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Clinicians in the Meeting Room

Networked iPads are available.

Review Program Slides: Tap the Program Slides button to review speaker
presentations and other program content.

Answer Survey Questions: Complete the pre- and postmeeting surveys.

Ask a Question: Tap Ask a Question to submit a challenging case or question for
discussion. We will aim to address as many questions as possible during the
program.

s) [ B

T/ Complete Your Evaluation: Tap the CME Evaluation button to complete your
- evaluation electronically to receive credit for your participation.

For assistance, please raise your hand. Devices will be collected at the conclusion of the activity.
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Clinicians Attending via Zoom

Review Program Slides: A link to the program slides will be posted in the chat
room at the start of the program.

Answer Survey Questions: Complete the pre- and postmeeting surveys.

Ask a Question: Submit a challenging case or question for discussion using the
Zoom chat room.

Get CME Credit: A CME credit link will be provided in the chat room at the
conclusion of the program.
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About the Enduring Program

* The live meeting is being video
and audio recorded.

* The proceedings from today will
be edited and developed into
an enduring web-based
video/PowerPoint program.

An email will be sent to all attendees when the activity is
available.

* To learn more about our education programs, visit our website,
www.ResearchToPractice.com
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MODULE 1: Current Role of Anti-PD-1/PD-L1 Antibodies in the
Treatment of Non-Muscle-Invasive Bladder Cancer (NMIBC)

RTP

RESEARCH




An 83-year-old man undergoing evaluation for hematuria is noted to
have erythematous patches on cystoscopy. Biopsy confirms
carcinoma in situ (CIS) in a diffuse pattern. Complete resection or
fulguration is impossible because of the extent of disease. He receives
BCG induction x 6 with maintenance for 18 months before recurrence
is noted on cystoscopy. Biopsy confirms CIS recurrence. Regulatory
and reimbursement issues aside, what would you recommend?

Intravesical chemotherapy D@DD@@OOO@ 10
DEoao -
Nadofaragene firadenovec @D@ 3

Cystectomy @D 2

Repeat BCG [: 1

Pembrolizumab

FROM THE PRACTICES OF
DRS HAFRON AND MORRIS

Synergo® system C 1 \% @,
%7

Survey of urologic oncology clinical investigators



A 59-year-old man presented with hematuria and underwent TURBT with
gemcitabine, which showed high-grade T1 urothelial bladder cancer
(UBC) without muscle present in the specimen. A CT urogram was
negative. Repeat transuretheral resection 6 weeks later shows CIS with
muscle present in the specimen. The patient receives induction BCG x
6. At the 3-month post-BCG cystoscopy, cytology is positive but an
office cystoscopy is negative. Additional biopsies demonstrate CIS at
the dome of the bladder. The patient refuses cystectomy. Reqgulatory
and reimbursement issues aside, what would you recommend?

Repeat 5CG (HEEH DD NEEEEE -
Pembrolizumab @@@ 3

Nadofaragene firadenovec @@ 2

FROM THE PRACTICES OF

. DRS HAFRON AND MORRIS
Intravesical chemotherapy OO 2
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Survey of urologic oncology clinical investigators



To what extent has the ongoing shortage of BCG affected
your practice?

Very significantly ODDOO S
Somewhat significantly D@@@@@@@@ 9
Not very significantly @@ @@@@ 6

Not at all D@ 2

Survey of urologic oncology clinical investigators



For a patient with BCG-unresponsive non-muscle-invasive
UBC (NMIBC) who is receiving pembrolizumab, how many
cycles of therapy would you administer without a clinical

response before you switched to an alternative treatment?

1 cycle O 1
2 cycles @@@@ 4
seyces (B E@OBEE® -

6 cycles D@DO@@G

Survey of urologic oncology clinical investigators
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Panel: Classification of BCG failures

BCG refractory

Persistent high-grade disease at 6 months after adequate* BCG induction and
maintenance treatment or any progression in stage at 3 month assessment (ie, after
induction BCG cycle).

BCG relapsing
Recurrence of high-grade disease after a disease-free interval of =6 months after
adequate* BCG induction and maintenance treatment.

Early relapse: <12 months; intermediate relapse: 12-24 months; late relapse: >24 months.

BCG unresponsive

This category (developed for clinical trial design) includes patients with BCG-refractory
and BCG-relapsing disease as already defined. The patients with BCG-relapsing disease
should have recurrence within 6 months of last BCG exposure (eg, for patients on
maintenance treatment).

Patients in the BCG unresponsive subgroup are at highest risk of recurrence and progression.

BCG intolerant
Disease persistence because the patient cannot receive adequate* BCG owing to BCG toxici

Adapted from Kamat and colleagues.® *Adequate BCG treatment is defined as the patient receiving at least five of six planned
instillations of induction treatment and at least two of three planned instillations of maintenance treatment over 6 months.
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Evaluation




BCG Unresponsive Evaluation

» Solid H&P (voiding and EUA)

 How much BCG and when, anything else?
* Were they ever disease free?

* Could this be UTUC?

* Could it be prostatic?

 CIS or papillary? How much?




BCG Unresponsive Evaluation

e CT urogram (or RPGs)

 Path review?

* BLC (OR>office) Saphira

» Selection cytology of upper tracts
 Prostatic urethral biopsy

* Mapping biopsies




BCG Unresponsive BCa:
Current Standards




Intravesical Options




Single Agent Chemotherapy

Table 1 | Results of intravesical chemotherapy after BCG failure

Agent Outcomes Studies
Valrubicin 18-21% disease free at 6 months Steinberg et al.**
16% disease free at 12 months Dinney et al.”’
Gemcitabine 21-28% disease free at 12 months Dalbagni et al.**
21% disease free at 24 months Dalbagni et al.*®
» Docetaxel 40% disease free at 12 months Laudano et al.”®

Nab Paclitaxel 36% disease free at 12 months McKiernan et al.’



Rate of Failure

State of the Art Before CPI

90 patients, 19 complete responses (21%) @ 3 and 6 months
44/79 had a cystectomy

11/90 died

Led to FDA approval of valrubicin

47 patients
2 prior courses of BCG
21% Recurrence-free at 24 mo

1.0 {7 ) A.
o Steinberg et al JU 2000
N Recurrence-Free Survival
08 wii ..
1T Valrubicin —— | e
07 : : Tow AFEc Fgipd  Exge
] y 3 80%
0.6 1.3 |
05 2 60%
04 1™ | Gemcitabine
g 1 2 )
0.3 - ‘i | b 20%
0.2 e I :
l-.iuuumuhi-vwmg----: 0% T T Y T T T T Y 1
0.1 'a‘: v SR, b . 1# Mor%t?\s After Reg?setrauon 18 o
A c )
.1 1 AN SO S — Skinner et al JU 2014
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Survival Probability

1.0
0.8
0.6
o
46%- 2 year
0.4
0.2
0.0
Atrisk| 276 189 125 84 50 32 27 16 11 9 5
I 1 1 I 1 1 I 1 I 1 1
0 6 12 18 24 30 36 42 48 54 60
Months
Side Effects of Gemcitabine/Docetaxel Intravesical Therapy
Level N =276 Y%
Any Side Effects? No 164 59.4
Yes 112 40.6
Treatment Schedule Affected by SE? No 248 90.6
Yes 26 9.4
Missing 2 -
Specific Side Effects
Dysuria? No 233 84.4
Yes 43 15.6
Hematuria? No 247 89.5
Yes 29 10.5
Urinary Frequency/Urgency? No 215 77.9
Yes 61 22.1
Urinary Retention? No 272 98.6
Yes 4 1.4

9/276 stopped treatment (3.3%)

BCG Unresponsive

| Any CIS HG Pap |
2
=
o=
«
=
<
| =
~~
=
£
=
w2
0.2
0.0
Any CIS| 71 46 29 18 10 6 5 3 3 2 0
HG Pap | 34 26 16 10 - 3 2 2 2 1 0
1 1 1 I I | | I I I |
0 6 12 18 24 30 36 42 48 54 60

Months

60% at 1 year, 46% at 2 years RFS
43 underwent RC for recurrence

T0=7
Ta-T1=24
T2 or greater: 11; 11% N+

Steinberg RL et al. J Urol 2020;203(5):902-09.



Pembrolizumab
(Checkpoint Immunotherapy)




CIS vs Papillary NMIBC

Appearance Disease State Goal Expectations KN57

CIS- flat; *NB- can also be papillary with CIS

Ca at start Caresponse 10-20% A

Neg cyto, neg
cysto

No No recurrence 20-40% B
Ca

papillary



KEYNOTE-057: Single-Arm, Open-Label
Phase 2 Study (NCT02625961)

Patients Primary End Points

Evaluations with fHR
* HR NMIBC patients unresponsive cystoscopy, cytology, * * CR (absence o

to BCG who refuse or are ineligible | biopsy Q12W x 2 y, NMIBC) in Cohort A
for cystectomy , then Q24W x 2y and * DFS in Cohort B

- Patients with papillary disease Pembrolizumab once yearly thereafter

must have fully resected disease at 200 mg Q3W and
study entry

Secondary End Points

' CT urogram Q24W x 2 y * CR (absence of any
« Two cohorts . or more frequently as disease — hlgh"nSk or

« Cohort A (n = 130): CIS with or clinically indicated low-risk NMIBC) in
without papillary disease y cohort A

(high-grade Ta or T1) DOR in cohort A

- Cohort B (n = 130): papillary Safety/tolerability
disease (high-grade Ta or any Continue assessments
T1) without CIS and pembrolizumab until
recurrence of high-risk
If no persistence or recurrence of HR NMIBC at any assessment sl LA, G
24 months of treatment
complete

Discontinue treatment;
> enter survival follow-up

De Wit et al ESMO 2018



If no recurrence or
progression or
HR NMIBC at any Continue pembrolizumab
“ - assessment for up to 2 years® and
efficacy assessments
through year 5, or until
recurrent/progressive disease

assessment
at 24 weeks

Patient Population®
» Cohort A: BCG-unresponsive
CIS % papillary tumors I

* Ineligible for or declined to 28-day
undergo cystectomy screening if no CR Iaad
~—— D 2. o i s p Discontinue treatment,
‘":;" . |fHRNMIBC present enter survival follow-up
ow-up
Pembrolizumab Y SSSARTE
200 mg Q3W

Primary End Point Secondary End Points 100 -
. * Duration of response® 2 : ; "
Complete response rate : . = * Duration of CR, median (range): 16.2 months (0.0+ to 30.4+)
* Progression-free survival g « 18/39 (46.2%) responders had a CR duration of 212 months
* Overall survival c
+ Safety g 907
(]
)
(0] [
19% s o
]
-3
g T ¥ LN 1 L1l 1 J
Res ponse D
£
=)
£
at 12 mo §
:
0 1 1 I 1 1 ! 1 |l 1 I 1

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

Months
No. at risk
39 36 27 18 18 14 10 5 4 2 1 0

“ + "indicates ongoing response.
aMonth 0 = time point when initial CR was achieved. The onset of response was 3 months for most patients.



KEYNOTE-057 Study Design: Cohort B

If no recurrence
or progression of

HR NMIBC Continue pembrolizumab
present at any for up to 2 years and
Key Eligibility Criteria et D - e

First disease Second disease
assessment assessment

through year 5 or until
recurrent/progressive
disease

Patients with HR NMIBC (per FDA
criteria) unresponsive to BCG who N = 132
declined to undergo or are ineligible
for RC

28-day
screening

Cohort B: papillary tumors only (high-
grade Ta or any T1) without CIS
TURBT <12 weeks prior to first dose
of trial treatment

Pembrolizumab

Discontinue

200 mg IV Q3W Discontinue treatment,
= for <35 cycles - trea_tment, S If - - enter survival follow-up
(~2 years) If no CR EEIVAANEIR{I LRI ISCUMENCE;0L
progression of
HR NMIBC
present at any
assessment

CTU, computed tomography urography; ECOG PS, Eastern Cooperative Oncology Group performance status.

Necchi A et al. Genitourinary Cancers Symposium 2023;Abstract LBA442.



Baseline Characteristics

Cohort B Cohort B
N =132 N =132
Age, median (range), years 72 (37-87) [Prior instillations of BCG, median (range) 10 (6-33) ]
Male 104 (79)
Geographical region Urothelial histology 132 (100)
Us 33(29) (I'umor stage prior to study entry -
Non-US 99 (75)
Raca T1 57 (43)
el EEIE) High-grade Ta 75 (57)
Black or African American 2 (1) 9 )
White 87 (66) éaseline HR NMIBC status \
Missing 21 (16)
Persistent HR NMIBC 35 (26)
ECOG PS
0 101 (76) Recurrent HR NMIBC 79 (60)
1 28 (21)
5 3(2) \ Progressive HR NMIBC 18 (14) j

Values are n (%) unless otherwise noted. Data cutoff: October 20, 2022.

Necchi A et al. Genitourinary Cancers Symposium 2023;Abstract LBA442.



Disease-Free Survival for HR NMIBC?a

Recurrence,
100 _‘_'“\ progression, or  Median (95% CI),
90 death, n (%) months
Pembrolizumab 83 (62.9) 7.7 (5.5-13.6)
o 80
g 70 Month  DFS, % (95% Cl)
£ 60 12 43.5(34.9-51.9)
= 24
® 50— 34.9 (26.4-43 .4)
i i 36 34.9 (26.4-43 .4)
g 0 E . Im_l 1l L1l L1l Ll 11
8 ! | | 1 1 1 5 1 ]
2 307 :
(=) :
10 - |
0 I I I i I I I I I I I I | I I I I I I I I I |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69
No. at risk Months
. 132 114 68 58 53 43 39 36 28 26 23 22 20 16 14 8 8 7 6 3 3 1 0 0

3Per central pathology/radiology review. Data cutoff: October 20, 2022.

Necchi A et al. Genitourinary Cancers Symposium 2023;Abstract LBA442.



Subgroup Analysis of 12-Month DFS Rate for HR NMIBC by
Baseline Characteristics

Events, n/N DFS, % (95% ClI)

Overall 83/132 43.5 (34.9-51.9) — 5
Age, years
<65 18/33 51.3 (33.3-66.7) o
265 65/99 40.9 (31.0-50.5) -
Sex
Female 15/28 46.8 (27.1-64.3) -
Male 68/104 42.7 (33.0-52.0) -
Race
White 54/87 44 .5 (33.7-54.7) e e
Non-White 15/24 45.8 (25.6-64.0) =
Region (EU)
EU 27147 45.3 (30.5-58.9) -
Non-EU 56/85 42.8 (32.1-53.0) ot
Region (US)
us 23/33 48.5 (30.8-64.1) =
Non-US 60/99 41.9 (32.0-51.5) =
ECOGPS
0 60/101 46.9 (36.8-56.3) _—
1/2 23/31 32.1(16.4-49.1) -
Tumor pattern at study entry
T4 34/57 46.4 (33.1-58.8) . o
High-grade Ta 49/75 41.2 (29.9-52.2) -
Baseline HR NMIBC disease status
Persistent 24/35 38.2 (22.3-54.0) =
Recurrent 44/79 50.4 (38.9-60.8) - =
Progressive 15/18 23.5(7.3-44.9) -
T I 1 1
0 20 40 60 80
Data cutoff: October 20, 2022. DFS, %

Necchi A et al. Genitourinary Cancers Symposium 2023;Abstract LBA442.



Pembrolizumab for BCG unresponsive
NMIBC: Underused?

» Cost

* Infusion chairs
 “Systemic therapy”
* Possible toxicity
 Limited efficacy



Pembro for NMIBC (what | do)

 Offered for all, discuss side-effects

* Cysto in OR for BLC w mapping biopsies and cytology at 3 mo
 Best for those far from Chicago

» Good for those that have poor bladder capacity and function
 May make sense for recurrent T1 tumors

» Great for UTUC CIS (poor overall exposure to BCG)

* Move on after 3 mo if no response



What is on the horizon?




Urologists, You’ll Never Walk Alone! How Novel Immunotherapy

and Modern Imaging May Change the Management of
Non-muscle-invasive Bladder Cancer

B Cianluca Giannarini ", Neeraj Agarwal®, Andrea B. Apolo ¢, Alberto Briganti ¢, Petros Grivas’,

Shilpa Gupta¥, Ashish M. Kamat", Francesco Montorsi®¢, Morgan Rouprét', Andrea Necchi “J

Note: this slide is purposefully hard to read

Table 1 - Phase 2 and 3 trials testing i checkpoint i s as single agents or in ¢ ions for the of high-risk NMIBC (searched at ClinicalTrials.gov)
Trial Phase Design Enrolled population Target number Experimental arm vs control arm Route of ICI Primary endpoint (s) Trial number Phase Design Enrolled population Target number Experimental arm vs Route of Primary endpoint(s)
of participants administration of participants control arm administration
Single-agent NCT00794950 2 Single-arm assignment BCG-naive 43 BCG (induction)+ sunitinib Oral CRR at 3 mo
NCT02625961 2 Single-arm assignment BCG-unresponsive 260 Pembrolizumab Intravenous CRR, DFS rate NCT01373294 2 Novrandor?ised, parallel BCG-naive n Lenalidomide +BCG vs BCG Oral PFS
KEYNOTE-057 ArSgmnen
NCT02844816 2 Single-arm assignment BCG-unresponsive 202 Atezolizumab Intravenous CRR at 25 wk for Cis, EFS at NCT02015104 2 Rar}domlse[d, parallel ?(;G-(f;nlure after >1 32 Bcié&“?l’:ﬂ?‘)* ;’ANVAC Subcutaneous RFS
assignmen induction course vs induction
SWOG 1605 18 mo = = B = =
NCT02901548 2 Single-arm assignment BCG-refractory Cis 7 TR T TS CRR at 6 mo NCT02138734 3 Ral.ldomlsed, parallel B.CGHEIVE Cis (cohort A), 596 N-803 (IL-15 superagonist Intravesical CRR at 12 mo (cohort A),
. , - o . assignment high-grade Ta/T1 (cohort B) complex)+ BCG vs BCG DFS at 24 mo (cohort B)
NCT03504163 2 Single-arm assignment BCG-naive 37 Pembrolizumab Intravenous Disease-free rate at 6 mo NCT02365818 2 oy BCG - 66 CG0070 (engineered Intravesical Durable CRR
NCT03759496 2 Single-arm assignment BCG-refractory 39 Durvalumab Intravenous Maximum tolerated dose, - oncolytic a dgencrvirus)
) ) ) ) ) high-grade relapse-free rate NCT02449239 3 Singl BCG-unresp 134 Vicinium (antibody-drug Intravesical CRR (Cis)
NCT04738630 2 Single-arm assignment BCG-unresponsive 110 HX008 (anti-PD-1 antibody) Intravenous CRR at 24 mo, EFS at 36 mo conjugate)
e RS ) i i ) o - NCTO2773849 3 Singl BCG 157 Nadofaragene firadenovec Intravesical CRR at 12 mo (Cis)
NCT03519256 2 Randomised, parallel BCG-unresponsive 358 Nivolumab vs Nivolumab +BCG vs Intravenous CRR in Cis, CR duration in Cis NCT02982395 3 Randomised, parallel BCG-refractory 36 e P e p e T RER at 12 mo
CheckMate 9UT assignment Nivolumab +BMS-986205 vs i
< assignment MMC
Nivolumab +BMS-986205 + BCG NCT03022825 2/3 ingl BCG P 180 N-803 (IL-15 superagonist Intravesical CR (cohorts A and C), DFR
NCT03528694 3 Randomised, parallel BCG-naive 1018 Durvalumab + BCG (I+M) vs Intravenous DFS QUILT-3.032 complex)+ BCG at 12 mo (cohort B)
POTOMAC assignment Durvalumab + BCG (induction only) vs NCT03664869 3 Randomised, parallel BCG-naive 300 Sequential BCG +MMC Intravesical electromotive Bladder cancer
BCG (1+M) assignment (1+M) vs BCG (1+M) recurrence
NCT03711032 3 Randomised, parallel Recurrence/persistence 1525 Cohort A Pembrolizumab +BCG (I+ M) Intravenous CCR (cohort A), EFS (cohort B) NCT03719300 2 Singl BCG 32 BC-819 (inodiftagene Intravesical CRR at 12 wk (Cis)
KEYNOTE-676 assignment after BCG induction (cohort vs BCG (I+M) vs Cohort B vixteplasmid)
A), BCG-naive (cohort B) Pembrolizumab + BCG (I+ reduced M) NCT03945162 2 Singlk BCG 125 TLD1433 (ruthenium- Intravesical CRR at 12 mo
vs Pembrolizumab +BCG (I +full M) vs based photosensitiser)
BCG (1+M) NCT04172675 2 Randomised, parallel BCG-unresponsive with 280 Erdafitinib vs Intravesical Oral RFS
NCT03799835 3 Randomised, parallel BCG-naive 516 Atezolizumab +BCG (I+M) vs BCG Intravenous RFS assignment FGFR mutations or fusions gemcitabine or MMC/
ALBAN assignment (1+M) (cohort 1) hyperthermic MMC
NCT04149574 3 Randomised, parallel Recurrence/persistence 700 Nivolumab +BCG vs Placebo + BCG Intravenous EFS NCT04311580 2 Single-arm assignment BCG failure 52 MMC Intravesical electromotive Time to first recurrence
CheckMate 7G8 assignment after BCG NCT04386746 2 Single-arm assignment BCG-naive 26 Gemcitabine + docetaxel Intravesical CRR at 3 mo
NCT04165317 3 Randomised, parallel BCG-naive 999 Sasanlimab + BCG (I+M) vs Subcutaneous EFS NCT04452591 3 gl BCG 1o CGOO70 (engineered Intravesical CRR (Cis)
CREST assignment Sasanlimab + BCG (induction only) vs oncolytic adenovirus)
BCG (1+M) NCT04490993 3 Randomised, parallel Intermediate/high-risk 359 APL-1202 +intravesical Oral EFS
Combined with other agents assignment chemorefractory NMIBC epirubicin vs
NCT04164082 2 Single-arm assignment BCG-unresponsive 161 Pembrolizumab + intravesical Intravenous CRR at 6 mo (Cis), EFS at ::’ai:::\i)d*nmnaveslcal
gemcitabine 18 mo - n - -
NCT04387461 2 Single-arm assignment BCG-unresponsive £l Pembrolizumab + intravesical CG0070 Intravenous CRR at 12 mo Wi 2 S L2t i e il Lz (el LG e
CORE-001 (oncolytic adenovirus) chenioih ey G
NCT04859751 3 ingl BCG i 53 VB4-845 (antibody-d: Ints ical CRR at 6
NCT04640623 2 Randomised, parallel BCG-unresponsive 200 Cetrelimab +TAR-200 vs TAR-200 vs Intravenous Overall CRR 2 2 conjugal te[; Gl Ak skt i SEne.
assignment Cetrelimab
NCT04730232 2 Single-arm assignment BCG-naive, not completely 63 Tislelizumab + intravenous nab- Intravenous CRR at the time of TURBT APL-1202 =methionine aminopeptidase Il inhibitor; BCG=Bacillus Calmette-Guérin; Cis= in situ; CR CRR=complete response rate; DFR=disease-free rate; EFS=event-free survival;
resectable paclitaxel 1+M=i ion plus mai MMC = mif in C; NMIBC= f bladder cancer; PANVAC =r virus vector vaccine ining genes for human i yonic antigen and mucin-1, and
Combined with EBRT three co-stimulatory molecules; PFS = progression-free survival; RFR = recurrence-free rate; RFS = recurrence-free survival.
NCT03317158 1/2 Randomised, crossover Recurrence/persistence of 186 Durvalumab + BCG vs Intravenous RFS at 6 mo
ADAPT-BLADDER assignment intermediate-/high-risk Durvalumab + EBRT vs Retreatment
NMIBC after BCG with BCG
NCT03950362 2 Single-arm assignment BCG-unresponsive 67 Avelumab + EBRT+ avelumab Intravenous High-risk RFS at 1 yr
PREVERT

BCG =bacillus Calmette-Guérin; BMS-986205 =inhibitor of i 5 Cis
radiation therapy; EFS=event-free survival; [+ M= induction plus maintenance; ICl =immune checkpoint inhibitor; NMIBC=non-muscle-invasive bladder

23

in situ; CR

gemcitabine delivery system; TURBT = transurethral resection of bladder tumour.

CRR sp

rate; DFS =disease-free survival; EBRT=external beam

cancer; RFS =recurrence-free survival; TAR-200 = intravesical

Giannarini G et al. Eur Urol Oncol 2022 Jun;5(3):268-72.

Pembro is just the beginning....



POTOMAC Trial Design

Non-Muscle Invasive Bladder Cancer

NMIBC BCG Naive

- T1 tumor

- HG/G3

- CIS

- Multiple and recurrent
and large (>3cm)
Gr1/Gr2 Ta tumors (all
3 should meet)

Stratification Factors
* Higher risk papillary
disease (yes versus no)
*CIS (yes versus no)

Higher Risk:

—T1G3, OR

— Multiple AND recurrent
AND large (with diameter
of largest evaluable node
>3 cm) tumors

ArmA

(N = 325)

Arm B

Durva + BCG (I only)
(N = 325)

ArmC
BCG (I + M)
(N = 325)

Primary endpoint: DFS
Secondary endpoints:

* DFS at 24 months
*OSatSyrs

BCG induction
X 6 cycles
Durvalumab
Q4 weeks > 12m

BCG induction
X 6 cycles

STATUS: Done, Awaiting Results

BCG induction
X 6 cycles
Durvalumab
Q4 weeks




Critical questions-

* Wi
* Wi
* Wi

patients opt for systemic therapy?
the known toxicity of CPIs affect use?
we identify biomarkers for patient selection?



MODULE 2: Contemporary Management of
Muscle-Invasive Bladder Cancer (MIBC)




A 74-year-old man presents with a history of hematuria, and office
cystoscopy shows a large papillary lesion. He undergoes TURBT, which
shows T2 transitional cell carcinoma (TCC), and receives neoadjuvant
chemotherapy with gemcitabine/cisplatin followed by robotic cystectomy
with ileal conduit. Pathology reveals pT2apNO with negative margins.
Regulatory and reimbursement issues aside, which adjuvant systemic
therapy, if any, would you recommend?

Nivolumab @@@@DDD@@D@ 11
Nere (OOOOOOOAOE) 10

Cisplatin-based chemotherapy @ 1

FROM THE PRACTICES OF
DRS HAFRON AND MORRIS

- TR
TE

Survey of urologic oncology clinical investigators



An 84-year-old man presents with a 4-cm bladder mass consistent with
T2 UBC. Metastatic evaluation is negative. He receives neoadjuvant
chemotherapy with gemcitabine/cisplatin followed by robotic cystectomy
with ileal conduit. Pathology reveals T3aN1 and 2/16 positive lymph
nodes. Regulatory and reimbursement issues aside, which adjuvant
systemic therapy, if any, would you recommend?

Nivolumab D@@@@@@DOO 20
L L L]

Cisplatin-based chemotherapy ||

Cisplatin-based @ 1

chemotherapy -> nivolumab FROM THE PRACTICES OF |

DRS HAFRON AND MORRIS

i 2
“r

Survey of urologic oncology clinical investigators



A 67-year-old woman with pT2 UBC and hydronephrosis,
suggesting cT3 disease, receives neoadjuvant

gemcitabine/cisplatin x 6 and undergoes cystectomy with residual
T2 disease. Regulatory and reimbursement issues aside, which
adjuvant systemic therapy, if any, would you recommend?

vivoumab (@@ @0EE000EE®
vore (EEEOEAE -

Cisplatin-based chemotherapy @ 1

FROM THE PRACTICES OF
DRS HAFRON AND MORRIS

- TR
TE

Survey of urologic oncology clinical investigators
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1. Clinical and biologic factors that confer a
high risk of recurrence in patients with MIBC

* Pathological stage and nodal involvement

* Response to neoadjuvant (chemo)therapy

* Histological subtypes is unclear (is it stage?), except small cell/neuro-endocrine
European
Association
of Urology

Summary of evidence Guidelines

° Markers....cceveeeeireeieineeen, — — :
There is insufficient evidence to use TMB, molecular subtypes,
immune- or other gene expression signatures for the management of
* Gender (stage?), smoking patients with urothelial cancer.

Radboudumc



Stage and nodal involvement

Hautman et al: Radical cystectomy for UC in the bladder without neoadjuvant or adjuvant therapy: long-term

results in 1100 patients

100.0%
90.0% 88.9%
80.0%
70.0% -
64.9%
60.0% -
— TR
50.0% - =———pT2a/b pNO
——pT3a/bpNO
! =—=pTda/bpNO
40.
N ——pTall pN+
30.0% 31.4%
20.0%
14.3%
10.0%
o ———r
0 12 24 36 48 60 72 84 956 108 120 132 144 156 168 180 192 204 216 228 240
Fig. 2 - Disease-specific survival rates according to the tumor stage of the cystectomy specimen.

nodes
100.0%
€0.0%
£0.0%
75.5%
70.0%
€0.0%
- ——pTall pNO
—pTallpN1
400% - —pTall pN2
30.0% —pTall pN3
20.0% 19.6%
10.0%
0.0%
0.0%

0 12 24 36 48 60 72 84 9% 108 120 132 144 156 168 180 192 204 216 228 240

Fig 11 - Disease-specific survival according to the lymph node status.

Hautman et al, EurUrol 61 (2012:1039-1047
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Downstaging after NAC

* Results

Retrospective, cT2-4NOMO, >2,200 pts
Endpoint: OS and pathological downstaging (pDS) and pCR

 NAC induces pDS +2.07-fold (P < .001) compared to RC alone
* pCR (ypTO) does better than pDS

* No response does very bad

* Adecrease cT>pT >1 point associated with improved OS

100

80+

60+

40+

Overall survival (%)

204

O 4
T N T
0 2

Time (yrs)

No Downstaging
Downstaged 2 categories

4 6

80

Downstaged 1 category
Downstaged 3-5 categories

]
s 60+
3
g 40
o
20
= pDS yes/no | |
2 B
Time (yrs)
B 100-
T e R
~ 80 —
3
€ 60-
k. e
§ 40 i
20 PCR yes/no
' Y T v T
2 6
Time (yrs)
Radboudumc

Martini et al, Cancer 2019;125:3155-63




Downstaging after NAC

Proportion Surviving

0.2

0.0

OS stratified by response since year 1 after cystectomy (N=1109)

—— pCR (N=261; 25 died)
- - pRD (N=848; 332 died)

log rank test p value <0.0001

Overall

No response: 0S <40%
Response: OS 70-80%

N. Waingankar et al. Urol Oncol. (2019) 572.e21-572.e28

Radboudumc



2. ypT0 and other clinically relevant
endpoints in early neoadj IO trials

Radboudumc



Neoadjuvant phase 2 trials (2018-2022)

ddMVAC GC PURE-01 ABACUS NABUCCO BLASST-1 SAKKO06/17 LCCC1520
VESPER  VESPER
Ref Eur Urol  Eur Urol JCO NatMed ESMO ASCO GU ASCO GU ASCO GU

2020 2020 2018 2019 2019 2020 2021 2021
ddMVAC GC Pembro Atezo Nivo+lpi Nivo+GC Durva+GC Pembro+
(x6) Split-Cis/G
218 219 80 (UC) 88 24 41 58 39
90% 95% 51% 73% 0 90% 69%% 72%
0 0 0 0 42% 3% 17% 0
ypTO 42% 36% 39% 31% 46% 34% 34% 36% 34%
ypT<1 63% 49% 56% n.a. 58% 66% 60% 56% 50%

Radboudumc



Neoadjuvant immunotherapy

*  ABACUS: single arm phase I, 2 cycles Atezolizumab in 95 pts (Szabados et al., EurUrol 2022;82:212-22)
* pCR (1t endpoint) was 31%
* Two-year DFS in patients achieving a pCR was 85%.

* The ctDNA status was highly prognostic at all time points: no relapses were observed in ctDNA-negative
patients at baseline and after neoadjuvant therapy.

a. ctDNA status at baseline (C1D1) b. ctDNA status after neoadjuvant c. ctDNA status after cystectomy

o e

100 100 100 —
07s l‘_\_\_\_\_‘_‘— A - ‘_\_H_L‘_- | N

00

Recurrence-free survival
o
s
Recurrence-free survival
Recurrence-free survival
[+ ]
8

025 02s

HR =« 7822 (8 64-707.78)

000 000 000 p=le-04

CIONA 15 15 14 ) CIDNA () 16 14 15 ] GaDNA() 3 N be ] [+]
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Neoadjuvant immunotherapy

* PURE-01: single arm phase Il, 3 cycles Pembrolizumab in 114 pts (Necchi et al, Eur Urol 2020)
* ypTO (15t endpoint) was 37%; pT<1 (2" endpoint) was 55% (6/7 in SCC!)
* But only PD-L1 CPS and TMB correlated with response

Covariate pTO pT <1

OR 95% p value® OR 95% ClI p value®
TMB (continuous) 1.06 1.01-1.13 0.03 1.10 1.03-119 0.01
PD-L1 CPS (continuous) 1.02 1.01-1.04 0.002 1.02 1.01-1.04 0.01
Histology
Nonpredominant VH (Ref. UC) 1.25 0.32-4.76 0.3 1.17 0.29-5.16 08
Predominant VH (Ref. UC) 0.25 0.04-1.05 0.71 0.21-2.30

Radboudumc



N A B U CCO U p d ate (van Dorp et al, short communication Nat Med 2023)

Neoadjuvant ipi/nivo (cohort 2A 3-1 mg/kg versus cohort 2B 1-3 mg/kg)
followed by nivo 3 mg/kg

Results: pathological CR in 6/15 (43%, cohort A) vs 1/15 pt (7%, cohort B)

Markers

e Absence of urinary ctDNA correlated with pCR in bladder but not with PFS

* Absence of plasma ctDNA correlated with pCR (OR 45.0, Cl 4.9-416.5) and
PFS (HR 10.4, Cl 2.9-37.5).

Author conclusion:
* high-dose ipilimumab plus nivolumab is required in stage 11l UC
e absence of ctDNA in plasma can predict PFS

2A(n=15) 28(n=15)

B v TONO
I ypTis/Ta/TINO
B :ypT2 or N+

I Non-evaluable

Radboudumc




3. Long-term efficacy/safety from the Phase Illl CheckMate 274
trial comparing nivolumab to placebo after radical surgery for
high-risk MIBC

Radboudumc



Study design CheckMate 274

e CheckMate 274 is a phase 3, randomized, double-blind, multicenter study of adjuvant nivolumab

versus placebo in patients with high-risk MIUC?2

Stratification factors

N = 709 * Tumor PD-L1 status (> 1% vs < 1% or indeterminate)®
« Prior neoadjuvant cisplatin-based chemotherapy
Key inclusion criteria « Nodal status

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

NIVO IV
240 mg Q2W

Treat for up to
1 year of
adjuvant therapy

+ Patients with pT3-pT4a or pN+ MIUC without prior neoadjuvant
cisplatin chemotherapy and not eligible/refuse adjuvant
cisplatin chemotherapy

 Radical surgery within the past 120 days

« Disease-free status within 4 weeks of randomization

Median (range) follow-up¢c (ITT population),
36.1 (0.0-75.3) months (37.4 months for NIVO, 33.9 months for PBO)
Minimum follow-upd (ITT population), 31.6 months

Primary endpoints: DFS in all randomized patients (ITT population)
and DFS in all randomized patients with tumor PD-L1 > 1%
Secondary endpoints: NUTRFS, DSS, and OSe

Median (range) follow-upc (PD-L1 > 1% population), Exploratory endpoints included: DMFS, PFS2, safety, HRQoL
37.1(0.0-75.3) months (39.8 months for NIVO, 33.3 months for PBO)

Database lock, October 20, 2022

aNCTO02632409. "Defined by the percent of positive tumor cell membrane staining in a minimum of 100 evaluable tumor cells using the validated Dako PD-L1 IHC 28-8 pharmDx
immunohistochemistry assay. “Defined as time between randomization date and last known date alive (for patients who are alive) and death. 9Defined as time from clinical cut-off date to
last patient’s randomization date. 0S will be assessed at a future database lock. OS and DSS data are not presented.

DMFS, distant metastasis-free survival; DSS, disease-specific survival; HRQoL, health-related quality of life; IV, intravenous; NUTRFS, non-urothelial tract recurrence-free survival;

0S, overall survival; PFS2, second progression-free survival; Q2W, every 2 weeks; R, randomized.

Radboudumc



Patients were indeed at high risk for recurrence

NIVO PBO
(N =353) (N =356)

Mean age (range), years 65.3 (30-92) 65.9 (42-88)
Region, % United States 13.9 14.9
Europe 48.2 48.0
Asia 22.7 20.8
Rest of the world 15.3 16.3

Tumor origin at initial diagnosis, %

Urinary bladder 79.0 78.9
Upper tract disease 21.0 21.1
PD-L1 > 1% by IVRS, % 39.7 39.9
Prior neoadjuvant cisplatin, % 43.3 43.5
pT stage at resection, % pTO-2 22.7 24.2
pT3 58.4 =0 57.3
pT4a 16.1 } 5% { 17.4
N+ status at resection, % 47.3 47.2

Radboudumc



Disease-free survival (latest update, ASCO 2023)

e Continued DFS benefit was observed with NIVO versus PBO both in the ITT and tumor PD-L1

expression > 1% populations

ITT
100-

90+

Median DFS (95% Cl), months

NIVO
PBO

80 22.0 (18.8-36.9)

10.9 (8.3-15.2)

70+
60-

HR (95% Cl), 0.71 (0.58-0.86)

HR 0.71

45.0%

Disease-free survival (%)

50- .
40 ' |
30- E |
20- 5 5
10- s a
0 1 1 I ; 1 : I 1 | I |
0 6 12 18 24 30 36 42 48 54 60 66
Months
No. at risk
NIVO 353 253 208 177 150 132 113 83 57 43 4 0
PBO 356 207 156 138 123 109 94 80 59 39 4 0

Disease-free survival (%)

No. at risk

NIVO 140
PBO

PD-L1 2 1%

Median DFS (95% CI), months

NIVO
PBO

52.6 (25.8-NE)
8.4 (5.6-17.9)

HR (95% Cl), 0.52 (0.37-0.72)

60.3% 56.9%

HR 0.52

37.6% 1] | |

33.3%

142

I | I I | I I

6 12 18 24 3l0 36 42 48 54 60 66

Months

99 88 79 72 64 55 42 29 23 2
74 58 52 46 40 34 26 18 9 2

Minimum follow-upin the ITT population, 31.6 months. DFS was defined as the time between the date of randomization and the date of first recurrence (local urothelial tract, local non-urothelial tract or

distant) or death.
NE, not estimable.

0
0
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BCa only

HR 0.71 - 0.61

MIBC: tumor PD-L1 > 1%

HR 0.52-> 0.46

100 ~ MIBC 100 + .
90 No. of events/ Median DFS 904 No. of events/ Median DFS
—_ 7] no. of patients | (95% Cl), months e : no. of patients | (95% CI), months
80 77.2% NIVO 133/279 25.8 (18.9-48.2) R 80 76.4% 71. 7% NIVO 42/113 NR (25.8-NE)
© 70 \\66 1% PBO 1737281 9.4(7.4-13.7) T;' 70 - - e PBO 72/117 8.4(5.2-15.2)
E i S HR (95% Cl), 0.61 (0.49-0.77) s 60 M
60 - £ 2l
2 %]
o 50 \%\ g A
o 58.6% & 40 53.7% ;
< 404 ; 43.4%
] 30 § 304 2 —
9 g 20
2 20- 2
o 104
o T T T T T T T T T T T T T T T T T
Y ' . R iy o s s Bk Bt o NN AR Ak bm nw wi 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 No. at risk Months
No. at risk Months NI\}O 113 94 84 8 75 66 58 50 43 31 26 23 22 16 13 5 2 1 0 0
NIVO 279 238 206 186 166 144 116 98 80 61 52 46 36 25 21 11 6 3 1 0 PBO 117 73 59 50 45 41 37 33 26 20 14 14 12 10 6 3 2 1 1 0

PBO 281 195 158 132 110 9 87 75 61 51 38 38 31 24 20 10 6 4 1 0 NE. not estimable: NR. not reached
) ’ 2 o

Radboudumc



CheckMate 274

Safety summary in all treated patients

NIVO (n = 351)° PBO (n = 348)°

Any grade Any grade

Treatment-related AEs, % 79 18 56 7
Tfeatm(.ant-rt?lated AEs leading to 14 Z 5 1
discontinuation, %

11

Pruritus 23
c
= Fatigue 17 12
D€
== Diarrhea 17 11
Lo
3 5 Rash 15
o< . .
o -5 Lipase increased
u"j c Hypothyroidism
< .
- % Amylase increased
)
- @ -
© = Hyperthyroidism
o NVp y Any gra>de B
|
£o Grade>3 [N
c O Asthenia
N
g 7 Decreased appetite
g Al Blood creatinine increased
= Maculopapular rash

Arthralgia

30 25 20 15 10 5 0 5 10 15

0,
ancludes all treated patients. %
There were 3 treatment-related deaths in the NIVO arm (2 instances of pneumonitis and 1 instance of bowel perforation).

Includes events reported between the first dose and 30 days after the last dose of study therapy.
Minimum follow-up in the ITT population, 31.6 months. Radboudumc
AE, adverse event.




4. Combination of anti-PD-1/PD-L1 with RT
or other systemic therapies (eg,
chemotherapy, targeted agents, other
immunotherapy) in the neoadjuvant and
adjuvant settings

Radboudumc



Immunotherapy and radiotherapy

* In general: Combining RT and 10 leads to immunogenic cell death and an
increase in immune markers, thus leading to improved tumor control

*  Two comparative phase 3 RCT’s ongoing
e TMT + 6 months of atezolizumab (NCT03775265, SWOG S1806)
* Interim analysis of 80 pts reported acceptable toxicity (Singh et al., JCO Pembrolizumab
2021:39(suppl 6):428) ol PAJ
*  TAR-200 (gemcitabine) plus systemic cetrelimab
*  MK-3475-992 compares ChRad plus pembro or placebo (Williams et al., JCO
2021;39(15 suppl):TPS4586)

* the primary endpoint of the study is bladder-intact event-free survival Flacebo

CRI

Radboudumc



Perioperative treatment: ongoing trials

1° completion

1° endpoint

NCT04209114 Neoadi/adj nivo + bempeg
Nivo + bempeg! CAO045-009 Neoadj nivo then adj nivo MIBC (T2-T4a, NO, MO) 540 Recruiting Aug 2023 PCRR, EFS
Cystectomy alone
Nivo + gem/cis +
Gem/cis + nivo % NCT03661320 linrodostat (IDOi) "
e Ciiios Rivoih demice MIBC (T2-T4a, NO, M0) | 1200 | Recruiting Nov 2023 pCR, EFS
Gem/cis
Pembro + gem/cis then MIBC (T2-T4a, NO, MO,
Pembro + NCT03924856 pembro o ToXeta, N1, N0 with L pCR and EFS in all
gem/cis? KEYNOTE-866 _ . predorpmaqt (250%) 870 Recruiting Jun 2025 pts and CPS 210
Neoadi gem/cis urothelial histology),
cisplatin eligible
Pembro MIBC (T2-T4a, NO, MO,
Cystectomy alone or T1-T4a, N1, MO with .
Pembro* pEIiac I8 - predominant (250%) 836 | Recruiting Jun 2026 RCR.and EFS in all
KEYNOTE-905 Neoadi/adj Enfortumab SSaat pts and CPS 210
Ve x urothelial histology),
SJotin, + pemixo cisplatin ineligible
Durva + chemo then adj durva
MIBC (T2-T4a, NO, MO)
NCTO03732677 et 2 .
5
Durva NIAGRA B e trar;:il:::{:)ﬁycell 1050 Recruiting Jun 2023 PCRR, EFS

Radboudumc




A potential game changer: Antibody Drug Conjugates (ADC'’s)

monoclonal antibody
selective to specific antigen
on the surface of cancer cell

payload
cytotoxic compound
with high potency

chemical linker
connects antibody and payload
cleavable or non-cleavable
affects stability, efficiancy and
bioavailability of ADC

Radboudumc



My conclusions

* Stage/grade and response to neoadjuvant therapy (still) the most important risk factors for recurrence
*  pCR orypTO (PFS?) seems a good surrogate endpoint, but is (still) difficult to predict
* Neoadjuvant immunotherapy seems as good as NAC, but should still be done in trials only

e 10 plus chemo no advantage

» Marker issue unsolved (CPS, ctDNA)

* CheckMate 274 shows a significantly better PFS of adjuvant Nivo after surgery, even more so in cystectomy
patients with a CPS>1

* Immunotherapy and radiation sounds promising, trials are recruiting

* ADC’s are coming

Radboudumc



MODULE 3: Novel Strategies Under Investigation for
Nonmetastatic Urothelial Bladder Cancer (UBC)




An 84-year-old morbidly obese man with diabetes mellitus, mild neuropathy and

a glomerular filtration rate (GFR) of 50 undergoes evaluation for hematuria and a
large mass is found and shown to be T2 UBC on maximal resection. He refuses

cystectomy and requests a bladder-sparing approach. Regulatory and
reimbursement issues aside, which treatment would you recommend?

Chemoradiation therapy OO@@D@O 7

Cisplatin-based chemotherapy[ ][ ][ }[ }[ )5
Cisplatin-based ch th
SRR c; Tisolﬁrrzgg aeem -

Carboplatin-based chemotherapy
-> nivolumab OOD 2

Carboplatin-based chemotherapy

o J,

)
Nivolumab 1 ' FROM THE PRACTICES OF |
) DRS HAFRON AND MORRIS
Routine imaging and monitoring of MRD D 1 | \@

Survey of urologic oncology clinical investigators



A 57-year-old woman presents with gross hematuria and is found to have
T2 bladder TCC. CT scan of chest, abdomen and pelvis is negative. She
receives neoadjuvant gemcitabine/cisplatin followed by robotic
cystectomy with neobladder construction. Pathology reveals pTONO and
0/21 positive lymph nodes. Regulatory and reimbursement issues aside,
which adjuvant systemic therapy, if any, would you recommend?

e I HEGEGG0EEEEEE -
aae=

Nivolumab | ||| | 2

Cisplatin-based chemotherapy @ 1
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DRS HAFRON AND MORRIS
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A 60-year-old man presents with microhematuria and dysuria. He
undergoes cystoscopy, which shows diffuse erythema of the bladder.
Multiple biopsies are performed, and CIS is shown in 5/5 of the bladder
biopsies. Cytology and FISH are positive. CT imaging of chest and
abdomen are negative. He undergoes robotic cystectomy with neobladder
construction. Pathology shows extensive pTispNO and 0/9 positive lymph
nodes. Regulatory and reimbursement issues aside, which adjuvant
systemic therapy, if any, would you recommend?
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Cisplatin-based chemotherapy 1
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Novel Investigational Strategies for
Non-metastatic Urothelial Bladder Cancer

Sia Daneshmand, M.D.

Professor of Urology and Medicine (Oncology) -Clinical Scholar
Director of Urologic Oncology
Director of Clinical Research
Director of Urologic Oncology Fellowship




Discussion

Novel intravesical drug delivery system TAR-200 in NMIBC and MIBC

Clinical trials with TAR-200 with and without the anti-PD-1 antibody cetrelimab
in NMIBC (SunRISe-1) and MIBC (SunRISe-2, SunRISe-4)

Other intravesical drug delivery systems, TAR-210

Results of Phase II/IIl QUILT 3.032 trial evaluating N-803 combined with BCG
for patients with BCG-unresponsive NMIBC

Other novel agents (Erdafitinib, Enfortumab Vedotin) for patients with
nonmetastatic UBC

> P ¢ %
5 USC
Lo
USC Institute of Urology




TAR-200 is a Novel Drug Delivery System for Sustained
Local Release of Gemcitabine in the Bladder?!-3

TAR-200 Two Minitablet

TAR-200 Osmotic

» System
. . ® " Semi-permeable
Orifice ®5e e ® polymer (silicone) tube

®
0%.%
"

I * * : ¥ * #! Solid
drug core

1. Grimberg DC, et al. Eur Urol Focus. 2020;6:620-622;
2. Daneshmand S, et al. Urol Oncol. 2022;40:344.e1-344.e9; 3. Tyson MD, et al. J Urol. 2023:209:890-900.



Safety, Tolerability, and Preliminary Efficacy of TAR-200 in
Patients With Muscle-invasive Bladder Cancer Who Refused or
Were Unfit for Curative-intent Therapy: A Phase 1 Study

Mark D. Tyson,"* David Morris,? Juan Palou,?
Felix Guerrero-Ramos,® Kristen R. Scarpatc‘),j Jason M. Hafronf

Rian J. Dickstein,®
[

Oscar Rodriguez,®
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AUA 2023

First Results From SunRISe-1 in Patients With BCG-
Unresponsive High-Risk Non—Muscle-Invasive
Bladder Cancer Receiving TAR-200 in Combination
With Cetrelimab, TAR-200, or Cetrelimab Alone

Late Breaking Abstract 02-03 Sunday, April 30, 2023 1:00 PM to 3:00 PM

Siamak Daneshmand,’ Michiel S. van der Heijden,? Joseph M. Jacob,? Andrea Necchi,*
Evanguelos Xylinas,® David S. Morris,® Philipp Spiegelhalder,” Daniel Zainfeld,® Taek
Won Kang,® Justin T. Matulay,'° Laurence H. Belkoff,'! Karel Decaestecker,’? Harm
Arentsen,3

Shalaka Hampras,'* Shu Jin,'® Christopher J. Cutie,’® Hussein Sweiti,'® Katharine
Stromberg,’* Jason Martin,’” Giuseppe Simone'®
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Patients With BCG-Unresponsive High-Risk Non—Muscle-Invasive
Bladder Cancer Receiving TAR-200 in Combination With Cetrelimab,
TAR-200, or Cetrelimab Alone

Not reported here

Population: TAR-200 + cetrelimab Primary end point

Histologically Cohort 1 (N=100) . + Overall CR rate
confirmed TAR-200 dosmg: - CRis determined by cystoscopy,

HR NMIBC CIS Q3w (indwelling) central cytology, and central
(with or without 2:1:1 Reported here® (N=23) for first 24 weeks: pathology at Weeks 24 and 48
papillary disease) N=200 ' - Imaging (CT/MRI) was performed
unresponsive to TAR-200 alone then Q12W through at Weeks 24 and 48

—p R Week 96

BCG!2 Cohort 2 (N=50) Key secondary end points
and not receiving RC .
Cetrelimab * DOR
Stratification: Reported here® (N=24) dosing: B

Presence or absence . Through Week 78 = PK
of concomitant Cetrelimab alone + Health-related quality of life

papillary disease Cohort 3 (N=50) + Safety and tolerability

AUA 2023;Abstract 02-03.



Efficacy of TAR-200 and Cetrelimab Monotherapies:
73% of Evaluable Patients Achieved CR With TAR-200

Overall CR Rate

72.7%

(95% Cl, 49.8-89.3)

0¢]
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o

38.1%

(95% Cl, 18.1-61.6)
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o

TAR-200 Cetrelimab
(n=22) (n=21)

* CR is based on cystoscopy and centrally assessed urine cytology and biopsy at Weeks 24 and 48

AUA 2023;Abstract 02-03.



SunRISe-2: TAR-200 in Combination with Cetrelimab versus
Concurrent Chemoradiation Therapy for MIBC

+

TAR-200 Q3W (indwelling)
for first 18 wks;

Population: then starting on
MIBC, cT2-T4a, NO, MO, Wk 24, Q12W Assessments until

not receiving RC 11 through study Year 3 histologically proven
(N=550) (n=275/arm) presence of MIBC,

Stratification factors (based on clinical evidetjce of nodal
screening re-TURBT): or metastatic disease

l Cetrelimab

1. Completeness: Visibly complete vs Cisplatin 35 mg/m? (per RECIST v1.1), radical
incomplete (residual tumor < 3 cm) Q1W (x6 wks) or gemcitabine cystectomy, death,
2. Tumor stage: TO vs Ta/T1/Tis 27 mg/m? Q2W (x6 wks) or end of study

vs T2-T4a (investigator’s choice) whichever occurs first
+

Radiation therapy
(investigator’s choice of
conventional over 6.5 wks
or hypofractionated over 4 wks)

Williams SB et al. ASCO 2021;Abstract TPS4586.




SunRISe-3: TAR-200 in Combination with Cetrelimab or TAR-200
Alone versus Intravesical BCG for BCG-Naive High-Risk NMIBC

Trial identifier: NCT05714202 (open)
Estimated enrollment: 1,050

Key eligibility

HR-NMIBC (high-grade Ta, any T1 TAR-200 + cetrelimab
or carcinoma in situ)

BCG naive

ECOG PS 0-2
No history of muscle-invasive,

locally advanced, nonresectable
or metastatic UBC TAR-200

BCG

Primary endpoint: Event-free survival

BCG = Bacillus Calmette-Guérin

www.clinicaltrials.gov. Accessed April 2023.



SunRISe-4: Ongoing Multicenter Randomized
Phase Il Study Design

Key eligibility criteria T
Patients with MIBC who are scheduled hf&:c?jztv:n(tr:';;g%)o Pri H st
= 5 rimary en oin
2l RC (el MO) : (225 mg gemcitabine [12 weeks]) . ry P
Ineligible for or refusing platinum-based 5:3 P e pCRrate at RC
neoadjuvant chemotherapy (N=160) Secondary end points

» Recurrence-free survival®

Stratification R Cohort 2 (n=60) « Evaluation of the safety and
T stage: T2 vs T3-T4a Neoadjuvant cetrelimab tolerability

Completeness of TURBT: complete vs alone for 3 months
incomplete and <3 cm

pCR, pathologic complete response; TURBT, transurethral resection of bladder tumor.
3Per Response Evaluation Criteria In Solid Tumors 1.1 or histologic evidence.

Psutka SP et al. Genitourinary Cancers Symposium 2023;Abstract TPS584.



TAR-210 Phase 1 Study

e NCT05316155 is an open-label multicenter Phase 1 First-in-Human
Study for patients with recurrent NMIBC or MIBC

e TAR-210is an intravesical drug delivery system designed to provide
localized, continuous release of Erdafitinib within the bladder

— Oral selective pan-FGFR tyrosine kinase inhibitor
— Approved for locally advanced or metastatic UC with susceptible FGFR2/3 alterations progressed

following platinum

ASCO GU 2023;Abstract TPS583.



Study Objectives-
FGFR alteration in either urine or tissue

» Part 1 (dose escalation):
To determine the recommended Phase 2 dose (RP2D][s]) for TAR-210

» Part 2 (dose expansion):
To determine the safety of TAR-210 administered at the RP2D(s) for up to
12 months

* To assess the PK
» To assess preliminary clinical activity

ASCO GU 2023;Abstract TPS583.



Study Design
Patient Populations (4 different FGFR+ cohorts)

+ Cohort 1: Recurrent, BCG-unresponsive

or BCG-experienced high risk papillary
NMIBC NMIBC. No CIS. Refusing or ineligible for
cystectomy.

B axpenenced or + Cohort 2: Recurrent, BCG-unresponsive
c D . . . . .
=) unresponsive or BCG-experienced high risk papillary
= .
® RidICal CYatactoniy NMIBC. No CIS. Scheduled for radical
= cystectomy.
g' Int diate fek HighiRisk Ineli _thIIIBC ; « Cohort 3: Recurrent intermediate risk
[« ntermediate risk, - neligibie or reruse . . . B
> Recurrent disease pﬁpll(lj?gy cisplatin neoadjuvant NMIBC ‘,N'th previous history of only low
= 0 chemo grade disease.
-
5 Cohort 3 Cohort 1 Cohort 2 Cohort 4 « Cohort 4: MIBC cT2-3NO0 scheduled for
radical cystectomy who have refused or
. 3 . are ineligible for cisplatin-based
FGFR+ alterations vary based on extent of disease in Bladder Ca neoadjuvant chemotherapy. Cohort 4 are
* NMIBC FGFR+ rate is ~35-70% scheduled for radical cystectomy.

« MIBC FGFR + rate is ~20%

ASCO GU 2023;Abstract TPS583.
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QUILT 3032: Final clinical results of pivotal trial of

IL-15RaFc superagonist N-803 with BCG in BCG-
unresponsive CIS and papillary nonmuscle-

invasive bladder cancer (NMIBC)
QUILT 3032
Dr. Karim Chamie, UCLA

Slide Courtesy of Dr. Karim Chamie, MD, MSHS - UCLA Department of Urology

Published November 10, 2022
@EJM NEJM Evid 2022: 2 (1)
EVldence DOI: 10.1056/EVID0a2200167

ORIGINAL ARTICLE

IL-15 Superagonist NAI in BCG-Unresponsive
Non-Muscle-Invasive Bladder Cancer

Karim Chamie, M.D.,! Sam S. Chang, M.D.,? Eugene Kramolowsky, M.D.,* Mark L. Gonzalgo, M.D.,*
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QUILT 3032: BCG Induces Trained Immunity
BCG (Prime) + N-803 (Boost) in NMIBC for Immune Memory
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QUILT 3032
Phase 2 / 3: IL-15RaFc Superagonist N-803 with BCG in BCG-
Unresponsive Non-Muscle Invasive Bladder Cancer CIS & Papillary

BCG Unresponsive Disease

+ Histologically Confirmed
* Persistent or recurrent CIS (+/- recurrent Ta/T1 disease)
within 12 months of receiving adequate BCG
* CIS (Cohort A), Papillary (Cohort B)

QUILT 3032 - Treatment

50 mg BCG plus 400 pg N-803 intravesically
weekly x 6 induction or re-induction x 6
+ maintenance for up to two years with option to extend

Safety Endpoints Efficacy Endpoints

. , Primary Endpoint: Secondary Endpoints:
Serious Adverse Events « CR at any time, with lower * Duration of CR,
bound 95% CI of 2 20% » Cystectomy Avoidance

* Immune Adverse Events

» Time to Cystectomy

Data extract: Nov 2021

Slide Courtesy of Dr. Karim Chamie, MD, MSHS - UCLA Department of Urology



QUILT 3032
Adverse Events: Cohort A (CIS) & Cohort B (Papillary)

Treatment-Related AE’s Treatment-Related SAE’s Immune-Related SAE Treatment-Related Deaths
GRADE 1-2 (CIS & Papillary) GRADE 3 (CIS & Papillary)
Adverse Event (AE) % Adverse Event (AE) %
Dysuria 22% Arthralgia <1%
Pollakiuria 20% Bacteraemia <1%
Haematuria 17% Dysuria <1%
Fatigue 16% Encephalopathy <1%
Micturition urgency 12% Haematuria <1%
Chills 724) Myalgia <1% 0 o o
Bladdgr spasm 6% Pain in extremity <1% o 0 o
Pyrexia 5% o o
Urinary tract infection 6% PoIIaIl(lurla <t OA)
Cystitis noninfective 4% Sepsis <1%
Nocturia 3% Urinary tract infection <1%
Diarrhoea 3% Urine flow decreased <1%
Nausea 2%
Bacterial test positive 2%
Cystitis 2%

Influenza like illness 2%
Urinary tract pain 2% No Treatment Related Grade 4 or 5 Events

N-803 Activity is Local to the Bladder with Zero Systemic IL-15 Levels per PK

Dr. Karim Chamie, MD, MSHS - UCLA Department of Urology



Clinically Meaningful Efficacy Results Cohort A (CIS)

Complete Response

Median DoR

Duration of Response

92

Overall Intent to Treat Population Efficacy

QUILT 3032

Complete Response (n)

58 /82

CR Rate

71% (95% CI: 59.6, 80.3)

Median Duration of Response in Months

26.6 Months
(95% CI: 9.9, Not Reached)

Duration of Response =212 Months per KM

61.6% (95% CI: 47.3, 73.1)

Duration of Response 218 Months per KM

56.3% (95% Cl: 41.5, 68.8)

Duration of Response =224 Months per KM

53.2% (95% CI: 38.0, 66.2)

Data Cutoff: January 15, 2022

Dr. Karim Chamie, MD, MSHS - UCLA Department of Urology



Durable 24 Month Disease Free Survival in
Papillary

77 patients have been accrued
Median DFS: 19.3 months
55% DFS rate at 12 months
51% DFS rate at 18 months
48% DFS rate at 24 months
Median F/U is 20.7 months

72 of 77 (94%) radical
cystectomy avoidance

Disease-Free Survival

Efficacy Population (N=72): Cohort B (HG Papillary)

% of Subjects Disease-Free

Dr. Karim Chamie, MD, MSHS - UCLA Department of Urology

Time Since First Dose (months)

g

1

!

12 Months 24 Months
0.2 55% (95% Cl: 42%, 67%) 48% (95% ClI: 35%, 61%)
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Enfortumab Vedotin Proposed Mechanism of Action

Direct cytotoxicity Immunogenic cell

Endoplasmic death (ICD)
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*Enfortumab vedotin is an investigational agent in some settings, and its safety and efficacy have not been established. The proposed mechanism of action is based

upon preclinical data w‘u’

USC Institute of Urology




Ashish M. Kamat, Gary D. Steinberg, Brant Allen Inman, Max R. Kates, Edward M. Uchio,
Sima P. Porten, Morgan Roupret, Joan Redorta, James W.F. Catto, Girish S. Kulkarni,
Thomas Powles, Mark Tyson, Gabriel P. Haas, Yao Yu, Matthew Birrenkott, Yair Lotan

EV-104 Study Design

EV-104 (NCT05014139) is a Phase 1, open-label, multicenter, dose-escalation and
dose-expansion study designed to evaluate the safety, tolerability, PK, and antitumor
activity of intravesical enfortumab vedotin in adults with NMIBC

Month 1-3 Month 4-12

Patient Population

Histologically confirmed

BCG-unresponsive CIS; Survival
with or without papillary ‘ W) Follow-up m) Follow-up

disease

Unfit for or “refuse”
radical cystectomy

ECOG PS =2

Cystoscopy/cytology Q3 months for 2 years, Q6 months thereafter for S years after enroliment

ASCO-GU 2023;Abstract TPS582.



Eligibility
Key Inclusion Criteria

High-risk BCG-unresponsive disease

Histologically confirmed, non-muscle invasive urothelial (transitional cell) carcinoma with
carcinoma in situ, with or without papillary disease

Predominant histologic component (>50%) must be urothelial (transitional cell) carcinoma
Ineligible for or refusing a cystectomy

ECOG PS =2

Estimated life expectancy of >2 years

Objectives and Associated Endpoints

Primary Objectives Primary Endpoints

To evaluate the safety and tolerability of intravesical EV in  Type, incidence, severity, seriousness, and relatedness of AEs
patients with NMIBC Type, incidence, and severity of laboratory abnormalities

To identify the MTD or recommended dose of intravesical

EV in patients with NMIBC Incidence of DLTs and cumulative safety by dose level

Key Secondary Objectives Key Secondary Endpoints

To assess the PK of intravesical EV Estimates of selected PK parameters

To assess the antitumor activity of intravesical EV as CR rate at any time on study and CR rates at 3, 6, 12, 18, and 24
measured by CR rate months

To assess the duration of CR, PFS, and cystectomy-free

ARy Duration of CR, progression-free survival, and cystectomy-free survival

ASCO-GU 2023;Abstract TPS582.



Phase 2 Study of the Efficacy and Safety of Erdafitinib in Patients With
Intermediate-Risk Non—Muscle-Invasive Bladder Cancer (IR-NMIBC)

With FGFR3/2 Alterations (alt) in THOR-2

Siamak Daneshmand,’ Renata Zaucha,? Benjamin A. Gartrell,® Yair Lotan,* Syed A. Hussain,> Eugene K. Lee,®
Giuseppe Procopio,” Fernando Galanternik,?® Vahid Naini,? Jenna Cody Carcione,'® Spyros Triantos,'® Mahadi
Baig,'? Jodi K. Maranchie'

FIGURE 1: THOR-2 study design (Cohort 3 presented herein)

|:Z Uuoneziwopuey

intumor

tissue by

central or
local

COHORT 3
* IR-NMIBC
* Marker lesion after
Stratifications: Tumor type (Ta vs incomplete TUR
T1) and type of prior BCG therapy RN [eNelgle]di=l@€ N=20
(BCG-unresponsive vs P
-- S S S H
BCG-experienced) reqwrement

ASCO-GU 2023;Abstract 504.

Cohort 3
Exploratory
Erdafitinib mmg ©nd point: CR rate?
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RESULTS

Cohort 2 Cohort 3

Total duration Duration of
Best overall of exposure response
response (months) (months)

R Y y 190
CR F02 3.83

Total duration
Best overall of exposure DOR
response (months) (months)

-—t

CR 8.412 5.32b
CR 9.56° CR 7.33° 2.73°
CR 8.87*
CR
CR
CR
CR
CR
CR

NA

CR 6.60° 3.520
CR 6.182 2.79b
SD 2.89°

+—
{ =
[
)
)
o.

PR 2.83 0.95b
CR 1.87¢ 0.89°

*
*
<
*
*
*
*
*
5

NA 1.812
CR 1.22 2.86°

o W 00 N oo A WN

NA 1.122

Treatment response
Treatment ongoing
3 6 9 Treatment discontinuation
Duration of Exposure (months) ¢ Complete response
A Partial response
¥ Not evaluable
@ Stable disease

Duration of Exposure (months)

an reatment. “DOR for patient IS currently censored

9/9 evaluable patients had CR rate at C3D1 6 of 8 evalualc:le patients had a CR
6/8 (75%) evaluable patients had CR at C6D1 (CRrate, 75.0%) and 1 PR

3
USC Institute of Urology

ASCO-GU 2023;Abstract 504.



MODULE 4: Current and Future Up-Front
Management of Metastatic UBC (mUBC)




What would be your preferred first-line treatment regimen for a
65-year-old patient with metastatic UBC and no prior systemic treatment?

e ey GGG EEEEE
Cisplatin/gemcitabine ﬁmmm 4

Dose-dense MVAC - avelumab @ 1

Dose-dense MVAC O 1

Survey of urologic oncology clinical investigators



What would be your preferred first-line regimen for an 80-year-old
patient with metastatic UBC and no prior systemic treatment who
is not a candidate for cisplatin-based therapy?

Pembrolizumab DDD OO@@ 7

" amananes oz DO BBOOE-

Enfort b
vedotin/pembr:'o(:izz$:b OOOOO S
Carboplatin/gemcitabine @@@ 3

Survey of urologic oncology clinical investigators



A 65-year-old patient receives neoadjuvant chemotherapy followed
by cystectomy and then adjuvant nivolumab for FGFR wild-type
UBC but develops metastatic disease 9 months after starting

nivolumab. Regulatory and reimbursement issues aside, what
would you likely recommend?

Enfortumab vedotin @@@@@@@@@@@@@ 13
Pembrolizumab( ]( ][ ]{ ]4
Cisplatin/ itabine 2>
maintenance avelumab SDED 2

Enfortumab vedotin/pembrolizumab DD 2

Carboplatin/gemcitabine - B
maintenance avelumab ==

Survey of urologic oncology clinical investigators



Regulatory and reimbursement issues aside, what would you
generally recommend for an 80-year-old platinum-ineligible
patient who undergoes cystectomy followed by adjuvant
nivolumab for FGFR wild-type UBC but develops liver
metastases 9 months after starting nivolumab?

Enfortumab vedotin @@@@@@@@@@@ 11
Enfortumab
vedotin/pembrolizumab[ ][ ][ J[ J4

Pembrolizumab @@@ 3

Carboplatin/gemcitabine -
maintenance avelumab CIQ] 2

Cisplatin/gemcitabine [:

Carboplatin/gemcitabine [: 1

Survey of urologic oncology clinical investigators
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Pembrolizumab as first-line treatment for mUC (KEYNOTE-052)

Median, 6 month 12 month
100 - Events, n months 95% ClI PFS, % PFS, %
%0 : 301 23 2.1-34 34 22
80
701
O\o 60 -
g 10 \\k
40 -
o 304 i T
20 - —\Lw_u_‘ ALK T ST WTVTE
10 =
0 T T ] T T 1 1
0 4 8 12 16 20 24 28
Time, months
No. atrisk 370 147 98 75 56 28 14 5
Median, 6-month 12-month
100 ~ Events, n months 95% ClI 0S, % 0S, %
o 247 115 10.0-13.3 67 48
" 70
S~ 60+ h
o 50 \*‘«..
o 40 ™ M‘M‘“‘M
30 - Mww
20+
10
0 T T T Ll T 1 1 1
0 4 8 12 16 20 24 28 32

Time, months
No. atrisk 370 283 223 173 147 86

Vuky J, et al. ASCO 2018. Abstract 4524.

Change in Tumor Size From Baseline, %

58% experienced a

rease in target lesions

20% increase
in tumor size

30% decrease
in tumor size

N = 370 patients
Median follow up: 17 months

ORR: 29%

Median 0S: 11.5 months
48% alive at 12 months

HUNC
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Pembrolizumab as first-line treatment for mUC (KEYNOTE-052)

*33;\ Pembrolizumab: Advanced or Metastatic -
%] | Urothelial Carcinoma ]

40 - N e in tumor size

2 May 18, 2017

in tumor size
0 ¢

PFS, %
3

No.atrisk 370 1. On May 18, 2017, the U.S. Food and Drug Administration granted regular approval to
pembrolizumab for patients with locally advanced or metastatic urothelial carcinoma

100 - who have disease progression during or following platinum-containing chemotherapy or
o within 12 months of neoadjuvant or adjuvant treatment with platinum-containing
g el chemotherapy.
g
g FDA also granted accelerated approval to pembrolizumab for patients with locally
10 advanced or metastatic urothelial carcinoma who are not eligible for cisplatin-containing

o 4 chemotherapy.

No. atrisk 370 283 223 173 147 86 38 1 1"

==
Vuky J, et al. ASCO 2018. Abstract 4524. @UNC
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Pembrolizumab as first-line treatment for mUC (KEYNOTE-052):
CPS 2 10 with improved outcomes

@
=3
¥

100 A

0S (%)

— CPS 210
----- CPS <10

Remaining in Response (%)

— CPS 210

CPS<10

20 -
0 4 8 12 16 20 24 28 32 36 40 44 0 4 8 12 16 20 24 28 32 36 40 44
Time (months) Time (months)
No. at risk No. at risk
cPs>10 110 96 79 66 59 52 50 39 21 8 1 — CPS>10 52 45 38 35 25 23 17 12 4 0 0 —
CPS<10 251 179 140 103 84 71 59 37 17 6 1 — Oeell 81 4 8 @@ 28 2 12 ¥ 2 ¢ 9 —
All Patients (N = 370) CPS 210 (n = 110) CPS < 10 (n = 251)
Response, Response, Response,
Response No. (%) 95% ClI No. (%) 95% ClI No. (%) 95% Cl
Objective response 106 (28.6) (24.1 to 33.5) 52 (47.3) (37.7 to 57.0) 51 (20.3) (15.5 to 25.8)
CR 33 (8.9) (6.2 t0 12.3) 22 (20.0) (13.0t0 28.7) 10 (4.0) (19t07.2)
PR 73 (19.7) (15.8 t0 24.2) 30 (27.3) (19.2 to 36.6) 41 (16.3) (12.0 to 21.5)

Vuky J, et al. J Clin Oncol. 2020. 38(23).
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KEYNOTE-361: a confirmatory trial

Alva KN361 ESMO 2020

KEYNOTE-361 Study Design (NcT02853305)

Key Eligibility Criteria

UC of renal pelvis, ureter, bladder
or urethra

Locally advanced unresectable or
metastatic disease

No prior systemic therapy for
advanced disease

ECOGPSO0,10r2

Tissue sample for PD-L1
assessment?

Stratification Factors

* PD-L1 expression*(CPS 210 vs
<10)

* Choice of platinum

Pembrolizumab 200 mg Q3W +
Gemecitabine 1000 mg/m=* +
Cisplatin 70 mg/m? OR Carboplatin AUC 5§ —*

for <6 cycles

Pembrolizumab
200 mg Q3W

for <29 cycles

Pembrolizumab
200 mg Q3W

for <35 cycles

Gemcitabine 1000 mg/m?

on days 1 and 8 Q3W +

Cisplatin 70 mg/m? OR
Carboplatin AUC § on day 1 Q3W

for <6 cycles

* Dual primary endpoints: PFS per RECIST v1.1 by BICR and OS
» Secondary endpoints: ORR, DCR, and DOR by BICR per RECIST v1.1, safety

*Assessedusing the PD-L1 HC 22C3 pharmDx assay. CPS (combined positive score)is the number of PD-L1-staining cells (tumor celis, lymphocytes, and macrophages) divided by the

total number of viable tumor celis, mukipied by 100.
BICR, binded independent central review.

Alva, et al. ESMO. 2020.
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FDA Warning (May 18, 2018)

. [5/1§3 Alert! Decreased survival associated with the use of s, oncology cIir_1icaI‘ ipvestigators, and the ‘public gbout decrez?sed
urothe patients with metastatic bladder cancer who have not received pirotein programmed death ligand 1 (PD-L1).

* In two rlor thera and who have low exreSSIon of PD-L1 DM MC) early reviews found patlents in the monotherapy
arms @ However who receivel Shajiiiiams Rl acacecaaaatas
Was n o _ - s Bnufacturers of ba The studles cited compare

enrolling patients whose tumors have PD L1 Iow status|to the pembrollzumab e el monotherapy with platinum chemotherapy

* The clinical trials compare platinum-based chemotherapy combined with pembrolizumab or atezoliZ8
trials enrolled a third arm of monotherapy with pembrolizumab or atezolizumab to compare to platinu
arms remain open only to patients whose tumors have PD-L1 high status. The combination arms and the Checkpoint +
open. The FDA is reviewing the findings of the ongoing clinical trials and will communicate new informat Gem Cis or Gem Carbo

* Both pembrolizumab or atezolizumab are currently approved under accelerated approval for the treatm :
carcinoma patients who are not eligible for cisplatin-containing chemotherapy, irrespective of PD-L1 sta - Checkpoint alone
for other approved uses should continue to take their medication as directed by their health care profe

* Health care profe Enrolled cisplatin-eligible and ions enrolled in the ongoing clinical trials we Gem Cis or Gem Carbo alone
and therefore diffq |neI|g|bIe patlents sbio thoe occelerated approvals of both pemb

patients with loca Ny SRS N ONa WO creme i aRbkaiaino chemotherapy. FDA recommends providers
select patients for the treatment of locally advanced or metastatic urothelial cancer using the criteria descrlbed in Section 14 of each tabel. These criteria
supported the approvals for pembrolizumab and atezolizumab for initial monotherapy in cisplatin-ineligible patients. Pembrolizumab and atezolizumab are

also currently approved by the FDA for the treatment of multiple types of other cancers.

* Patients should talk to their doctor if they have questions or concerns about either drug. Health care professionals and patients are encouraged to report
any adverse events or side effects related to the use of these products and other similar products to FDA’'s MedWatch Adverse Event Reporting program.
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June/July 2018: FDA and EMA Restrict Indication for First-
Line Treatment to Cisplatin-Ineligible Patients and PDL1+

FDA has limited the use of atezolizumab and pembrolizumab for patients with locally advanced or metastatic urothelial cancer who are not eligible for
cisplatin-containing therapy.

The Agency took this action on June 19, 2018, due to decreased survival associated with the use of pembrolizumab or atezolizumab as single therapy
(monotherapy) compared to platinum-based chemotherapy in clinical trials to treat patients with metastatic urothelial cancer who have not received
prior therapy and who have low expression of the protein programmed death ligand 1 (PD-L1

The labels of both drugs have been revised to reflect the limitation in the indication e For pembrolizumab, patients must be
cisplatin-ineligible and PDL1+ by CPS
score [CPS = 10]

Pembrolizumab is indicatee 2
containing therapy and whose tumors express PD-L1 (Combined Positive Score > 10), or in pat
chemotherapy regardless of PD-L1 status.

Atezolizumab is indicated for the treatment of patients with locally advanced or metastatic urothelial carcinoma who:

o Are not eligible for cisplatin-containing therapy, and whose tumors express PD-L1 (PD-L1 stained tumor-infiltrating immune cells [IC] covering >5% of
the tumor area), as determined by an FDA-approved test, or

m-containing therapy regardless of PD-L1 status. For atezollzumab’ patlents must be

On July 2, 2018, the FDA approved the Ventana PD-L1 cisplatin-ineligible and PDL1+ by IC ld be
used to select patients with locally advanced or metastatic urothellal carcinoma for treatmC Yool g=N [(OF=NV7Y scribing
Information for atezolizumab to require use of an FDA-approved test for patient selection.
The tests used in the trial to determine PD-L1 expression are listed in Section 14 of each drug label. The FDA is reviewing the findings of ongoing analyses
and will communicate new information regarding the PD-L1 assays and indications as it becomes available.

e Arenot eligible for an

LINEBERGER COMPREHENSIVE
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KEYNOTE-361: analysis plan

Overall a controlled at one-sided 2.5% across all comparisons

Alva KN361 ESMO 2020

Pembro + Chemo vs Chemo
OS Superiority
ITT Population

Pembro + Chemo vs Chemo
PFES (by BICR) Superiority
ITT Population

x Alva, et al. ESMO. 2020.

Pembro vs Chemo Pembro vs Chemo
OS Non-Inferiority OS Superiority
CPS 210 CPS 210

Pembro vs Chemo Pembro vs Chemo

OS Superiority OS Non-nferiority
ITT Population ITT Population

Pembro + Chemo vs Chemo Pembro vs Chemo
ORR (by BICR) Superiority ORR (by BICR) Superiority
ITT Population ITT Population
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KEYNOTE-361: a negative study

Alva KN361 ESMO 2020

PFS by BICR: Pembro + Chemo vs Chemo,
ITT Population (Primary Endpoint)

Pts with HR
90- Event Median (95% Cl) (95% Cl) P
80- Pembro + Chemo 74.1% 8.3 mo (7.5-8.5) 0.78 .
% (0.65-0.93) 0-0033
70 Chemo 66.2% 7.1 mo (6.4-7.9)
B 50 12-mo rate
g’ 50+ 33.7%
20.9%
o 40 .
30+
20+
10+
(S s i i B L S N L L S N N N ey |
0 3 6 9 12 15 18 219 24 27 30 33 36 39 42
No. at risk Time, months
351 288 243 135 102 79 67 55 36 27 18 9 3 0 0
352 274 191 75 44 31 22 17 15 1 8 5 2 0 0

“P-value y of signi at final lysis £0.0019.
PFS assessed per RECIST v1.1. Data cutoff date: April 29, 2020.

D
)
)

Q:

Alva, et al. ESMO. 2020.

Alva KN361 ESMO 2020

OS: Pembro + Chemo vs Chemo, ITT Population

100+

o Fis With  Median (95% CI) (95'2',_"0,) P
80- Pembro + Chemo 69.8%  17.0 mo (14.5-19.5) 0.86
(0.72-1.02) 0-0407
70- Chemo 74.7% 14.3 mo (12.3-16.7) 2 3
604
*
& 504
o
40+
al 12.mo rate
% 61.8%
20+ 56.0%
10
c"l"l"l b iy T AL A | LE% T yvelt T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
No. at risk Time, months

351 335 306 263 217 189 168 146 118 84 56 36 17 3
352 335 297 250 197 169 150 129 104 Al 46 33 20 j 4

oo

i at final analysis £0.0142. Per the statistical analysis plan, no further formal statistical testng was performed,

y of
Data cutoffdate: Apri 29, 2020.
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KEYNOTE-361: a negative study

Alva KN361 ESMO @

OS: Pembro vs Chemo, Patients With

CPS210 Tumors

100+
90+ PES it Median (9% CI)  (gghic)
80+ 12.mo rate Pembro 65.6%  16.1 mo (13.6-19.9) 1.01
38.7% (0.77-1.32)
70 57.6% Chemo 67.7% 15.2mo (11.6-23.3) \»/71
60+ |
*
s 50+
o
40+
30
20
104
o+-r-rrr-rr-r-—rr-r-rrr-rrrrrrrre-rrrrrr 7Y T/
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
No. at risk Time, months
160 139 120 102 93 83 72 64 59 46 34 20 12 3 1 0
158 152 133 112 91 79 76 71 60 40 25 17 9 3 0 0

Data cutoffdate: Apri 29, 2020.

@@%‘

% Alva, et al. ESMO. 2020.

Alva KN361 ESMO 2020

OS: Pembro vs Chemo, ITT Population

100+
Pts with HR
86 Event _ Median(85% CI)  (ogic)
1% . A7,
80+ P Pembro 68.1% 15.6 mo (12.1-17.9) 07%91211
704 56.0% Chemo 747% 14.3mo (12.3-167) (077-1.11)
56.0%
60=
R
» 50+
o
40
30-
20
10+
O o e e o B S B NN B S e e e s e e e |
0 3 6 9 12 15 18 21 24 27 30 33 36 239 42 45
No. at risk Time, months
307 260 228 196 170 153 133 120 110 88 62 37 19 4 1 0
352 335 297 250 197 169 150 129 104 7 46 33 20 7 0 0

Data cutoffdate: Apri 29, 2020.

HUNC
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Pembrolizumab as first-line treatment for mUC?

FDA Revises Label for Pembrolizumab in
Patients With Advanced Urothelial
Carcinoma

August 31, 2021

By The ASCO Post Staff
September 25, 2021

| @y Get Permission |

On August 31, the U.S. Food and Drug Administration (FDA) revised the label for the anti—PD-1 therapy “F or th e tr ea tm en t Of p a ti en ts Wi th

pembrolizumab for its indication in first-line advanced urothelial carcinoma. The FDA converted the -
indication from an accelerated approval to a full approval. In addition, as part of the label update, this I o c a I Iy a dva n ced Or m e ta S ta tl c

indication has been revised to be for the treatment of patients with locally advanced or metastatic urothelial

carcinoma who are not eligible for any platinum-containing chemotherapy. U C Wh O are no t e I i g i b I e fo r A N Y
Previously, pembrolizumab was indicated for the treatment of patients with locally advanced or metastatic p I a t i n u m_ c o n ta i n i n g c h e m o t h e ra p y JJ

urothelial carcinoma who were not eligible for cisplatin-containing chemotherapy and whose tumors
expressed PD-L1 (combined positive score [CPS] = 10) as determined by an FDA-approved test, or in patients
who were not eligible for any platinum-containing chemotherapy regardless of PD-L1 status. This
indication received an accelerated approval based on tumor response rate and duration of response.

Continued approval was contingent upon verification and description of clinical benefit in confirmatory
trials. The subsequent phase III KEYNOTE-361 trial, evaluating pembrolizumab as monotherapy and in
combination with chemotherapy for the first-line treatment of patients with advanced or metastatic
urothelial carcinoma who were eligible for platinum-containing chemotherapy, did not meet its prespecified
dual primary endpoints of overall and progression-free survival compared with standard-of-care
chemotherapy.
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JAVELIN Bladder 100 Update

JAVELIN Bladder 100 phase 3 study design

Endpoints measured post randomization (after chemotherapy) 2

OS measured from the start of 1L chemotherapy "

Unresectable locally . ( Primary endpoint
advanced or metastatic UC BN Avelumab +BSC . OS

‘ o Interval ‘ n=350

CR, PR, or SD with standard

4-10 weeks R\ Until PD,
{ )

>

[
P

i

~\

Primary analysis populations
1L chemotherapy

(I * All randomized patients
4-6 les) \ 1:1/ unacceptable o
(4-6 cycles N toxicity, or withdrawal * PD-L1+ population

* Cisplatin + gemcitabine ' BSC* alone Secondary endpoints

or = s n=350 * PFS per RECIST 1.1
» Carboplatin + gemcitabine _* Safety

NCT02603432 Stratification

¢ Best response to 1L chemotherapy (CR or PR vs SD)
* Metastatic site when initiating 1L chemotherapy (visceral vs nonvisceral)

Avelumab 1L maintenance + BSC significantly prolonged OS and PFS vs BSC alone in patients without progression on 1L
platinum-based chemotherapy,'? leading to its approval in various countries worldwide3+4

=  With long-term follow-up (data cutoff, June 4, 2021), median OS was 23.8 vs 15.0 months, respectively (HR, 0.76 [95% CI, 0.63-0.91]; 2-sided
p=0.0036)2

We report post hoc analyses of long-term outcomes (22 years of follow-up in all patients) in subgroups defined by 1L
chemotherapy regimen

Additionally, OS from the start of 1L chemotherapy was analyzed

LINEBERGER COMPREHENSIVE
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JAVELIN Bladder 100 Update

OS from start of maintenance (randomization)

Cisplatin + gemcitabine Carboplatin + gemcitabine

Avelumab + BSC BSC alone Avelumab + BSC BSC alone
(n=183) (n=206) & (n=147) (n=122)
Events, n (%) 108 {59.0) 134 {65.0) 3 Events, n (%) 97 (66.0) 91 (74.6)

OS, median - . OS, median
(95% CI), mo 25.1 (19.3 30.9) 17.5(13.7-24.2) (95% CI), mo 208(17.9-28.7) 13.0 (9.4-16.1)

Strafified HR , . sratified HR L
(95% C1) 07% [0-611-1.020) - (95% C1) 0.69 (0.516.0.925)

4 8 12 16 20 24 28 32 36 40 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60
Months Months
No. at risk No. al risk

Avel b Avel, b
YO BsC 183 169 151 126 115 98 & 73 5 YONRse 147 130 107 95 8 72 63 56 39

BSCalone 206 182 'S0 118 100 88 81 49 55 BSCalone 122 104 79 61 48 34 32 26 2l

OS* was longer with avelumab + BSC vs BSC alone in both the cisplatin and carboplatin subgroups
In both subgroups, investigator-assessed PFS* was also longer with avelumab + BSC vs BSC alone
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JAVELIN Bladder 100 Update

OS from start of 1L chemotherapy

Cisplatin + gemcitabine Carboplatin + gemcitabine

Avelumab + BSC BSC alone Avelumab + BSC 8SC alone
(n=183) (n=206) (n=147) (n=122)
21 (74.6)

Evenls, n (%) 108 (59.0) 134 (65.0) Events, n (%) 97 (6¢.0)
1 0OS, median i OS, median 26 8 (99 8.3%3 3) 1
(95% CI), mo 31.0 {24.9-37.1) 22.0(19.2-30.9) (95% ClI). mo 25.8 (22.8-33.3) 17.6 (14.8-21.3)
\\‘

Stratified HR ) Stratified HR !
; 0.69 {0.514-0.920
(95% Cl) 0.79 (0.613-1.024) (95% Q1) { )

N N

\
\—\

16 20 24 28 32 36 40 44 48 52 56 8 12 16 20 24 28 32 36 40 44 48 52 56
Months Months
No. atrisk No. at risk

Avelumab . ’ qQ y . . 2 v Avelumab . ’7
+ BSC 183 183 178 156 134 118 102 92 76 +BSC 147 147 136 115 97 8/

BSCalone 206 206 189 156 127 105 93 84 74 7 BSCalone 122 122 109 B84 66 52

In the overall population, median OS measured from the start of 1L chemotherapy was 29.7 months with avelumab + BSC and
20.5 months with BSC alone

OS measured from the start of 1L chemotherapy was also longer with avelumab + BSC vs BSC alone irrespective of 1L
chemotherapy regimen
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EV-103 Cohort K: EV mono or EV+P in previously untreated cisplatin-
ineligible pts with la/mUC

EV-103 Cohort K

Part of an open-label, multiple cohort, phase 1b/2 study in patients with la/mUC

Study endpoints

Patieqt * Primary endpoint: confirmed ORR by
population b RECIST v1.1 per BICR

+ Key secondary endpoints: confirmed
1:1 Randomization ORR per RECIST v1.1 by investigator,
DOR, DCR, PFS, OS, safety/
tolerability, and lab abnormalities

+ Exploratory endpoints: PK,
EV mono biomarkers, PFS2, PROs (EORTC

CHEPINE] QLQ-C30, BPI-SF. EQ-5D-5L, HRU
ineligible (n=151)¢ )

or metastatic

urothelial cancer EV+P
or

ey =
(la/mUC)

Statistical considerations

* No formal statistical comparisons
between the two treatment arms

Cosrgactetele BV I 0 mg b iVonden Ters 5. end 233 wg IV on dey 1 ol every 2awet oyde
oot K SRS CMCe MM §ede aMERISL Lreiard 324er D 802 BCOG PS 0 or 125 10 1Al e 108 Al SOSE 00 pAecieon Sine el e L OFR chavsasised by A Ch
“Cohot K corpletedenciirarios 1100 232 7. 20te cutol e 10 Jur 2922
TR AL Ianaket ot indeded o DAt oho SOwsed | 1108 10,0y 802 Ml ved ey Deatret OF 121 a5l w0 adrs OO Oed 145 adre YR 2 DAt ILE add® AN O00 Dol BIIIREMI BNZ A5 wiv® 051100 L300 I8 e Mty A0d WA 0y B8k

1L Sotding BROA. bl et i ndaperdert curie | revtew, PSP Bayf Pain i rsgrtory Shot Fore 3, corbdenon i mieva L DON. diiemse corteol spte . DO gemstion ol rpeese . EOATC QLOCI0, Burzpem Organioston foe Rusessct and Trastrwet of Terowr Quaity of L Quesation » sre-Tore Seedorve e 202050,
Ewool S dwwrpion-2 vl V. ardoriurut vecot = MU Seathoas rasceron st lestes e wUC Iooelly sdvercediratastet ol cnrow. mono, mosothera gy, O R sbjectvermpomie wte. OF, ovensl L xrtvel. P92, crogreot oo e surdtesd . . pervtes lourmety FE pharrmocki reioy. FRO0 peteriapotes
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EV-103 Cohort K: EV mono or EV+P in previously untreated
cisplatin-ineligible pts with la/mUC

EV+PP EV mono®
100 Bion (e 210 (0=76) (r=73)
| 2
= 80- BLow (CPS <10) cORR, n (% ) 49 (64.5) 33 (45.2)
c HINot evaluable (95% ClI) (52.7-75.1) (33.5-57.3)
© 4 Best overall response ; . A
5 & , ~ #Confirmed CRIPR Median time to objective 2.07 (1.1-6.6)  2.07 (1.9-15.4)
-g 404w | 97.1% of assessable patients had tumor reduction resl:l‘_’“se (razge),f mo
S > Median number of treatment 11.0 (1-29) 8.0 (1-33)
s I L e e TS cycles (range)
2
g 0- EV+P
x 207 «  42/49 (85.7%) of responses observed at first
& —40- assessment (week 9+1 week)
(7))
S —60- * Most common AEs were fatigue, peripheral sensory
E _80- neuropathy, alopecia, and maculopapular rash
EV mono
—100- se00000 S _ _ _ _
EV+P (n=69)? « Activity is consistent with prior results in 2L+ la/mUC

Data cutoff: 10 Jun 2022.

30f 76 patients in the EV+P arm, seven patients were not assessable due to non-measurable disease (n=4), post-baseline assessment that was not evaluable (n=2), and lack of ° Safety p rofl I e Con S | Ste nt Wlth p reVIOu S stu d |eS

post-baseline assessment (n=1).
bThere were no formal statistical comparisons between treatment arms.

2L, second-line; AEs, adverse events; BICR, blinded independent central review; Cl, confidence interval; cORR: confirmed objective response rate; CPS, combined positive score;

CR, complete response; EV, enfortumab vedotin; la/mUC, locally advanced/metastatic urothelial cancer; mono, monotherapy; NR, not reached; P, pembrolizumab; PD-L1, Previously presented at ESMO 2022, Rosenberg et al. Study EV-103 Cohort K: Antitumor activity of enfortumab vedotin (EV)

programmed death-ligand-1; PR, partial response; TRAEs, treatment-related adverse events. monotherapy or in combination with pembrolizumab (P) in previously untreated cisplatin-ineligible patients (pts) with locally

OOOO advanced or metastatic urothelial cancer (la/mUC).
&
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EV-103 Cohort K: EV mono or EV+P in previously untreated

cisplatin-ineligible pts with la/mUC

Median DOR for EV+P was not reached; 65.4% of responders were still responding at 12
months

Responders without PD o r Death (%)

100
90
80
70 -

60

50

40

30

20

Median

10 4 N Events (Months) 95% ClI
——+— Cohort KEV+P 49 13 - (10.25, -)

EV+P EV Mono

(N=76) (N=73)
Responders, n 49 33
Progression events, n 13 14
DRI kdots Gy ees (10.25, ) (6.14:,353.97)
DOR 212 mos, % 65.4% 56.3%

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 1 2 3 4 5 6 7 8 9 10 MM 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26

Time (Months)

No. at Risk

Cohort
EV+P

OOOO

K

49 49 46 43 43 39 35 28 26 19 17 13 13 12 11 10 6 4 2 1 1 1 1 1 1

Rosenberg J et al. ESMO 2022; LBA73.
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EV-103 Cohort K: EV mono or EV+P in previously untreated
cisplatin-ineligible pts with la/mUC

Encouraging PFS and OS for EV+P with data expected to continue to evolve with follow-up

100

100 -
90
< 90
X
< 80
= 80
2 704 =
c X 70
S 60 =
(8 _g 60 |
o 501 2 5
I =}
L 40 2 40
S IS
N 30 4 ] i
@ C>) 30
o 20 20
o Median Median
& 10l N Events (Months) 95% Cl 104 N Events (Months) 95% Cl
ol ——+— Cohort KEV+P 76 31 - (8.31,-) o] = CohortKEV+P 76 20 223 (19.09,-)
tl) ‘; é :I’> :1 é LIS ; é EI) 1I0 1I1 1I2 1I3 1I4 1I5 1I6 1I7 1I8 1I9 210 2I1 2I2 ZIS 2I4 2I5 2I6 2I7 2I8 (I) 1l é :Is :1 é (I; ; ;3 gI) 1Io 111 112 1I3 1I4 1I5 116 117 1Is 1I9 2|o 2I1 212 213 2l4 2I5 2|6 217 218
Time (Months) Time (Months)
No. at Risk No. at Risk
Cohort K Cohort K
EV+P 76 73 68 63 58 51 51 45 42 34 31 22 20 15 15 14 13 13 8 4 3 1 1 1 1 1 1 EV+P 76 75 74 72 70 70 67 66 61 57 53 47 40 37 31 28 24 22 19 14 10 7 6 2 1 1 1
EV+P EV Mono EV+P EV Mono
(N=76) (N=73) (N=76) (N=73)
PFS events, n 31 38 OS Events, n 20 26
- 8.0 22.3 21.7
mPFS (95% CIl), mos mOS (95% CI), mos
(95% C), (8.31, -) (6.05, 10.35) ( ) (19.09, -) (15.21, -)
PFS at 12 mos, % 55.1% 35.8% OS at 12 mos, % 80.7% 70.7%
Median follow-up time, mos 14.8 15.0
Q\f“oaﬂ
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EV-103 Cohort K: Safety

Treatment-Related Adverse Events (TRAES) EV-Treatment-Related Adverse Events of Special Interest

Most common AEs with EV+P were fatigue, peripheral sensory The maijority of treatment-related AESIs were grade < 2

neuropathy, alopecia, and maculo-papular rash Skin reactions were observed more frequently with EV+P

EV+P (N=76) EV Mono (N=73) EV+P EV Mono

TRAEs Any Grades by Preferred Term n (%) n (%) (N=76) (N=73)

220% of Patients ‘ Any Grade Grade23 Any Grade Grade 23

Overall 76 (100.0) 48 (632)  68(932)  35(47.9) Any|Grade = Grade 23 Any Grade = Grade 23
Fatigue 43 (56.6) 7(9.2) 29 (39.7) 6 (8.2) n (%) n (%) n (%) n (%)
Peripheral sensory neuropathy 39(51.3)  1(13)  32(438)  2(27) Skin reactions 51 (67.1) 16 (21.1) 33 (45.2) 6(8.2)
Alopecia 45 (46.1) 0 26 (35.6) 0 Perioheral
Rash maculo-papular 35(46.1)  13(17.1)  21(28.8) 1(1.4) n:z:’o e:h 46 (60.5) 2 (2.6) 40 (54.8) 2(2.7)
Pruritus 30 (39.5) 3(3.9) 19 (26.0) 1(1.4) pathy
Dysgeusia 23 (30.3) 0 25 (34.2) 0 Oculardisorders 20 (26.3) 0 21 (28.8) 0
Weight decreased 23(30.3) 3(3.9) 21(28.8) 1(1.4) A 18 (23.7) 0 9 (12.3) 0
Diarrhea 22 (28.9) 5 (6.6) 20 (27.4) 4 (5.5) -
Decreased appetite 20 (26.3) 0 28 (38.4) 0 Blurred vision 9(11.8) 0 10 (13.7) 0
Nausea 19 (25.0) 0 25 (34.2) 1(1.4) Corneal disorders 0 0 4 (5.5) 0
Dry eye 15 (19.7) 0 8 (11.0) 0

Hyperglycemia 11 (14.5) 5 (6.6) 8 (11.0) 7 (9.6)

Infusion-related

e aetion 3(3.9) 0 4 (5.5) 0
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FDA Approval: EV plus P

FDA grants accelerated approval to
enfortumab vedotin-ejfv with
pembrolizumab for locally advanced
or metastatic urothelial carcinoma

April 3, 2023

On April 3, 2023, the Food and Drug Administration granted accelerated approval to enfortumab
vedotin-ejfv with pembrolizumab for patients with locally advanced or metastatic urothelial
carcinoma who are ineligible for cisplatin-containing chemotherapy.

View full prescribing information for enfortumab vedotin-ejfv with pembrolizumab.

Efficacy was evaluated in EV-103/KEYNOTE-869 (NCT03288545), a multi-cohort (dose escalation
cohort, Cohort A, Cohort K) study. The dose escalation cohort and Cohort A were single-arm cohorts
treating patients with enfortumab vedotin-ejfv plus pembrolizumab while patients on Cohort K were
randomized to either the combination or to enfortumab vedotin-ejfv alone. Patients had not received
prior systemic therapy for locally advanced or metastatic disease and were ineligible for cisplatin-
containing chemotherapy. A total of 121 patients received enfortumab vedotin-ejfv plus
pembrolizumab.
—_N
FDA website. FDA approval for EV plus pembrolizumab. @UNC
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Phase 2 NORSE Study: erdafitinib or erdafitinib plus cetrelimab for metastatic
or locally advanced UC and FGFR alterations

NORSE Phase 2 Study Design?

Key eligibility criteria

s s Primary end points
B 210 yeois Erdafitinib . oee
mUC diagnosis Once-daily erdafifinib 8 mg with
Ineligible for cisplatin pharmacodynamically guided uptitrationto 9 mg * Safety
Select FGERa Key secondary end points
(mutation/fusion) Target enrollment, N = 90 * DCR
Measurable disease 1:1 randomization * DOR
No prior systemic * Time to response
hompy ot . E'.'daﬁtinib * cgtrelimab No formal statistical comparisons
Once-daily erdafitinib8 mg + IV cetrelimab 240 mg every 2 weeks between arms are prespecified

at Cycles 1-4 and 480 mg every 4 weeks thereafter

Patients with any PD-L1 Point estimates along with 95%ClI
status couldbe enrolled will be presented for each arm.

»  Sample size determination: Assuming a true ORR of 45% in the erdafitinib arm and 55% in the erdafitinib + cetrelimab arm, n = 45 patients in
each arm would result in an estimated ORR that is above a 95% Cl lower bound of 30% and 40%, respectively

* Areview of safety and efficacy data was planned per the data review committee charter when ~40 patients were response-evaluable

DCR, disease control rate; DOR, duration of response; IV, intravenous; ORR, overall response rate.
2Enrollment began in April 2018. The data cut-off for this analysis was July 19, 2021.

Thomas Powles
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Phase 2 NORSE Study: Baseline Characteristics

NORSE: Baseline Demographics and Disease
Characteristics

Characteristic Erdafitinib Erdafitinib + Cetrelimab
(n=26) (n=27)

Age, median (range), years 75 (45-92) 69 (56-91)
Men, n (%) 19 (73%) 20 (74%)
Presence of visceral metastases?, n (%) 14 (54%) 14 (52%)
ECOGPS, n (%)°

01 20 (77%) 17 (63%)

2 6 (23%) 9 (33%)
Primary tumor location, n (%)

Lower tract 19 (76%) 22 (85%)

Upper tract 6 (24%) 4 (15%)
PD-L1 positive status®, n (%)

Yes 2 (8%) 2 (7%)

No 10 (39%) 7 (26%)

Unknown? 14 (54%) 18 (67%)
FGFRa®, n (%)

Mutations 23 (88%) 18 (67%)

Fusions 3 (12%) 7 (26%)

Mutations and fusions 0 1 (4%)

2Lung, liver, or bone. ®Eastern Cooperative Oncology Group performance status (ECOG PS) was not reported for 1 patientin the erdafitinib + cetrelimab arm. °PD-L1 expression level was assessed by
immunohistochemistry (Dako 28 8) in tumortissue provided at screening (PD-L1 positivity if Combined Positive Score = 10). ®Includes insufficient biopsy tissue, results pending, and testfailed. ¢FGFRa were
reported in 26 patients in the erdafitinib + cetrelimab amm.

Thomas Powles
OOOO»
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%{ Powles et al. ESMO 2021. @UNC
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Phase 2 NORSE Study: Efficacy

NORSE: Efficacy

Erdafitinib Erdafitinib + Cetrelimab NORSE: Antitumor Activity Over Time

(n=18) (n=19)
Erdafitinib Erdafitinib + Cetrelimab
ORRE,n (%) 6 (33%) 13 (68%) 504 _‘ ‘ 50 4 _
[95% Cl] [1 30/0_59%] [43°/o-37%] » Treatmentongoing ] i Treatmentongoing
O Complete response? ] O Complete response?
Complete response, n (%) 1 (6%) 4 (21%) % % ] % %
55 o 55 O
Partial response, n (%) 5 (28%) 9 (47%) =L cd ] AN i
£S ——3— - £ 2 TR b\ e it
. 3% 30%reduction a z J » 30%reduction
DOOR, median, months NE 6.9 £5 €2 gl
[95% CI| [44-NE] [1.6-NE] & 8
50 5°
Responses ongoing, n (%) 5 (28%) 10 (53%) ] |
100 . . . . . +100 1 : . . L
Time to response, median (range), months 2.3 (1-6) 1.8 (1-4) 0 100 200 . 300 400 500 0 100 200 0 300 400 500
ays ays
DCR, n (%) 18 (100%) 17 (90%) * Patients in both treatment arms had a durable reduction in the sum of target lesion diameters over time
[95%Cl| [82%-100%)] [67%-99%] * Median of the maximum reduction in the sum of target lesion diameters was 28% in the erdafitinib arm and 51% in the erdafitinib + cetrelimab arm
2Complete responses include patients who had sum oftarget lesions > 0 mm; in patients with lymph node target lesions, a diameter < 10 mmis required for complete response per RECIST 1.1.
2All responses includedin ORR are confirmed responses. Thomas Powles

Thomas Powles
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Phase 2 NORSE Study: Safety

NORSE: Safety Profile

Patients with TEAE, n (%) Er((:]ailtzl z)lb Erdafltm(l: : ;::;trellmab
TEAE of any grade 23 (96%) 23 (96%)
Most frequent (= 25% of patients)
Hyperphosphatemia 14 (58%) 14 (58%)
Stomatitis 15 (63%) 13 (54%)
Diarrhea 12 (50%) 10 (42%)
Dry mouth 5 (21%) 14 (58%)
Dry skin 5 (21%) 9 (38%)
Anemia 6 (25%) 6 (25%)

Erdafitinib and/or cetrelimab: 7 (29%)°

Drug-related TEAEs leading to treatment discontinuation® 2 (8%) Both erdafitinib and cetrelimab: 2 (8%)

®  The safety profile of erdafitinib + cetrelimab was generally similar to that of erdafitinib alone

¢  Grade 3-4 TEAEsoccurred in 9 patients (38%) in the erdafitinib arm and 12 patients (50%) in the erdafitinib + cetrelimab arm; most frequent were:
—  Erdafitinib arm: anemia (n = 3 patients [12.5%)]) and general physical health deterioration (n =3 [12.5%])
—  Erdafitinib + cetrelimab arm: stomatitis (n = 3 [12.5%)]), lipase increased (n =3 [12.5%)]), and fatigue (n = 2 [8.3%)])

¢ 1 death in the erdafitinib + cetrelimab arm was determined to be related to cetrelimab (respiratory failure)

TEAE, treatment-emergent adverse event. 2No drug-related TEAE ofthe same type led to discontinuation in > 1 patient. °4 patients discontinued only erdafitinib, 1 discontinued only cetrelimab; 2 discontinued both.
Thomas Powles
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* Pembrolizumab monotherapy has a more limited role in the
first-line treatment for patients with mUC.

 Maintenance immunotherapy remains a SOC for patients with
mUC who are progression-free following 1L platinum-based
chemotherapy.

* EV plus P is a new first-line therapeutic option for patients with
mUC who are ineligible for cisplatin-containing chemotherapy.

* Molecularly selected patients with mUC may benefit from novel
combination approaches such as erdafitinib plus cetrelimab.



MODULE 5: Selection and Sequencing of
Therapy for Relapsed/Refractory mUBC




A 65-year-old patient receives neoadjuvant chemotherapy followed
by cystectomy and then adjuvant nivolumab for FGFR-mutated
UBC but develops metastatic disease 9 months after starting

nivolumab. Regulatory and reimbursement issues aside, what
would you likely recommend?

erdafitini (@ @ @ @000 0DEE® *
Enfortumab vedotin/pembrolizumab 2

Nivolumab @ 1

Enfortumab vedotin @ 1

Cisplatin/gemcitabine 2>
maintenance avelumab

Pembrolizumab D 1

Survey of urologic oncology clinical investigators



Regulatory and reimbursement issues aside, what would you
generally recommend for an 80-year-old platinum-ineligible patient
who undergoes cystectomy followed by adjuvant nivolumab for
FGFR-mutated UBC but develops liver metastases 9 months after
starting nivolumab?

Erdafitinib ([ OEEEEEE 12

Enfortumabvedotinlpembrolizumab( ][ J[ J[ J4

Enfortumab vedotin @@ 2

Carboplatin/gemcitabine @@ 2

Cisplatin/gemcitabine Q1

Pembrolizumab C 1

Survey of urologic oncology clinical investigators



An 85-year-old woman und

erwent cystectomy for pT3N1 disease

3 years ago. She received adjuvant gemcitabine/cisplatin for
nodal disease. ECOG PS is 0. Recent surveillance imaging

reveals retroperitoneal lym
FGFR mutated. Regulatory

phadenopathy and small lung nodules.
and reimbursement issues aside, what

would be your preferred first-line therapy?

Erdafitinib

anaeenEam:

vedotinlpemir:'i(:g:m:g[ ][ ][ ]{ ][ J[ ]6

Pembrolizumab

Cisplatin/gemcitabine 2>
maintenance avelumab

]

\'\ 5 ‘
)

Cisplatin/gemcitabine

Avelumab

—
—

Enfortumab vedotin )
Nivolumab ({1]

Survey of urologic oncology clinical investigators
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Do you generally conduct HER2 testing for your patients with
metastatic UBC?

. S neaenem s
amE
ves @EEE

Have you offered or would you offer HER2-targeted therapy to
your patients with HER2-positive metastatic UBC outside of a
protocol setting?

Ihave ([ 2
'or e rignt patient DO D00 0O0ODOAM 13
| have not and would not D@D@@D@ 7

Survey of urologic oncology clinical investigators
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THE UNIVERSITY OF TEXAS Selection and Sequencing:
Anderson Targeted Therapy in Previously Treated
Ganeer Center

Metastatic Urothelial Cancer

Arlene Siefker-Radtke, MD
Professor
Department of Genitourinary Medical Oncology

Making Cancer History”



Anyone can do it
CLIA certification
Not open to interpretation/everyone agrees
Does not fluctuate or change

Predicts response or benefit!
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Enfortumab Vedotin

Anti-Nectin-4 monoclonal antibody
[ ] & — Protease-cleavable linker

@ @ Monomethyl auristatin E (MMAE),
/ \ microtubule-disrupting agent

S S Vg « Fully humanized monoclonal
- R antibody targeting Nectin-4
* Nectin-4
‘\ - Atransmembrane cell
'

1 Binds to
antigen

adhesion molecule

- » Expressed in 93% of mUC
patient samples

« “Payload” is auristatin-E, a

/ * n disruption
- ‘

3 MMAE is

released ’ . Cellcyclearrest micrOtUbUIe disrupting agent

v « Antibody is conjugated by a
< protease cleavable linker




Abstract 393

EV-301 Open-Label Phase 3 Trial Design

Key eligibility criteria:

+ Histologically/cytologically
confirmed UC, including with
squamous differentiation or
mixed cell types

1:1 randomization

Radiographic progression or
relapse during or after PD-1/L1
treatment for advanced UC

Prior platinum-containing regimen
for advanced UCP

ECOG PS 0 or 1

with stratification?

Enfortumab vedotin
(N=301)

1.25 mg/kg
on Days 1, 8, and 15
of each 28-day cycle

Primary endpoint: Overall survival

Secondary endpoints:

« Progression-free survival Investigator-

 Disease control rate N—» assessed per
- Overall response rate RECIST v1.1
« Safety

aStratification variables were ECOG performance status (0 or 1), regions of the world (United States, western Europe, or rest of world), liver metastasis (yes or no).
bIf used in the adjuvant/neoadjuvant setting, progression must be within 12 months of completion.

Investigator selected prior to randomization.

dIn countries where approved; overall proportion of patients receiving vinflunine capped at 35%.
Abbreviations: ECOG PS, Eastern Cooperative Oncology Group performance status; PD-1/L1, programmed cell death protein-1/programmed death-ligand 1; RECIST, Response Evaluation Criteria in

Solid Tumors; UC, advanced urothelial carcinoma.
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Cancers Symposium

PRESENTED AT:

PRESENTED BY:

Thomas Powles




Overall Survival

100 ~

80 —

60

40

Survival, %

20 -

Events/N Median (95% ClI)
Enfortumab vedotin 207/301  12.91(11.01-14.92)
Chemotherapy 237/307 8.94 (8.25-10.25)

HR (95% Cl)=0.704 (0.581-0.852)
1-sided P=0.00015

Enfortumab vedotin

Similar outcomes as reported previously!

Chemotherapy

+ Censored

N at risk

Chemotherapy

Data shown for intention-to-treat population.

HR, hazard ratio.

2022 AS CO m PRESENTED BY:
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01 28 4 5 6 7 8 9 1011 12 13 14 15 16 17 18 19 20 21 220 23 24 25 26 2( 28 29 301731 32 33 34 35 36
Overall survival, mo

220 219 A C § 4 133

307 288 274 250 238 219 203 186 168 142 132 116 111 108 102 96 85 81 78 65 58 54 46 40 32 22 17 13 10 6 5 K 1 0 0 0 0

Jonathan E. Rosenberg, MD
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Adverse Events of Special Interest? (Safety Population)

Treatment-related adverse
event, n (%)
Rash

Severe cutaneous adverse
reaction

Peripheral neuropathy

Peripheral neuropathy
sensory events

Peripheral neuropathy motor
events

Enfortumab vedotin
(N=296)

Chemotherapy

(N=291)

Any

Grade
1 2 3 4

Any

1

Grade
2 3

133 (44.9)
60 (20.3)
142 (48.0)
135 (45.6)

23 (7.8)

41 (13.9) 48(16.2) 43 (14.5) 1(0.3)

20 (6.8) 25(8.4) 14(47) 1(0.3)

36 (12.2) 84 (28.4) 22 (7.4)

35(11.8) 82 (27.7) 18(6.1)

6(2.00 11(3.7) 6(20)

28 (9.6)
22 (7.6)
92 (31.6)
89 (30.6)

7 (2.4)

21(7.2)
12 (4.1)
43 (14.8)
42 (14.4)

5(1.7)

8(2.7)
41 (14.1)
39 (13.4)

6(21) 1(0.3)

2 (0.7)
8(2.7)
8(2.7)

2 (0.7) 0

Dry eye
Blurred vision
Corneal disorders

48 (16.2)
13 (4.4)
2 (0.7)

34 (11.5) 12(4.1) 2(0.7)
1137 2(0.7) 0
2 (0.7) NR NR

9 (3.1)
6 (2.1)
0

6(2.1)
5(1.7)
0

2(0.7) 1(0.3)

0 1(0.3)

NR NR

Infusion-related reaction
Systemic infusion-related
reaction event

Local infusion-related
reaction event
Infusion-site reaction
Extravasation-site reaction

27 (9.1)
24 (8.1)

4(1.4)

2 (0.7)
4 (1.4)

12(4.1) 1 (37) 4(14)
1137 93B0) 4(14)

2(0.7) 2(0.7)

0 2 (0.7)
2(0.7)  2(0.7)

14 (4.8)
9 (3.1)

7 (2.4)

5(1.7)
4 (1.4)

7 (2.4)
4 (1.4)

5(1.7)

4(1.4)
2 (0.7)

7(2.4) 0
5(1.7) 0

2 (0.7)

1(0.3)
2 (0.7)

Hyperglycemia

20 (6.8)

3(1.0) 4(1.4)

MedDRA, Medical Dictionary for Regulatory Activities; NR, not reported.

3Adverse events of special interest to enfortumab vedotin. Events represent listings by preferred term and are sponsor-specific query/customized medical queries or standard
MedDRA queries. Order of adverse events is as it appears in the Supplementary Appendix to the EV-301 primary publication (Powles, et al. N Engl/ J Med. 2021;384:1125-1135).
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1(0.3)

0

1(0.3)

Data cutoff date: July 30, 2021
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Treatment-related adverse _ Gr : _
event, n (%) Any 2 ) 4

Rash 1232 (44 QY 41 (12 Q)Y AR (1R 2) AR (14 R\ 102\ 28 (Q R\ 21 (7 2\ AR (2 1) 1 (03)

Severe cutaneous adverse WARNING: SERIOUS SKIN REACTIONS 2(0.7)

i Ol |
Peripheral neuropathy

::::g;’:bgﬁ;‘smpamy  Enfortumab vedotin can cause severe and fatal cutaneous adverse

Peripheral neuropathy motor reactions, including Stevens-Johnson syndrome (SJS) and Toxic
events Epidermal Necrolysis (TEN).
LS Immediately withhold enfortumab vedotin and consider referral for

Blurred vision . qe . .
Comeal disorders specialized care for suspected SJS or TEN or severe skin reactions.

Infusion-related reaction Permanently discontinue enfortumab vedotin in patients with
Systemic infusion-related confirmed SJS or TEN; or Grade 4 or recurrent Grade 3 skin

reaction event .
Local infusion-related reactions. (2.2), (5.1) (6.1)

reaction event
Infusion-site reaction 2 (0.7) 0 2(0.7) 0 NR NR 5(1.7) 4(1.4) 1(0.3)
Extravasation-site reaction 4 (1.4) 2(0.7) 2 (0.7) 0 NR NR 4(1.4) 2(0.7) 2 (0.7)
Hyperglycemia 20 (6.8) 3(1.0) 4(1.4) 12 (4.1) 0 1(0.3) 1(0.3) 0 1(0.3)

MedDRA, Medical Dictionary for Regulatory Activities; NR, not reported.
3Adverse events of special interest to enfortumab vedotin. Events represent listings by preferred term and are sponsor-specific query/customized medical queries or standard
MedDRA queries. Order of adverse events is as it appears in the Supplementary Appendix to the EV-301 primary publication (Powles, et al. N Engl J Med. 2021;384:1125-1135). Data cutoff date: JU|y 30, 2021
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See full prescribing information for complete boxed warning.




Metabolism of Enfortumab Vedotin

* Metabolite MMAE
* 17% recovered in feces over 1 week period
* 6% recovered in urine over 1 week period

* Dose reduction
« Renal impairment: No differences in AUC for mild-mod-severe
* no significant dose reductions
 Effect on end-stage renal disease/dialysis is unknown
* Liver impairment: Mild hepatic impairment 48% AUC increase in MMAE

« Mild hepatic impairment: bilirubin 1-1.5 x ULN with NL AST and ALT or
bilirubin < ULN and AST > ULN

* Frequency of 2 Grade 3 adverse reactions and deaths in moderate (Child-
Pugh B) or severe (Child-Pugh C)

« AVOID use in moderate-severe hepatic impairment FDA Package insert 12/2019

Genitourinary
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Monitoring Caveats
» Grade-3-4 hyperglycemia increase in greater BMI and higher HgbA1C

* HgbA1C = 8 excluded

« HOLD for:
e Glucose > 250 mg/dL
« Could be a sign of impaired clearance of MMAE
* Mechanism unknown

L] L]
L]
) O Aala a ATAIIaATa aAaalAa ajalNa AaYarajia a
w "EVAW o A AT Y W AW w

! aboli
* New Hypothesis: potent tubule stabilization resulting in decreased glucose

transport and muscle weakness resulting in decreased glucose utilization
and even rhabdomyolysis

» Peeling skin or bullous skin lesions
« May have more diffuse rash preceding this
* Grade 3 diarrhea

Genitourinary
Cancers Symposium
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Erdafitinib in Locally Advanced or Metastatic
Urothelial Carcinoma

Y. Loriot, A. Necchi, S.H. Park, ]J. Garcia-Donas, R. Huddart, E. Burgess,
M. Fleming, A. Rezazadeh, B. Mellado, S. Varlamov, M. Joshi, I. Duran,
S.T. Tagawa, Y. Zakharia, B. Zhong, K. Stuyckens, A. Santiago-Walker,

P. De Porre, A. O'Hagan, A. Avadhani, and A.O. Siefker-Radtke,
for the BLC2001 Study Group*

ABSTRACT

NEJM July 25, 2019.

> R ® Efficacy and safety of erdafitinib in patients with locally
advanced or metastatic urothelial carcinoma: long-term

follow-up of a phase 2 study

Arlene O Siefker-Radtke, Andrea Necchi, Se Hoon Park, Jests Garcla-Donas, Robert A Huddart, Earle F Burgess, Mark T Fleming,
Arash Rezazadeh Kalebasty, Begona Mellado, Sergei Varlamov, Monika Joshi, ignacio Duran, Scott T Tagawa, Yousef Zakharia, Sydney Akapame,

Ademi E Santiago-Walker, Manish Monga, Anne 0°Hagan, Yohann Loriot, on behalf of the BLC2001 Study Group*

The Lancet Oncology, February, 2022.



Erdafitinib Is a Potent FGFR Inhibitor

 Erdafitinib* is an oral pan-FGFR (1-4) inhibitor with
ICs5, in the single-digit nanomolar range’

 Erdafitinib is taken up by lysosomes, resulting in
sustained intracellular release, which may
contribute to its long-lasting activity’

 Erdafitinib has demonstrated promising activity in
patients with metastatic or unresectable UC and
other histologies (eg, cholangiocarcinoma) with
FGFR alterations?™

Abbreviation: 1Csg, drug concentration at which 50% of target enzyme activity is inhibited.

1. Perera TPS, et al. Mol Cancer Ther. 2017;16:1010-1020. 4. Loriot Y, et al. ASCO GU 2018. Abstract 411.
2. Tabernero J, et al. J Clin Oncol. 2015;33:3401-3408. 5. Siefker-Radtke A, et al. ASCO GU 2018. Abstract 450.
3. Soria J-C, et al. ESMO 2016. Abstract 781PD.
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Phase 2 BLC2001 Study Design

R
A . R
N , Primary end point
e g sceenine N 6 BN Regimen 1: 10 m/d for 7 days S _
metastatic or for FGFR M ST iRl 8 mg QD with PD
surgically fusions/ | . . X
unresectable mutations on Z Upt]trat]on to 9 mg QD Secondary end points
locally tissue by A Regimen 2: 6 mg QD — .
advanced UC central lab T — n=99 PFS, DoR, OS, safety, predictive
0] biomarker evaluation, and PK
N
Patients Primary hypothesis:
. . . . s . . RR in Regi is > 259
* Progression on = 1 line prior systemic chemo or within 12 months of (neo)adjuvant chemo 8 n d Zglm_en 918> A3
OR . ne-sided a = 0.025
« 85% power

« Chemo-naive: cisplatin ineligible per protocol criteria®

* Prior immunotherapy was allowed

aDose uptitration if > 5.5 mg/dL target serum phosphate not reached by Day 14 and if no TRAESs.
bineligibility for cisplatin: impaired renal function or peripheral neuropathy.

Abbreviations: DoR, duration of response; PD, pharmacodynamics; PFS, progression-free survival; PK, pharmacokinetics; QD, daily; TRAEs, treatment-related adverse events.
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Maximal Reduction From Baseline

-507

= Most Patients Receiving 8 mg QD Erdafitinib
Had Tumor Shrinkage

« 75/99 (76%) evaluable patients treated with
8 mg continuous erdafitinib had reduction in
the sum of target lesion diameters

B FGFR mutation [ FGFR fusion

ORR: 40%

-100—

Patient
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Erdafitinib — Long-term Outcomes

Med PFS: 5.5 mos

101(0) 67(2) 39(3) 26(3) 19(4) 14(4) 10(4) 8(5) 4(8)

T T T T T 1 U T T T 1

3 6 9 2 15 18 21 24 27 30 33
1(10) 1(10) 0(11)

Med OS: 11.3 mos

Participants (n=101)" A
Age, years 67 (61-73) 100
ECOG performance status
0 51(50%) —_
1 43(43%) & 80
2 7 (7%) %
~Diclicatment 2 607
Progressed or refapsed after 80 (88%) b
chemotherapy E 40
Chemotherapy-naive 12 (12%) ‘@
Previous immunotherapy 24 (24%) qé,
Number of lines of previous treatment & 209
0 10 (10%)
1 48 (48%) 0
2 28 (28%) 0
=3 15 (15%) Number at risk
Visceral metastases§ (number censored)
|__Present 78 (77%) |
Absent 23 (23%) B
Liver 20 (20%) 100+
Lung 57 (56%)
Bone 23 (23%) 80
Lymph node metastases only 9(9%) =
Other metastases§ 14 (14%) i:,
Haemoglobin concentration, g/dL .§ 60
=10 86 (85%) 2
<10 15 (15%) T 40
Primary tumour location 3
Upper tract 25 (25%) 204
Lower tract 76 (75%)
Creatinine clearance rate
[ <somiimin 53 (52%) | ° 0
=60 ml/min 48 (48%)
FGFR alteration
FGFR mutation present and fusion absent 70 (69%)
FGFR mutation absent and fusion present 25 (25%) (number censored)
FGFR mutation and fusion present 6(6%)

T T 1 1 T T U U 1

12 15 18 21 24 27 30 33 36

Time since start of treatment (months)

w -
o
(Yo

Numberat risk 101 (0) 90 (4) 76 (4) 60(5) 46 (6) 37(7) 33(7) 30(7) 28(7) 15(17) 8(22) 1(28) 0(29)

Siefker-Radtke et al. Lancet Onc, 2022



Erdafitinib — Most Common Treatment-Related AEs

Grade 1-2 Grade3 Grade 4 Grade 5*

* Majority of events were grade 1-2

All treatment-emergent adverse events 29 (29%) 58 (57%) 6(6%) 8(8%)

Hyperphosphatacmial 7706%) 2% O 0 » All grade 4 and 5 events were deemed
Stomatitis 46(21%)  14(14%) © 0 unrelated to erdafitinib by the investigator
Diarrhoea 51 (50%) 4 (4%) 0 0

Dry mouth B@sE) 0% 0 o » Few patients (N=16) discontinued due to
Decreased appetite 40 (40%) 11%) © 0 TRAESs

Dysgeusia 39 (39%) 2(2%) 0 0

Alopecia UM 0 6 B * Most events were treated by dose

Dry skin 4(34%) 0 0 0 holds/modification

Fatigue 31(31%) 2(2%) 0 0 . .

Caraaion MeEE) G o = * More hyperphosphatemia in the non-

Dry eye 27(7%)  1(1%)  0© 0 uptitrated group

Palmar-plantar erythrodysaesthesia syndrome 20 (20% % 0 0

mm'; x - lsfl,,.,:,) zfz,f . 202%) * CSR is a known class effect of inhibitors of
Anaemia 17 (17%) 5(5%) © 0 the MEK and MAPk pathways

Nausea 21 (21%) 1{1%) 0 0 .

Alanine aminotransferase increased 17 (17%) 2{(2%) 0 0 * 27 pat]ents developed CSR

i e T g « Most events occurred within first 3 mo
Paronychia 16 (16%) 3(3%) 0 0

Urinary tract infection 13 (13%) 5{5%) 0 0

Vision blurred 18 (18%) 0 0 0

Weight decreased 17 (17%) 1{1%) 0 0

Nail dystrophy 11 (11%) 6 (6%) 0 0

Siefker-Radtke et al. Lancet Onc, 2022
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Sacituzumab Govitecan

Humanized anti-Trop-2 antibody
« Directed toward Trop-2, an

Linker for SN-38 N :
epithelial antigen expressed on
« Hydrolyzable linker for % many solid cancers
payload release |
» High drug-to-antibody ' < SN-38 payload
ratio (7.6:1)

« SN-38 more potent
than parent compound,
irinotecan

 Humanized monoclonal antibody targeting Trop-2 expression
* Trop-2

« Epithelial antigen expressed on many solid cancers

» Expressed in ~ 83% of mUC patient samples; testing for expression not necessary
» “Payload” is SN-38, the active metabolite of irinotecan, inhibiting topoisomerase 1
» Payload is conjugated by a hydrolyzable linker



Sacituzumab Govitecan

A
100
% e i
g Zg * N=113, post-platinum and post-10
% |||II ______________________________________________________________________________ - SG 10 mg/kg d1, d8 q 3-wk
£ " [TTTTTTTPRI. S - * GCSF as clinically indicated
4= :;§: IIIIIIIIIIIIIII|||||J”||||I”””” . inically indi
5 SRl el e A RS e o il * ORR 27%
2 8] - Med PFS: 5.4 mo
B3 + Med 0S: 10.9 mo
* Toxicity
B - * Neutropenia >G3: 34%
0 -4 Censored
« Diarrhea >G3: 10%
0.8
E Median (95% CI): 10.9 (9.0 to 13.8) ° UGT1A hOmOZVgOUS/heterOZyQOUS
é s » Potential increased risk neutropenia,
5)‘- 0.4 1 pre-screening not required
0.2

T T T T T T T T T T T T T T T T T T T T T
0 1 . 3 4 5 6 7 4 8 9 10 11 12 13 14 15 16 17 18 19 20 21
Months

No. of patients:
At risk 113 107 103 91 82 77 72 70 66 60 51 39 28 22 17 13 9 6 5 3 O

Censored 0 1 1 3 3 3 4 5 7 9 11 21 30 33 36 40 43 45 47 48 50 Tagawa’ et a|_ JCO 2021



Sacituzumab Govitecan

TABLE 3. Most Common TRAESs of Any Grade (Observed in = 20% of Patients) orTRAEs Grade = 3 (Observed in = 5% of Patients) (N = 113)

Category Event All Grades (%) Grade 3 (%) Grade 4 (%)
Hematologic* Neutropenia 46 22 12
Leukopenia 25 12 5
Anemia 33 14 0
Lymphopenia 11 5 2
Febrile neutropenia 10 7 3
Gl Diarrhea 65 9 1
Nausea 60 4 0
Vomiting 30 1 0
General disorders and administrative site conditions Fatigue 52 - 0
Skin and subcutaneous tissue Alopecia 47 0 0
Metabolism and nutrition Decreased appetite 36 3 0
Infections and infestations Urinary tract infection 8 6 0

Abbreviation: TRAES, treatment-related adverse events.
“Neutrophil count decreased, WBC count decreased, lymphocyte count decreased, and hemoglobin decreased have been recoded to neutropenia,
leukopenia, lymphopenia, and anemia, respectively, for summary purposes.

Tagawa, et al. JCO 2021






Disitamab Vedotin: HER2

RC48 binds to
-—< Attachment site Linker
RC48-HER2 complex Q\ "=
cnldrcusedur is internalized . },‘
Antibody Linker Payload o %)
o
* Newly screened HER2 * Cleavable: A cathepsin cleavable * MMAE: A potent antimitotic MMAE is released - L % o
monoclonalantibody valine—citrulline (VC) linker enables drug derived from peptides . N '
i ‘Differentantiasn an easier release of payload postto occurring in marine shell- , ! \ ¥ /7
g 62 the endocytosis less molluscdolabella MMAE binds tubulin o °\ \\*
recognition regions, T \ 0
and preferable Bystander Effect: Payload promotes SUDCHIATI CARSS COMSIATND - o
affinity compared potent cell killing upon initial release * Inhibits cell division by i " MMAE inhibits
with trastuzumab of the ADC and has the ability to kill blocking the polymerisation ) ~ Tubulin polymerization
surrounding tumor cells of tubulin - . ' Apoptosis

Sheng, et al, ASCO 2022



Disitamab Vedotin: HER2

Target Lesion Change from Baseline

m  HER2 IHC2+, FISH unknown
m HER2IHC2+&FISHor IHC3+
m HER2 IHC2+&FISH

LU

2
3
3
§
5
2
¢
&

cORR=50.5% (54/107)
medOS 14 mo.

Patients were enrolled between December 28, 2017 and September 4, 2020
Data cut off : 04-Sep-2021

Subgroup Analysis for cORR

Subgroups

cORR (%, 95% Cl)

HER2 status
IHC2+FISH+ or IHC3+ (n=45)
IHC2+FISH- (n=53)
metastasis site
Visceral Metastasis (n=97)

Metastasis to Liver (n=48)

Prior therapies
Post PD1/PDL1 Treatments (n=27)
Post 1 line of Chemotherapy (n=38)

Post 22 Lines of Chemotherapy (n=69)

62.2% (46.5%, 76.2%)
39.6% (26.5%, 54.0%)

51.5% (41.2%, 61.8%)
52.1% (37.2%, 66.7%)

55.6% (35.3%, 74.5%)
50.0% (33.4%, 66.6%)

50.7% (38.4%, 63.0%)

Sheng, et al, ASCO 2022



Conclusions:

* Multiple new agents
* ADC
* TKI

e Clinical activity

* Enfortumab Vedotin and Erdafitinib (~40% ORR) > Sacituzumab Govitecan
(~27% ORR) - currently FDA approved!

* Or is this an effect of more prior treatment in SG?
* Disitamab Vedotin: see what the future holds
* Each have their specific toxicities
« Enfortumab Vedotin: watch closely in cirrhosis/fatty liver
* Erdafitinib: Watch for CSR
« Sacituzumab Govitecan: Neutropenia and diarrhea
» Advocate for routine use of GCSF






Beyond The Guidelines: Urologic Oncology
Investigators Provide Perspectives on the

Optimal Management of Prostate Cancer

Part 2 of a 2-Part CME Satellite Symposium Series Held in Conjunction
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Thank you for joining us!

Please take a moment to complete the survey
currently up on Zoom. Your feedback is very important
to us. The survey will remain open up to 5 minutes
after the meeting ends.

In-person attendees can use the networked iPads® to
claim CME credit.

CME credit information will be emailed to each
participant within 3 to 5 business days.




