (57) (37) (58) (59)
41 30 1% 13 9 & 3 2 2 1 0 0 © 0 0
(0] (L7) (23) (300 (35) (41) (3] (4.7) (47) [45) (30 (30 (31} (32) (32) {32} (32) (32)

77/136 12.1 {10.3-16.4)
78/130 7.8 (6.5-11.1)
Hazard ratic bor death, UG

(955 C1, 0.47-0.88)
P=0.005

IO and for

many post

chemo

e 0S:12.1
mo vs 7.8
mo

* PFS:5.6vs
2.7 mo

* ORR: 45.6%
vs 11.5%

Figure 2. Overall Survival.

Shown are Kaplan—Meier estimates of overall survival. Circles and squares indicate censored data in the erdafitinib group and chemo-
therapy group, respectively. Results for overall survival in key subgroups are provided in Figure 53.

Loriot, NEJM, 2023



THOR Cohort 2 — 2L Erdafitinib vs IO

No difference in OS

100
Erdafitinib Median OS:
80 - 10.9 months (95% Cl, 9.2-12.6)
CokaiEy 11.1 months (95% Cl, 9.7-13.6)
Key eligibility criteria ini
L A igears Er;zT;';'h Primary end point 60
+ Metastatic or unresectable : Once-daily erdafitinib 8 mg with + 05 R
uc . pharmacodynamically guided uptitration to 9 mg w
« Confirmed disease i
Progression on 1 priorte Secondary end points @) 40 Pembrolizumab
+ Naive to anti-PO-L)1 tx Pembrolizumab - PF5
+ Select FGFR3/2alt (n=176) « ORR
{mutation/fusiony®
s 200 mg once every 3 weeks - Safety
20
NCT03390504
0 I I T I I | | | I I I | I I 1 1 I | |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Months Since Randomization
No. at risk

Erdafitinib 175 160 131 100 78 60 52 41 30 28 23 21 13 9 7 2 1 1 1
Pembrolizumab 176 148 119 103 84 72 60 52 43 34 29 23 19 11 8

[+
=
-
o

Siefker-Radtke, ESMO 2023



NORSE Trial — NORSE + Erdafitinib

FGFR3 mutfusions « Erdafitinib + Cetrelimab

1L erdafitinib vs Cnrl'lcilusions: Combination ERDA+CET demnnsjtrated I::Iilnicelzll?r meaningful
L . activity and was well tolerated. These results, in 1L cis-ineligible pts, support
erdafitinib + 10 in previously described activity of ERDA monotherapy in FGFRa mUC. The safety
cisplatin ineligible profile was consistent with the known profile for ERDA and CET with no additive
toxicity for the combination. Clinical trial information: NCT03473743[2.

ORR, % (95% CI) 54.5(38.8, 69.6) 44.2 (29.1, 60.1)
Confirmed CR, n (%) 6(13.6) 1(2.3)
DCR, % (95% CI) 79.5(64.7, 90.2) 88.4(74.9, 96.1)

Median DOR (95% CI), mo 11.10 (8.77, NE) 9.72 (4.60, NE)

Median PFS (95% CI), mo  10.97(5.45, 13.63) 5.62(4.34, 7.36)

© 2023 by American Society of Clinical Oncology

Siefker-Radtke, ESMO 2023



Sacituzumab govitecan

Grivas, Scripps Clinical
Hematology Oncology 2024

CL2A linker SN-38
short PEG Lactone
for solubility ring

(il wiwe coupved 1o Ankar)

High DAR (7.6:1)!

z?mio;?_s_.ge

Thicether coupling HYdrclyzable linker hydrolysis?
to thiols on IgG

; == e
90% with moderate to
strong IHC staining

1. Cardillo TM, et al. Bioconjug Chem 2015; 26:919-31
2. Govindan 5V, et al. Mol Cancer Ther 2013; 12:968-78

Best Response

Best % change in TL from baseline

60 B Complete response
I Partial response
40 B Stable disease
B Progression
20 - & ® Prior oheckpoint inhibitor Tx
o | .E
] ee
-20- ‘e
-40: Sl |
-60~
| 14/41 (34%) ORR: 10/33 (30%)
801 >3t jine; 4/14 (29%) prior I-O
-100-

Ty " F Oy " Y F YY"y Y " O¥FOF OY O¥FOYR YR Y ONW Y NN NN WY NOT NN N

= Final 14/45 (31%) ORR
= Median PFS 7.3 months
= Median OS 18.9 months

Tagawa S, et al. Ann Oncol (2017) 28 (suppl_5):v295-v329
Tagawa S, et al. J Clin Oncol 37, no. 7_suppl (March 1, 2019) 354-354




TROPHY-U-01 Is a Registrational, Open-Label,
Multicohort Phase 2 Trial in Patients With mUC s seripps ciinical

Hematology Oncology 2024

2 = SG ‘-._l': “l:(;-kr;_ | - -
Cohort 1 ; (=100 ,Jdllen;f_-q patients with mUC Days 1 and B, every 21 ,,,I:T_) Cohort 1: ORR 31% anaw EﬂdDOIﬂt:
who progressed after pnior platinum-based and = r
CPl-based therapies Objective response rate
, , SG 10 mohkg | " | per RECIST 1.1 criteria
Cohort 2 (=40 patients): patients with mUC Days 1 and 8, every 21 days : DS
ineligible for platinum-based therapy and who }
progressed after Pror CPl-based ThETHDIES : : Key Secondaw Endpoints:
Cohort 3¢ (up to 81 patients): mUC  [EERRRL L N Jressior | Safety/tolerability, DOR,
CPI naive patients who progressed v p—r— PFS, OS
after prior platinum-based therapies day 1 every 21 days |
SG
Cohort 4 (up to 60 patients): mUC platinum- Days 1 and 8, every 21 days
naive patients Gty > Continue until a maximum of 6 Maintenance avelumab (800
P cycles has been completed,? mg every 2 weeks) with SG
_ | SG disease progression, lack of e 4 (Days 1 and 8 every 21 days)
Cohort 5 (up to 60 patients): mUC platinum- Days 1 and 8, every 21 ri.i-,\'> clinical beneﬂt, tﬂﬂcﬂv, or for those without disease
naive patients Cisplatin® withdrawal of consent progression

Avelumab 800 mg every 2 weeks

Key Inclusion Criteria: Age 218 years, ECOG of 0/1, creatinine clearance (CrCl) 230 mL/min ¢ adequate hepatic function
Key Exclusion Criteria: Immunodeficiency, active Hepatitis B or C, active secondary malignancy, or active brain metastases

*Accelerated FDA approval for treatment of patients with locally advanced or mUC who previously received platinum-containing chemotherapy and PD-1/L1 inhibitor’

*Exclusions for Cohorl 3 only. active autoimmune disease or hislory of inlerstilial ung disease ™in pabents wilh CrCl 260 mLimin, %in pabents with creatinine clearance 50-80 mi/min % or patients who have nol

progressed, manbenance therapy will begin with miusions of avelumab (800 mg every 2 weeks beganning cycla 1, day 1 and evoary 2 weeks thereafter) followed by SG on days 1 and 8 every 21 days

CBR, chnacal benafit rate, CP1, checkpom! inhibdtor, CrCl, creatming clearance, DOR, duraton of response, ECOG PS, Esstem Cooparsive Oncology Group performance status. mUC, motastalic urothalal

cancer, NR. not reached, ORR, obgectve response rate, 05, overall survival, PFS, progression-ree survval, RECIST, Response Evaluabion Crilena mn Sobd Tumors, SG, sacituzumab govlacan Asco GeniTOUrinar

1. TRODELVY™ (sacituzumab govilecan-hziy) Prescribing Information. Immunomedics, Inc., Apeil 2021, EudraCT Number: 2018-001167-23, CanicalTrials gov Number, NCTO3547973. IMMU-132-06 study 1 N Y
Cancers Symposium
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Grivas, Scripps

TR 0 Pi c S_o 4 D e si gn Clinical Hematology Oncology

2024

Study Population

Locally advanced
unresectable or mUC
Upper/lower tract
tumors
Mixed histologic types
are allowed if urothelial
is predominant
Progression after
platinum-based and
anti-PD-1/PD-L1
therapy

OR
Platinum in neo/adj
setting if progression
within 12 months and
subsequent CPI

N=482

Continue
treatment until RGP ()
loss of clinical :
benefit or !’rln{;gy i
unacceptable
toxicity Secondary EP:
—

* PFS by Pl assessment
using RECIST 1.1
* ORR, DOR, and CBR

by Pl assessment using
RECIST 1.1

« EORTC QLQ C30 score
and EuroQOL EQ-5D-
SL QOL score

Grivas et al. 10.1200/JC0.2021.39.6_suppl.TPS498 JCO 39, no. 6_suppl



* Expression level of HER2 in UC : 48% with overexpression and

H er- 2 | nm U C approximately 20% with low expression (Fleischmann

etal., 2011; Yorozu et al., 2020)

Another antibody drug conjugate with an MMAE payload is disitamab vedotin, which targets HERZ. In September 2020,
this drug was granted US FDA breakthrough therapy designation for urothelial carcinoma in the 2™ or 3™ line settings.

Disitamab vedotin
N=107 In the second or third-line seting

ORRA=50.5% (S410T) = Anti-HERE
= mars minnocional
Sept 2020 USA FDA granted antibody HER2
Breakthrough Therapy
designation to disitamab Subdomain IV
vedofin in LC Manoamethyl

aarmtatn E

{MMAE)

Protease
cleavable
e limbes

shang, &l a8l ASCD 2027 sbelraci 4518

Similar to EV + pembrolizumab, it appears that the combination of disitamab vedotin + toripalimab (anti-PD-1) is
associated with promising efficacy outcomes in HER2+ metastatic urothelial carcinoma patients.

Phase Il study (NCT04264936) ongoing

A. Apolo, Oct 2023


https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9090390/#CIT0014
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9090390/#CIT0041

TKI'in mUC — ASCO GU 2024

 Some encouraging efficacy (ORR 45%) but
did not improve outcomes

LEAP-011 study design

Key Eligibility Criteria Pembrolizumab 200 mg IV Q3W * Modest responses of other TKI trials in
+ Histologically confirmed for up to 35 cycles
advanced/metastatic urothelial (approximately 2 years) m U C
+

carcinoma
* Either Lenvatinib 20 mg orally QD

Ineligible for cisplatin-based
combination therapy and have

tumors with PD-L1 CPS 210 ‘ ® Future dlreCtlonSI

Ineligible for any

pltinum-based chemotherapy® o Zanzalitinib (XL-092) - similar to

regardless of PD-L1 status
* No prior systemic chemotherapy

+ ECOG PS 0-2 cabozantinib with better
« Ineligible for any Mand has ECOG PS 2 End Points t0|erabi|ity/therapeUtic index

PD-L1 CPS 210 Dual primary: OS and PFS (RECIST v1.1 by

PD-L1 CPS <10 BICR) o 10/TKI to re-invigorate 10 response?

» Cisplatin-ineligible, PD-L1 CPS 210 * Key secondary: ORR, DCR, and DOR
ECOGPSOor1 (RECIST v1.1 by BICR), safety, and

. toleravily o TKI as salvage monotherapy if can find
right biomarker?
o Add to pembro for EV/pembro
responders and drop EV to prevent
cumulative neuropathy?

Dr. R. Jain, ASCO GU 2024



Conclusions

* The new era of
precision oncology
& novel treatments
in bladder cancer is BC ADc

(Cisplatin) (Antibody Drug conjugate)
here! | |

From BC to ADc (Antibody Drug Conjugate) in treatment of

urothelial cancer- The new era

® Cisplatin T Gemcitabine Atezolizumab $% Pembrolizumab
1978 1997 2016 2017
b Nivolumab
2017
. P Cisplatin + gemcitabine it
o NGS teStlng 2000 017
|mp0rta Nt In el
. . ® DDMVAC ® carboplatin + o Erdafitinib
metastatic settin g 2001 gemcitabine 2019
. 2009 Enfortumab vedotin Enfortumab vedotin
o Landscape will e
. i embpbrolizuma
continue to change Sz (remerere |
1 saci b govi
IN years to come 2ot e

1978 | 1982 | 1986 | 1990 m 1998 mm 2010 m 2018

o Role of ctDNA
evolving

ASCO Genitourinary
Cancers Symposium




Thank You.

Karine Tawagi - ktawagi@uic.edu @drkarinetawagi
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