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DEFINITION OF HIGH RISK
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International Bladder Cancer Group Risk Categories -

Risk Category Tumor Characteristics Outcomes

Ta low grade (LG):
Solitary, primary, <3cm

Low Risk Low risk of recurrence/progression

Anything that falls between

: . . Recurrence is main concern
low risk and high risk

Intermediate Risk

Any HG (Ta, Tz, CIS)

High Risk Fuy T

Progression is main concern

High Risk: 30% progression, ~75% recurrence
Low Risk: < 5% progression, ~45% recurrence

Journal of Clinical Oncology®
"An American Society of Clinical Oncology Journal
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WHAT IS THE STANDARD OF CARE FOR HIGH RISK
NMIBC?
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EUROFEAMN UROLOGY 65

(2014) 267-269

available at www.sciencedirect.com
journal homepage: www.europeanurology.com
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European Association of Urology

Myths and Mysteries Surrounding Bacillus Calmette-Guerin

Therapy for Bladder Cancer

Ashish M. Kamat °, Sima Porten

Department of Urology, The University of Texas MD. Anderson Cancer Center, Houston, TX, USA
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BCG Maintenance: Not Created Equal
Only SWOG protocol shows clear benefit

A
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Global recurrence
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Tumor recurrence, %

30

20

10

M. Ta, T1.
M. CIS
I.CIS
|. Ta, T1 -
n = 385, 3 instillation every 3-6 mo

M, TaT1, 3-wk maintenance BCG

M,CIS, 3-wk maintenance BCG

I, CIS, 6-wk induction BCG

I, TaT1, 6-wk induction BCG

1 2 3 4 5 6 74 8 9

Years

Kamat & Porten, Eur Urol, 2014
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EORTC30962 — Full Dose vs Low Dose, 1 yrvs 3 yr

% recurrence

100 -
90 -
80 -
70 -
60
50 4
40 4
30 4
20 -
10 -

Four groups (5 year Disease Free Rates)

1year @ full dose: 58.8%

3year @ 1/3™ dose: 62.6%
3year @ full dose: 64.2%

Overall Wald test: p = 0.09 (df = 3)

0
0

O N
166 341
145 339
145 337
131 338

I 1 I

2 4 6 8 10
No. of patients at risk :
185 131 77 45 17
193 137 86 42 13
196 153 95 45 19
200 157 102 54 14

 Yr
12

BCG treatment
— 1/3 dose -1yr
Fulldose - 1yr
— 1/3 dose - 3yr
— Fulldose - 3yr

Oddens et al, Eur Urol, 2013
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Contemporary Outcomes of Patients
with Nonmuscle-Invasive Bladder Cancer Treated with bacillus
Calmette-Gueérin: Implications for Clinical Trial Design

Justin T. Matulay @, Roy
H. Barton Grossman, Ne

Cumulative Survival

1.0

0.8

0.6

0.4

0.2

0.0

Progression Free Survival — EAU Risk Groups

1. Kamat© §,%

I Intermediate

Time (mos)

B High
Table 2. Survival analysis based on Kaplan-Meier estimates at 1, 3 and 5-year time points
RFS-HG PES CFS
TYr 3Yrs 5Yrs 1Yr 3Y¥rs 5VYrs TYr  3Yrs 5Y¥rs
% Overall 81 76 74 | 97 93 92 | 9% 89 86
% EAU risk group:
Intermediate 95 92 86 100 100 100 98 96 90
0 High 80 74 72 96 92 9 95 88 86

Matulay...Kamat, J Urol, 2021
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INTERNATIONA
BLADDER CANCER
GROUP

BCG Naive

* (+very late relapse)

BCG Exposed

* Induction only (Ta, CIS)
e Late Relapse

BCG Unresponsive

e Refractory
e Early Relapse

N N

2

12
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INTERNATIONAL

@@/ g:igganR CANCER
Yé N
BCG Exposed BCG Unresponsive
* Induction only (Ta, CIS) e Refractory
e Late Relapse * Early Relapse

. AN >/
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RTGel formulation Drug Alone

On instillation

First voiding
post instillation

6 hours
post instillation

With RTGel f jons, the drug therapeutic
concentration in the tissue is kept for longer duration

freatment algorithm based on
continuous local delivery

Ureter

Bladder Peritoneum

v

Detrusor
muscle

Urethra
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Sequential Intravesical Gemcitabine and Docetaxel for BCG
Naive High Risk Bladder Cancer

Retrospective review of patients with BCG naive, high-risk
NMIBC on a Gem/Doce regimen

e L 10+

15

High Grade Bladder Recurrence-Free Survival

107 patients TURBT 6 weekly intravesical treatments
47 55 B 4+ F 08
Carcinoma T1 stage 1gm 37.5mg
in situ (€] Doce
,@ Surveillance carried out over 2 years
0.6

Measured outcomes and their results

041 HG RFS at 24 months = 84%

Proportion High-Grade Recurrence-Free

Patient-reported Intolerance 2-Year Cancer 2-Year
adverse events recurrence-free progression cancer-specific :
survival events E M e d Ian f/ ul 5 mont h S
] 0.2+
@ °
- 0.0
Atrisk| 107 79 56 38 27 17 12 9 7 5] 5
(Including 1 (Patients did not (High-grade X ' ' ' ' y ' ' ' ! '
Grade 3 event) complete full recurrence-free 0 6 12 18 24 30 36 42 48 >4 60
induction) survival: 84%) Months

McElree et al, J Urol, 2022
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BRIDGE: A Randomized Phase Ill Trial of Intravesical BCG veRsus
Intravesical Docetaxel and GEmcitabine in BCG Naive NMIBC

GEMDOCE
Randomization 1:1 |6 weekly cycles -
Key Eligibility o Non -
1) High Grade NMIBC s el iy Endat: Infer|or|ty
PG, S He ) ® —» Event Free Survival De5|gn W/
2) No Prior BCG (EFS) Pri
3) No history of prostatic » O Elciy e rimary
> ee cles .
urethral or upper tract Stratified by : ¥ Endpoint:
urothelial Ca with SWOG
8 s 11 Protocol Event Free
B} Pure Papillary C) Mixed Maintenance .
Survival
(EFS)
Gemcitabine 2g in sodium chloride 0.9 % 102.6 mL
Docetaxel 40g in sodium chloride 0.9 % 54 mL EFS: Defined as the time from randomization to
BCG 50 mg in sodium chloride 0.9 % 50 mi high grade recurrence in the bladder (CIS, HgTa,
HGT1 or HGT2), progression of disease, or death,
SWOG Protocol BCG Maintenance: 3 weekly whichever occurs first.

instillations 3,6,12,18,24 30,36 months after
imitial inducticn course

==ECOG-ACRIN

cancer research group Pl: Max Kates & Angie Smith
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INTERNATIONAL
BLADDER CANCER
GROUP

BCG Naive

e (+very late relapse)

BCG Unresponsive

e Refractory
e Early Relapse

17
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Anti PD1/PDL-1 Studies

POTOMAC

High risk NMIBC:

1. AnyHG

2. AnyTl

3. Lowgrade Taif
>3cm + recurrent
+ multifocal

No prior BCG therapy

[~ - =zco=> 5]

BCG Induction +

Maintenance
(24 months)

BCG
Induct’n/Maint’nce

+
Durvalumab

BCG
Induction only
+

Durvalumab

Similar Trials:
e ALBAN - atezolizumab
* CREST -sasanlimab (subq)

* KN676 - pembrolizumab*
(also in BCG exposed)

1° endpoint: DFS
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Anti PD1/PDL-1 Studies

BCG Induction +
POTOMAC Maintenance
(24 months)
High risk NMIBC: R
1. AnyHG . o
2. AnyTl . ° Induct’n/Maint’nce . .
3. Low grade Ta if 0 . 1° endpoint: DFS
>3cm Results continually being delayed
+ mul :
No prig'rua events occurring much slower than expected?
|

BCG
Induction only
+

Durvalumab
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INTERMATIONAL
: BLADDER CANCER
. |cGroup

4 N
BCG Naive BCG Exposed
e (+very late relapse) * Induction only (Ta, CIS)
e Late Relapse

\ AN by
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Definitions, End Points, and Clinical Trial Designs for
Non—Muscle-Invasive Bladder Cancer: Recommendations
From the International Bladder Cancer Group

Ashish M. Kamat, Richard J. Sylvester, Andreas Bohle, Joan Palou, Donald L. Lamm, Maurizio Brausi,

Mark Soloways Rej Persad, Roge Bucey, Marc Colombel, and 1. Alfed Wit
BCG-Unresponsive
o Nonmuscle Invasive Bladder
Short Communication Cancer: Developing Drugs
Clarification of Bladder Cancer Disd and Blologics for Treatment

States Following Treatment of Patier .
with Intravesical BCG Guidance for Industry

GU ASCO Panel: Lerner, Dinney, Kamat, Bivalacqua,
Nielsen, O’'Donnell, Schoenberg, Steinberg
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Treatment

Stage/ grade
of recurrence

Time to event

Disease state

BCG induction only

|

|

NMIBC recurrence after BCG treatment

Adequate BCG

High grade High grade CIS

T1 Ta/T1
3 mo after <6 mo after <12 mo after
start of BCG |ast dose BCG last dose BCG

}

'

}

BCG unresponsive

Kamat et al, JCO, 2016; Lerner et al, Bladder
Cancer, 2016; FDA Document, 2018

Inadequate BCG

Adequate BCG therapy defined as:
at least 5 of 6 doses of iBCG

+ at least 2 additional doses of mMBCG

I TERNATION

BLADDER
GROUP

1AL
CANCER

Roumiguié M, Eur Uro 2021, IBCG Consensus Statement, 2021
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AUA Guidelines

Role of Cystectomy in NMIBC

29. In a high-risk patient with persistent or recurrent disease within one year following treatment with two
induction cycles of BCG or BCG maintenance, a clinician should offer radical cystectomy. (Moderate
Recommendation; Evidence Strength: Grade C)

https://www.auanet.org/education/guidelines/non-muscle-invasive-bladder-cancer.cfm
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Options for Patients with NMIBC

= | s 2

INTRAVESICAL ENHANCED VACCINES GENE THERAPY
CHEMOTHERAPY DRUG DELIVERY

) & A ke

IMMUNOTHERAPY TARGETED RADIATION OTHER
THERAPY

M @UroDocAsh

NTERNATIONAL
BLADDER CANCER
GROUP
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Options for Patients with NMIBC

Systemic

) ©) A ke

IMMUNOTHERAPY TARGETED RADIATION OTHER
THERAPY *(PDT IS INTRAVESICAL)
INTERNATIONAL
M @UroDocAsh e



Pembrolizumab monotherapy for the treatment of high-risk
non-muscle-invasive bladder cancer unresponsive to BCG

Patients . .
Evaluations with Primary End Points

* HR NMIBC patients unresponsive to cystoscopy, cytology, * * CR (absence of HR
BCG who refuse or are ineligible for biopsy Q:.z\lN X2y th’en NMIBC) in Cohort A
'/

cystectomy : Q24W % 2 y and once * DFSin CohortB
* Patients with papillary disease must Pembrolizumab yearly thereafter

have fully resected disease at study 200 mg Q3W and
entry

Secondary End Points

CT urogram Q24W x2yor [RSNCIEEEIELY
e more frequently as disease — high-risk or
* Cohort A (n =130): CIS with or with clinically indicated low-risk NMIBC) in

out papillary disease cohort A
(high-grade Ta or T1) * DORin cohort A
* Safety/tolerability

» Cohort B (n = 130): papillary disease

(high-grade Ta or any T1) without Continue assessments .and
CIS pembrolizumab until

recurrence of high-risk
NMIBC, PD, or
24 months of treatment
complete

If HR NMIBC present at any assessment Discontinue treatment; enter
———————————————————————————— - survival follow-up

If no persistence or recurrence of HR NMIBC at any assessment

Lancet Oncology, May 25, 2021



Pembrolizumab monotherapy for the treatment of high-risk
non-muscle-invasive bladder cancer unresponsive to BCG
(KEYNOTE-057): an open-label, single-arm, multicentre,

Characteristic N=96 Characteristic N=97
Median age, years (range) 73 (44-92) Median prior BCG instillations, n (range) 12.0 (7.0-45.0)
<65 30(31.3) Tumor pattern at study entry, n (%)
>65 to <75 24 (25.0) CIS with T2 12 (12.5)
>75 to <85 33 (34-4) CIS with high-grade Ta 24 (25.0)
>85 9(9.3) CIS alone 60 (62.5)
Male, n (%) 81 (84.4) PD-L1 status, n (%)
Female, n (%) 15 (15.6) CPS =10 35(36.5)
Race, n (%) CPS <10 56 (58.3)
White 64 (66.7) Not evaluable 5(5.2)
Asian 26 (27.1) Reason prior cystectomy not performed, n (%)
Missing 6(6.3) Declined 91 (94.8)
ECOGPS, n (%) Ineligible 5(5.2)
Y 70 (72.9)

1 26 (27.1)

Lancet Oncology, May 25, 2021
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Pembrolizumab for BCG Unresponsive CIS

N=96

Best response n (%) 95% Cl
CR 39 (40.6) 30.7, 51.1

100 -

g — Pembrolizum

s 80 | Censored

&

% 60

s

B

.2 40 ] 1 1l Ll | 1 |

2 : :

E 20 - Median CR duration, 16.2 (0.0+ - 36.2+)

£ mo (range)

x

0

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
At risk, n Time, months
Pembrolizumab 42 39 35 30 21 20 17 15 13 8 5 3 2 1 0 0 0

CR, complete response. 21 month = 30.4367 days. PMonth o = time point when initial CR was achieved. Balarl Kamat et al: Lancet OnCOIOgyl 2021
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Options for Patients with NMIBC

= | s 2

INTRAVESICAL ENHANCED VACCINES GENE THERAPY
CHEMOTHERAPY DRUG DELIVERY (BCG ++)

Intravesical

INTERNATIONAL

M @UroDocAsh BLADDER CANCER
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Multi-Institution Evaluation of Sequential Gemcitabine and @Cmmrk
Docetaxel as Rescue Therapy for Nonmuscle Invasive
Bladder Cancer

1.0 Any CIS HG Pap |
0.8
High grade Papillary alone: 58% HG-RFS at 2 years
bladder fE |
recurrence- '
free survival o —LH
for BCG ' . , —
Unresponsive Any CIS: 50% HG-RFS at 2 years
cases 0.2
0.0 v
Any CIS | 71 46 29 18 10 [i] . | k| 3 2 1]
HG Pap | 34 26 16 10 4 3 2 2 2 | 0
T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60

Months

Steinberg, Kamat, O'Donnell et al, J Urol, May 2020
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a novel drug delivery system for sustained,
local release of gemcitabine in the bladder

—

Bladder

Ureter

"/

Peritoneum

Bladder

v

& TAR-200 inserter

Detrusor
muscle

\NMIBC tumor

Urethra
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SunRISe-1 is an Ongoing Phase 2b Randomized,

Open-label Study

TAR-200 + cetrelimab® . .
Primary end point

L P ——

« Age>18y
. Egtﬁﬁlgétzcagsc?n_ﬁ;med Key secondary end points
with or ;
without papillary TAR-200 alone TAR-200 dosing: guratlltl]n of !'eslponse
disease) Cohort 2 (N=80) -2( osing: - Overall surviva
« ECOG performance Q3W (|ndwe”|ng) = Safety
status 0-2, for first 24 weeks; - Tolerability
. Ungesp;:nswg to BFECGLZ CetrelimabP alone ‘= then Q12W through
and not receiving Cohort 3 (N=50) i Week 96 Imaging (Evziggg;vgigirgormed at
Primary end point
- DFSrate
- vy

NCTO4640623

« Complete response is determined by cystoscopy, central cytology, and central pathology at Weeks 24 and 48

» Here we report updated results from the TAR-200 monotherapy cohort (Cohort 2) of SunRISe-1

Presented at the 2023 ESMO Congress; October 20-24, 2023; Madrid, Spain.
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CR Rate in Patients With HR NMIBC CIS (Cohort 2)

Overall CR Rate, %

100 -

80.0%
(95% Cl, 61.4-92.3)

76.7%
(95% Cl, 57.7-90.1)

[os]
(=]

(o)}
o
1

N
o
L

[
o
1

Centrally assessed Investigator assessed

(N=30)b<

CRis based on cystoscopy and centrally assessed urine cytology and
biopsy at Weeks 24 and 48°¢

=54)

Patients (N

Treatment Duration and Response to TAR-200 Monotherapy

A

Y
A

>
>

v

v,"‘

Y|
v

Median DOR has not been reached
Median follow-up in responders was 48 weeks (range, 12-121)

vy
'Y

Kaplan-Meier estimates for DOR rate:
93% (95% Cl, 61-99) at 6 months
s 849% (95% Cl, 49-96) at 12 months

V| m—-— ———e
v
v

v

Response
= CR
= Non-CR

AAA LS 2

On treatment
» Treatment ongoing
4 Completed treatment

vy

T T T T T T T
12 15 18 21 24 27
Months

[
o -
[¥s)

Necchi et al, ESMO23
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CR Rate in Patients With HR NMIBC CIS (Cohort 2)

1999 0 80.0% £
o 76.7% Data from AUA23
3': 20 (95% CI, 57.7-90.1) (95% Cl, 61.4-92.3)
Q
=
g - Overall CR Rate
o 100 -
o (95% Cl, 49.8-89.3)
E 80 -
g 20 - o
o 2 60 4
)
0 1 - 38.1%
Centrally assessed Investigator assessed o 40 - (95% Cl, 18.1-61.6)
(N=30)b< (N=30)b< o
20 -
* CRisbased on cystoscopy and centrally assessed urine cytology and
biopsy at Weeks 24 and 48°¢ 0 -
TAR-200 Cetrelimab
(n=22)2 (n=21)2

Necchi et al, ESMO23
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SunRISe-1 is an Ongoing Phase 2b Randomized,

Open-label Study

Primary end point
Population: y P
« Age>18y

- Histologically confirmed

Key secondary end points
HR NMIBC CIS (with or y ry P

Duration of response

without papillary TAR-200 alone A '
e Cohort 2 (N=80) TAR-200 dDSI'ng. - Overall survival
« ECOG performance Q3W (|ndwe”|ng) = Safety
status 0-2, for first 24 weeks; - Tolerability
- Unresponsive to BCG'?2 then Q12W through
and not receiving RC Week 96 Imaging (CT/MRI) was performed at
Weeks 24 and 48
Population: { H
- Age>18y R TAR-200 alone ! Primary end point
- HR NMIBC papillary g Cohort 4 (N=50) ! - DFSrate
disease only (no CIS) . AN Y,
NCT04640623

« Complete response is determined by cystoscopy, central cytology, and central pathology at Weeks 24 and 48

» Here we report updated results from the TAR-200 monotherapy cohort (Cohort 2) of SunRISe-1

Presented at the 2023 ESMO Congress; October 20-24, 2023; Madrid, Spain.
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(nadofaragene firadenovec)

Wil New  Virsl
OHA  Gene  ONA

e i'
Modified DNA injected

rAd-IFN in Syn3

Protein active in
transfected cells

—

L — Lumen of bladder

U.S. National Libran A NECIITY

Cl
rAd-IFN Adenovirus ]

SCH 721015 Adenovirus particles on bladder E‘pithe"um
/ and within vesicles using Syn3
23 aa leader 165aa  Mature IFN o2b Re I ea Sed i nto
Syn3* . .
. SN & microenvironment
H H
- ° OHO o o
OH HOHzC’ oH
HO
HO

OH

*US Pat. No. 6,392,069
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Nadofaragene Firadenovec: Phase 3, Multi-Center, Open-Label
Study

Carcinomain situ High-grade TaorT1 All patients
cohort (n=103) cohort (n=48) (n=151)

Patients with complete 55(53-4%; 43-3-63-3)  35(72-9%;58-2-847) 90(59-6%; 51-3-67-5)
response at month 3*
Duration of complete 9-69 (9-1/-NE) 12-35 (6-67-NE) 7-31(5-68-11-93)

responset or high-grade
recurrence-free survivalt,
months

Patients who were free from high-grade recurrence

Month 6 42 (40-8%;31-2-50-9) 30 (62:5%; 47-4-76:0) 72 (47-7%; 39-5-56-0)
Month 9 36 (35:0%; 25-8-45-0) 28 (58:3%;432-72-4) 64 (42-4%; 34-4-507)
Month 12 25 (24-3%; 16-4-337)  21(43-8%;29-5-58-8) 46 (30-5%; 23-2-38-5)

Median duration of HG-RFS was 12.35 months (95% Cl: 6.67, NE) in patients with papillary disease
Progression to 2 MIBC in 8 (5.3%) patients

Boorjan SA, Lancet Oncology, 2021
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N-803 Mechanism of Action: novel IL-15 Superagonist
Fusion Protein Upregulates Natural Killer (NK) & T Cells

Macrophages
N-803 IL-15 Superagonist Antibody Cytokine Fusion
Protein cpes
Cytokine 40 O
(IL-15N72D)

Cytokine Fusion
(IL-15Ra)

IL-15N72D

Antibody (lgG1Fc)
Increases Half-Life (FcRn
Receptor) & Increases Homing

IL-15N72D and IgG1 Fe target, B
activate and proliferate endogenous
killing cells NK, CD8* T Cells without

inducing T Reg stimulation

IL-15Ra

ﬁ‘if%

Antibody (IgG1 Fc)

IL-15N72D /___.,,l;
(Mutant IL-15 with i

Stronger Binding)

IL-2Rp ye

4 cDs* TCe

g

./'/ i B
S
& 4 \\'
& / NK Cell \\I
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IL-15 Superagonist: NAI (Nogapendekin alfa inbakicept, N-803)

A Time to Complete Response and Duration of Complete Response

Key Efficacy Results

A — o —-
A% =
i =
= = o
— = 71% 26.6
o ad = _
a i . CR Rate Months Median
u = A * . :
9 a i AtAny Time Duration of CR
W A x — »
k> = : %
E- ‘A‘ 2, e o o
§ A 62% 53%
_E A . ™
s rY : s " ™ 4 Complete response 71% (58/82) 12 Months 24 Months
2 - - '3 Ongoing responses (n=28): Complete Response Complete Response
-% “a 3 —= Ongoing response, still on study (n=21)
a . . =, f —=eo Completed 24-month study and not continued on study (n=7) 0
‘a :3 ¢ Recurrent high-grade NMIBC (n=25) 90 A) 890A)
*: ."_.F Discontinued (withdrew, death unrelated to treatment, et
. lost to follow-up, received other therapy) (n=5) e Cystectomy Free
| | | T | | | | | | \ In Responders At 24 Months
0 3 6 9 12 15 18 21 24 27 30 33 36

Time Since First Dose of Study Drug (months)

Chamie et al, NEJM Evidence, 2022

40
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Oncolytic Adenovirus (CG0070)

TARGETING AND DESTROYING
OF CANCER CELLS ~

CG0070 CG0070

' -c-“.f.. : Sy )
& O b 8 * >

- :\?,: ( .

(#

<
n r~ 20

STIMULATION OF ANTI-TUMOR
IMMUNE RESPONSE

CGO0070 is a serotype 5 adenovirus
engineered to express GM-CSF and
replicate in cells with mutated or deficient
RB

¢
- w A
€G0070 y /-.“#? b
S ) o8 A
h (

BOND-003; Phase lll; single-arm
N=110 w/ Cis

Primary Endpoint->CR @ 12 mo
Mandatory Bx @ 12 mo
Recruiting

Study Administration Schedule:

INDUCTION  INDUCTION 2 MAINTENANCE / FoLLOW-UP

Mont 0 3 s s 12 15 18 21
-‘ +
NSTILLATION ‘[[]H ][] ‘{[ | [ [[{ {{
123456 123 123 123 123 123
Screening & for Non- Mandatory Last Course
Biopsy responders Biopsy

atmonth 3
th 3 every 3 months for Ist ye:
nths for first 2 years;

every 6 months for 2nd year
e-directed biopsy at month 12
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SUO23: First Results from BOND-003 Study

CGooyo as MONOTHERAPY for BCG-Unresponsive NMIBC (CIS+/-Ta/T1)

First Results From BOND-003: 76% CR at Any Time
74.4% of Responders Maintained Response = 6 Months

CR at Any Time CR Lasting 2 6 Mo

75.7% 74.4% Cretostimogene Monotherapy
% % 859 % o% - 862 R Evaluati -
(95% Cl, 63% - 85%) (95% Cl, 58% - 86%) esponse Evaluation X Confidence Interval
%, (n/N) (o)

Complete Response

Complete Response, Any Time 75.7% (50/66) 95% Cl: 63% - 85%
Complete Response, 3 Months 68.2% (45/66) 95% Cl: 55% - 79%
Complete Response, 6 Months 63.6% (42/66) 95% Cl: 51% - 75%

Duration of Complete Response

Duration of Response > 3 Months 84.0% (42/50) 95% Cl: 70% - 92%

1
Duration of Response > 6 Months 74.4% (32/43) 95% Cl: 58% - 86%
Cretostimogene Cretostimogene

(n=66) (n=43)!

Efficacy data cutoff as of October 5, 2023.
1. Seven patients yet to reach minimum duration of response evaluation and not included in durable CR lasting = 6 months assessment.

MARK TYSON, EDWARD UCHIO, JONG-KIL NAM, DONALD LAMM, NEAL SHORE, WASSIM KASSOUF, GARY STEINBERG,
PETER BLACK, HIROSHI KITAMURA, ASHISH M. KAMAT, JAMES BURKE, TRINITY J. BIVALACQUA, & ROGER LI Presented: Mark Tyson, MD, SUO2023
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EAU23: Preliminary Data in COREx1 Study

CGoo7y0 + Pembrolizumab Combo for BCG-Unresponsive NMIBC
Design: Single-arm, intravesical (IVe) CGoo7o + IV pembrolizumab

1

2

3

4

5

6

7

) OvVERALL CR RATE:

o 88% (28/32)
g; CR Rate at é Months:
24 88% (23/26)
15 | N >
26 IS . B > CR Rate at 9 Months:
T ——— 8% (18/21)

It CR RATE AT 12 MONTHS:

2 73% (11/15)

NN
@ N

N
I

» Complete Response Ongoing

B Complete Response

B Non-Response

B Discontfinued Study Tx
Re-Induction after Non-Response

W W W NN NNN
=S w® N oo

) ; o 5 % )
Complete Response Check Points (months) — Data cut off Oct. 10, 2022



TAR-210 Is a Novel Drug Delivery System Designed to Provide Local

Targeted Therapy for Patients With Bladder Cancer

TAR-210 is designed to provide local, sustained
release of erdafitinib within the bladder for
3 months while limiting systemic toxicities

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

FGFR, fibroblast growth factor receptor; HR, high risk; IR, intermediate risk; mUC, metastatic urothelial carcinoma; NMIBC, non-muscle-invasive bladder cancer.

1.HernandezS, et al. J Clin Oncol. 2008;24:3664-3671; 2. Knowles MA, Hurst CD. Nat Rev Cancer. 2014;15:25-41; 3. Khalid S, et al. Eur Urol Open Sci. 2020;21:61-68; 4. BALVERSA® (erdafitinib) [package insert].
Horsham, PA: Janssen Products, LP; 2023; 5. Perera TPS, et al. Mol Cancer Ther. 2017;16:1010-1020; 6. Loriot Y, et al. N Engl | Med. 2019;381:338-348; 7. Siefker-Radtke AO, et al. Lancet Oncol. 2022;23:248-258;
8. Loriot Y, et al. / Clin Oncol. 2023;41(Suppl 17):LBA4619; 9. Daneshmand S, et al. / Clin Oncol. 2023;41(Supp! 6):504; 10. Catto JWF, et al. / Clin Oncol. 2023;41(Suppl 6):503; 11. Catto JWF, et al. ESMO, 2023.




TAR-210 Activity in HR NMIBC (Cohort 1):

82% Are Recurrence Free

Cohort 1 FGFR-altered HR NMIBC (N=16)

C ® > B TAR-210-D (n=7)
. - > B TAR-210-B (n=9)
- >
. > Response
o8 < Recurrence free
5% Median duration of treatment exposure ® Recurrence
with
) > TAR-210-D, 4.3 montbhs (range, 2-9
= " " > ( =5 ) > Treatment ongoing
-g > > Treatment
g . discontinuation
T Treatment
O > m completed
< lg Follow-up period
>
>
> Median duration of treatment exposure
> with TAR-210-B, 3.7 months (range, 2-12)
T T T T T
90 18 27 36 45
0

Tredtment duratidn in days 0

Cl, confidence interval; NE, non-estimable.

® Patient characteristics (N=16):

— Median age was 73.5 years (range, 62-
90)

— 75% were male

—75% and 25% had tumor stage Ta and
T1, respectively

— 44% had multiple tumors

—100% had prior BCG

® In 11 patients with a response
assessment, 9 were recurrence free
(recurrence-free rate, 82%)

— First response assessment was at
3 months

®* Median recurrence-free survival was
NE (95% Cl, 2.96 months-NE)
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A First-In-Human Trial of Intravesical Enfortumab Vedotin (EV) in
Patients with NMIBC: Interim Results of a Phase 1 Study (EV-104)

Propesed mechanism of action Preliminary Efficacy of Intravesical EV
ENFO RTUMAB VEDOT'N ‘ of an antibody—drug conjugate ry y

directed to Nectin-4*

At Mactind

Overall
response

I Dose escalation: EV 125 mg

I Dose esclation: EV 250 mg Persistent
™ Off treatment: Completed treatment disease
EH Off treatment: Persistent disease

4 Complete response
¢ Persistent disease NE
»  Subsequent anticancer therapy

menoclonal antibody
(— Protesamclaovsie
» et Activated T cel
L #— Manomathy
uristtin E Tumer  TCR
(MMAE) anﬂgen\ ‘
Direct cytotoxicity N M Immunogenic cell :’ﬁ"
Endopli v death (ICD)* c
reticulum stress -~
[} &niigen binding EJMMAE released £
Complex T " o
"'"“\ L _ BTN Tumor antigens P b ‘g
Bca cych ana immune- N,
lzﬂm = n Microtubule e sauingSmS oS 3
wﬂm at = - - amtigen [}
3 . i Y M — o
“H» . ¥ ' & class 11 =
. 4 2 8
Tumor cell 4
3 irect umer APC
cell apoptosis 4 6
' b Y . =
T ‘ . —MMAE
” .. Induction Response
Adjacent g phase assessment
Bystander affect . " 40 (6 weeks) (at 3 montns)
e 3 T
APC: antige ol mee: . line-citrulline: complex; TCR: T-cell receptar 0 3

*Addiional mechanisms of sction and thelr patential to complement the direct cytetowdcity of enfertumab vedotin are unknown.

Maintenence phase
(3-12 months)

6 9 12
Months

Kamat et al, ASCO 2023
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Figure. CR-High-Grade Recurrence-Free Survival (HG-RFS) for Approved and Selected Investigational Agents
for BCG-Unresponsive NMIBC

|A] CR/HG-RFS at 3 mo |B| CR/HG-RFS at 12 mo
Study Historical IBCG Study IBCG
Valrubicin E E Valrubicin E
as = as -—
HG Ta/T1 i i HG Ta/T1 |
Gem/doce i i Gem/doce i
cls _ cls ; _
HG Ta/T1 ; i —a HG Ta/T1 i _—
Pembrolizumab i i Pembrolizumab i
cis P cis ——
HG Ta/T1 i | HG Ta/T1 |
Nadofaragene i i Nadofaragene i
as ; — cis —t
HG Ta/T1 i o HG Ta/T1 .
N-803 +BCG N-803 +BCG
cls 5 —_— clIs | —=
HG Ta/T1 HG Ta/T1 .
0 02 04 06 08 10 0 00 04 06 08 10
CR/HG-RFS (95% Cl) CR/HG-RFS (95% Cl)

Hwang, JAMA Oncology, 2023
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When to consider Radical Cystectomy in NMIBC

BCG UNRESPONSIVE
HR NMIBC

LYMPHOVASCULAR
INVASION

HisTOLOGIC
SUBTYPES (EG
MICROPAPILLARY)

OTHER:
T1HG + CIS
PROSTATIC URETHRA
T1B HG

Kamat, AUA Course, 2023
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When to consider Radical Cystectomy in NMIBC

BCG UNRESPONSIVE
HR NMIBC

LYMPHOVASCULAR
INVASION

HisTOLOGIC
SUBTYPES (EG
MICROPAPILLARY)

OTHER:
T1HG + CIS
PROSTATIC URETHRA
T1B HG

Kamat, AUA Course, 2023
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Optimal Management of Bladder Cancer Requires a
Multidisciplinary Approach

Urologist

\

\

Radiation
Oncologist

AN

e

—  Pharmacist ~
yd
O
/

Oncology
Nurse
/
Multidisciplinary Team
— —
Medical
Oncologist

"Providing the best management for
patients with bladder neoplasia relies
on close cooperation and teamwork
among urologists, oncologists,
radiologists, and pathologists”

—2nd International Consultation on
Bladder Cancer

"Multidisciplinary input via tumor
board discussions and/or directed
consultations is critical to the
optimal management of patients
with bladder cancer”

—ASCO Clinical Practice Guideline
Endorsement
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