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Unmet Need in Patients With High-Risk NMIBC Recurrent

After BCG Treatment

+ Standard of care for patients with HR NMIBC is complete TURBT followed by intravesical BCG'-3

— After adequate BCG treatment, recurrence is frequent (12%-78%) and progression rates are high
(up to 46%)*-°

+ Treatment options are limited for patients with HR NMIBC with disease recurrence after BCG treatment and who
are ineligible for/refuse radical cystectomy

+ Radical cystectomy is standard of care for patients with HR NMIBC who have recurrence after BCG; however, it is
associated with high morbidity, mortality, and significant impact on quality of life1-3.7-10

— In a systematic review of 160 real-world studies, <20% of patients with HR NMIBC recurrent after BCG
underwent radical cystectomy’’

— For select patients who are unable/unwilling to undergo radical cystectomy, intravesical chemotherapy may be
considered, but its efficacy is not clear?

* There remains a high unmet need in the HR papillary NMIBC population with recurrence after BCG treatment and
who are either ineligible for or refuse radical cystectomy

BCG, bacillus Calmette-Guérin; CIS, carcinoma in situ; HR, high risk; NMIBC, non-muscle-invasive bladder cancer; TURBT, transurethral resection of bladder tumor.

1. NCCN Clinical Practice Guidelines in Oncology. Bladder cancer. Version 3.2023. Available at https://www.nccn.org/professionals/physician_gls/pdf/bladder.pdf. Accessed June 15, 2023; 2. Babjuk M, et al. Eur Urol 2022;81:75-94;
3. Chang SS, et al. J Urol. 2016;196:1021-1029; 4. Grimm MO, et al. Eur Urol 2020;78:690-698; 5. Sylvester RJ, et al. Eur Urol. 2006;49:466-465; 6. Ritch CR, et al. J Urol. 2020;203:505-511.

7. Catto JWF, et al. JAMA. 2022;327:2092-2103; 8. Mitra AP, et al. J Urol. 2022;207:302-313; 9. Catto JWF, et al. Eur Urol 2021;79:621-632; 10. McMullen CK, et al. Bladder Cancer. 2019;5:51-61; 11. Musat MG, et al. Clinicoecon
Qutcomes Res. 2022;14:35-448.







Actionable Genomic Alterations in Patients With NMIBC

* FGFR alterations are commonly detected in NMIBC and may function as
oncogenic drivers’-4

—60%-70% of patients with low-risk NMIBC have FGFR alterations’
— 230% of patients with HR papillary NMIBC have FGFR alterations?

FGFR, fibroblast growth factor receptor.
1. Knowles MA, Hurst CD. Nat Rev Cancer. 2015;15:25-41; 2. Eich ML, et al. Mod Pathol. 2019;32:1544-1550; 3. Montes-Mojarro |A, et al. Int J Mol Sci. 2022;23:8133; 4. Billerey C, et al. Am J Pathol. 2001;158:1955-1959.




THOR-2 Cohort 1: Erdafitinib Versus Investigator’s Choice of

Intravesical Chemotherapy in Patients With High-Risk NMIBC

Screening for FGFR Patients with Cohort 1 Erdafitinib 6 mg/day
mutations or fusions in NMIBC with ?—lROQLIBC Primary endpoint:
tumor tissue by central — recurrence after . - 2 3 . <
or local testin? BCG therapy . Papillary disease only < Investigator choice: E‘:ﬁ:‘:;ﬁnce e
(no CI5) * Intravesical GEM —OR—
* Intravesical MMC/
Stratification factors: : hyperthermic MMC

= Tumor type (TavsT1)

= Type of prior BCG therapy
(BCG-unresponsive vs BCG-
experienced)

The trial was stopped early due to slow accrual;
73 patients were randomized

NCT04172675 Clinical cutoff date: June 27, 2023

- We report the first randomized data in patients with recurrent, BCG-treated HR NMIBC with FGFR alterations from Cohort 1

- Two open-label exploratory cohorts were enrolled and will be reported separately:
» Cohort 2: HR NMIBC CIS recurrent after BCG therapy, N=16
- Cohort 3: IR NMIBC marker lesion after incomplete TUR (no prior BCG requirement), N=18

- Reasons for slow accrual included the global pandemic, BCG shortages, limited tumor material for genetic testing, and concerns 752
regarding systemic toxicities A

St
l'-- 'H ﬂ‘l
(15, carcinoma in situ; GEM, gemcitabine; IR, intermediate-risk; MMC, mitomycin C R, mndomization; TUR, transurethral resection. 6 E =



Erdafitinib Prolonged RFS Versus Intravesical Chemotherapy in

FGFR-Altered, BCG-Treated, Papillary High-Risk NMIBC

100 == Erdafitinib  =® Chemotherapy
80
60
R
B s
l&- 40 - HR, 0.28 (95% Cl, 0.1-0.6)
Nominal P-value = 0.0008
20
Median RFS: —i
NE (95% Cl, 16.9-NE)
0 11.6 months (95% Cl, 6.4-20.1)
0 .;n ('5 [9 1I2 1T5 1'8 2'1 2'4 2'7 3T0 3'3
Months
No. at risk

Erdafitinib 49 45 42 35 25 17 9
Chemotherapy 24 20 16 13 6 2 2 1

NE, nonestimable; RFS, recurrence-free survival.

HR and 95% Cl were estimated using an stratified Cox-proportional hazards regression model. An HR of less than 1 indicates longer RFS time in erdafitinib group compared with the chemotherapy

(gemcitabine or mitomycin) group. P-value comparing RFS between treatment groups was based on an unstratified log-rank test.

* At median follow-up of 13.4 months, median
RFS was not reached for erdafitinib and was
11.6 months for chemotherapy

* At clinical cutoff, 25 total RFS events had
occurred (11, erdafitinib; 14, chemotherapy)

RFS rate Erdafitinib Chemotherapy
(95% CI), % (n=49) (n=24)

At 6 months 96 (84-99) 73 (50-87)

At 12 months 77 (60-87) 41 (19-62)




Safety Results Were Generally Consistent With Known Profiles for

Erdafitinib and Intravesical Chemotherapy

Erdafitinib Chemotherapy
Patients with events, n=49 n=23
n (%)?

Erdafitinib group:

. 14 patients (28.6%) had AEs leading to
Any 49 (100.0) 19(38.8) 19 (82.6) 4(17.4) di fnlatiors

Hyperphosphatemia 36 (73.5) 0 0 0 treatment discontinuation

Blaiiied 27(55.1) 1@.0) $(13.0) - * No treatment-related deaths were reported¢

Dry mouth 23 (46.9) 0 0 0

Stomatitis 20 (40.8) 5(10.2) 0 0

Nail dystrophy 15 (30.6) 2 (4.1) 0 0 .

Dry skin 11 (22.4) 0 0 0 Chemotherapy group:

Dry eye 11 @2.9) 0 0 0 * No treatment-related discontinuations or

Dysgeusia 11 (22.4) 0 0 0 death ted

Constipation 10 (20.4) 1(2.0) 1(4.3) 0 €atns were reporte

Decreased appetite 10 (20.4) 0 0 0

Central serous

chorioretinopathy A 0 0 0

Alopecia 9 (18.4) 0 0 0

Onycholysis 9 (18.4) 0 0 0

Urinary tract infection 9 (18.4) 0 4(17.4) 0

Fatigue 9 (18.4) 0 1(4.3) 0

Hematuria 1(2.0) 0 4(17.4) 0

“Listed are AEs of any cause by preferred term and worst toxicity grade that were reported in 215% of the patients in either treatment group. Patients were counted only once for any given AE, regardless of the number of times
they experienced the AE. The worst toxicity reported was used.

"The most frequent AE leading to erdafitinib discontinuation was stomatitis (6%).

<3 deaths occurred in the erdafitinib group after treatment discontinuation, 2 due to disease progression (395 and 249 days after discontinuation) and 1 due to secondary malignancy (recurrence of diffuse large B-cell lymphoma);
all 3 were deemed unrelated to treatment.




TAR-210 Is Designed to Release Sustained Local Erdafitinib,
a Pan-FGFR Inhibitor, Throughout 3 Months in the Bladder

* Despite available treatment options for patients with TAR-210 is a novel targeted releasing system designed for
NMIBC, recurrence rates remain high, underscoring sustained local delivery of erdafitinib over 3 months
the need for effective therapies? in the bladder

* Activating FGFR alterations are prevalent in
50-80% of patients with NMIBC and may function as
oncogenic drivers?*

* Erdafitinib is a selective pan-FGFR tyrosine kinase
inhibitor>

- Erdafitinib has regulatory approval in the United
States to treat patients with locally advanced or
mUC with susceptible FGFR3 alterations following at
least 1 prior systemic treatment, with additional
approvals across geographies®

TAR-210 is placed using a urinary placement catheter in a
2-3 minute office procedure.

FGFR, fibroblast growth factor receptor; mUC, metastatic urothelial carcinoma; NMIBC, non—muscle-invasive bladder cancer.

1. Ritch CR, et al. J Urol. 2020;203:505-511. 2. Herndndez S, et al. J Clin Oncol. 2008;24:3664-3671. 3. Knowles MA, Hurst CD. Nat Rev Cancer. 2014;15:25-41. 4. Khalid S, et al. Eur Urol Open Sci. 2020;21:61-68. 5. Perera TPS,

et al. Mol Cancer Ther. 2017;16:1010-1020. 6. BALVERSA® (erdafitinib) [package insert]. Horsham, PA: Janssen Products, LP; 2024. 7. Loriot Y, et al. N Engl J Med. 2019;381:338-348. 8. Siefker-Radtke AO, et al. Lancet Oncol. 2022;23:248-258. 9. Loriot
Y, et al. N EnglJ Med. 2023;21:1961-1971.
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TAR-210 First-in-Human Phase 1: Cohorts 1 and 3

Study Design

NCT05316155
HR NMIBC (Cohort 1) p

L ) Part 1: Dose Escalation )
Molecular Eligibility * Recurrent, high-grade Ta/T1,
. . papillary only, no CIS
FGFR alterations: BOIN2 TAR-210-D
) - i a
* Flexible molecular eligibility Ssjeixsﬁ]”egc;galacn(:t';z;(om L g ~4 mg/day
strategy used going ¥ ¥
* TURBT with complete resection of all TfR'Zldo'B
o Local or central fresh/ archival visible disease prior to treatment | 2 mg/day
tissue-based testing by NGS \ J * Placement every 3 months
or PCR
o IR NMIBC (Cohort 3)
ohor . .
o Central urine cell-free DNA Part 2: Dose Expansion
NGS testing Recurrent, history of low-grade only - Expansion of both dose levels
Ta/T1 disease J

Response assessed every 3 months with continued
treatment for up to 1 year if recurrence free (Cohort 1) or
complete response (Cohort 3).

Visible target lesions prior to
treatment (chemoablation design)

Clinical cutoff date: March 22, 2024.

BCG, bacillus Calmette-Guérin; BOIN, Bayesian optimization interval; CIS, carcinoma in situ; HR, high risk; IR, intermediate risk; NGS, next-generation sequencing; PCR, polymerase chain reaction; PK, pharmacokinetics;

TURBT, transurethral resection of bladder tumor.

3BCG experienced is defined as 5 of 6 induction doses with or without maintenance or intolerant of BCG.

1.LiuS, Yuan Y. J R Stat Soc Ser C Appl Stat. 2015;64:507-523. 2. Yuan Y, et al. Clin Cancer Res. 2016;22:4291-4301. 10
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TAR-210 First-in-Human Phase 1: Patient Characteristics

Cohort 1 Cohort 3 Cohort 1 Cohort 3
Characteristic HR NMIBC IR NMIBC Characteristic HR NMIBC IR NMIBC
(N=21) (N=43) (N=21) (N=43)
Age, years, median (range) 73 (62-90) 67 (41-89) Tumor stage, %
Gender, male, % 71 79 Ta 76 952
Race, % T1 24 52
White 81 60 Multiple tumors, % 43 432
Asian 19 40 Prior BCG, % 100 21
ECOG performance status, % Prior intravesical chemotherapy, % 10 51
0 62 79 Prior TURBT and ’Fumor ablailve 4(1-12) 2 (1-14)
procedures, median (range)
1 24 14
FGFR alterations, %
2 14 7
FGFR3 mutations 90 95
FGFR3 gene fusions 10 5

ECOG, Eastern Cooperative Oncology Group.
3N=42; data were unavailable for 1 patient at the clinical cutoff.
bPrior cancer-related surgery/procedure of interest were counted only once on a given date and includes the following procedures: fulguration, cauterization, and laser photoablation.

Presented by A Vilaseca at the 119th AUA Annual Meeting; May 3-6, 2024; San Antonio, TX, USA



Patients

TAR-210 HR NMIBC (Cohort 1): Results

HR NMIBC With FGFR Alterations (Cohort 1)
(N=21) Duration of RFS
(months)

* L 4 1810+
11.99+
8.97+
8.97+
8.97+
894+

5.98 +
Median duration of treatment with 585+
TAR-210-B, 10.0 months (range, 4-14) 3024 ‘
2.96
3 15.01+
I 1429+
9.00 +
9.00 +
8.87 +
7.00 +
3.09+
3.06 +

AHX

Median duration of treatment with 3.02+
L | TAR-210-D, 8.9 months (range, 3-12) 2.96

0.03+

3 6 9 12 15 18 21
1 t 1 1 1 1

Treatment duration in months

+ Indicates patient was censored; Cl, confidence interval; CR, complete response; NE, non-estimable; RFS, recurrence-free survival.
3All treated patients were efficacy evaluable. RFS was estimated using the Kaplan-Meier method.

TAR-210-B
~2 mg/day (n=10)

] TAR-210-D

~4 mg/day (n=11)

Response

Recurrence free
Recurrence

1+ Assessment

Treatment ongoing

Treatment
discontinuation
Treatment completed

Study completed
Follow-up period

* 90% estimated 12-month RFS rate?® (n=21)
- Median RFS was not estimable
- 2 of 21 patients have recurred

— Median duration of follow-up
8.9 months

No difference observed in RFS between the TAR-210 dose
levels

Presented by A Vilaseca at the 119th AUA Annual Meeting; May 3-6, 2024; San Antonio, TX, USA



TAR-210 IR NMIBC (Cohort 3): Results

Patients

IR NMIBC With FGFR Alterations (Cohort 3) Overall, 31 patients were evaluable for responseP

L]
(N=43)° boR . . o
(months) * 90% CR rate, with 28/31 patientsachieving a CR at
TAR-210-B Week 12
ggg* u ~2 mg/day (n=21)
e TAR-210-D - Overall, 100% of patients achieved a clinical
6.01+ ~4 mg/day (n=22) )
o response; 3 patients had a non-CR/non-PD
Er Response
A o response
Recurrence * Consistent CR rate across both doses
Median duration of treatment with 7':7 Non-CR/Non-PD
TAR-210-B, 6.8 ths ( , 0.6-12) . . « .
= pase 1 Assessment * 86% (24/28) of CRs are ongoing at time of clinical
8.74+
871+
giﬁi Treatment ongoing cutoff
417 Treatment
5% discontinuation
§5§3+ Treatment completed

Study completed Durable response rate at specific
Study discontinuation G
E s METTS

3 6 9 12 15 18 21 ‘ 6 months 100 {100-100)
1 1 1 1 1 1 9 months 89 (43-98)

Treatment duration in months

% (95% Cl)

Median duration of treatment with
TAR-210-D, 7.6 months (range, 0.6-12)

BAAHX VY

Follow-up period

+ Indicates patient was censored; DOR, duration of response; PD, progressive disease.
243 patients were treated; 31 patients were efficacy evaluable for CR and DOR. PEfficacy evaluable patients were those having at least one disease evaluation or discontinuing treatment prior to their first disease evaluation for either PD or

recurrence. “DOR was estimated using the Kaplan-Meier method.

Presented by A Vilaseca at the 119th AUA Annual Meeting; May 3-6, 2024; San Antonio, TX, USA



TAR-210 Provided Sustained Erdafitinib Concentrations in Urine With
Very Low Plasma Concentrations

Urine Concentration Plasma Concentration
4000 A TAR-210-B, ~2 mg/day (n=25) 10 . . TAR-210-B, ~2 mg/day (n=25)
= TAR-210-D, ~4 mg/day (n=23) 0 = TAR-210-D, ~4 mg/day (n=24)
3500
g s | s
£ 3000 £
E 2 - E o
S E S E
5 o 2500 - o o 60
Y < “— c
o = o = -
c O 50004 TF7 \/\ c i
oL 3 oL 1
‘E g ‘é % o /'\
+ O 1500 T =]
S E ?_"r/“\‘/j\“ S E /
g ,/‘ [ L g A
S 1000 9 || & S
20 — e {
500 -
0 LI T T T T T T 0 -Lr LI
1 { 1% 29 a2 57 a0 1 { 1% 29 a2 57 a0
Treatment day (Cycle 1) Treatment day (Cycle 1)

* No hyperphosphatemia was reported, consistent with the very low plasma concentrations observed with TAR-210
* Mean plasma erdafitinib concentrations were >50x lower than mean urine concentrations

Presented by A Vilaseca at the 119th AUA Annual Meeting; May 3-6, 2024; San Antonio, TX, USA



Safety and Tolerability of TAR-210 in HR NMIBC (Cohort 1)
and IR NMIBC (Cohort 3)

* The majority of AEs were grade 1/2 lower HR NMIBC IR NMIBC
urinary tract AEs (Cohort 1) (Cohort 3) All

Patients with events,

* Few patients discontinued due to AEs n (%) TAR-210-B | TAR-210-D | TAR-210-B | TAR-210-D | patients
. . . ~2 mg/day | ~4 mg/day | (N=64)
— 2 patients (3%) discontinued due to TRAEs of (n=21) (n=22)
low-grade urinary symptoms >1 AE 10 (100) 9 (82) 20 (95) 15(68) | 54(84)
* 2 patients had serious TRAEs with pyelonephritis >1 TRAE? 9 (90) 5 (55) 9 (43) 6 (27) 30 (47)
and sepsis or UTI and sepsis, respectively Hematuria 5 (50) 2 (18) 7 (33) 4(18) 18 (28)
- Both events resolved with antibiotics and Dysuria 4 (40) 2 (18) 4 (19) 2(9) 12 (19)
patients were able to continue TAR-210 ul\/lrlcé[:::ltlon 2(20) 1(9) 5 (24) 0 8 (13)
* No dose-limiting toxicities were identified gency
uTl 0 1(9) 3 (14) 1(5) 5(8)
Urethral pain 1(10) 1(9) 1(5) 0 3(5)
Cystitis
noninfective 0 0 1(5) 1(5) 2(3)
>1 TRAE of grade >2 3(30) 3(27) 6 (29) 2(9) 14 (22)

AE, adverse event; TRAE, treatment-related adverse event; UTI, urinary tract infection.
3Listed are AEs related to TAR-210 by preferred term that were reported in >1 patient in either cohort. 15
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TAR-200 +/- Cetrelimab and Cetrelimab
Alone in Patients With Bacillus Calmette-
Guerin-Unresponsive High-Risk
Non—Muscle-Invasive Bladder Cancer:
Updated Results From SunRISe-1

Michiel S van der Heijden’, Giuseppe Simone?, Martin Bégemann?, Evanguelos Xylinas?,

Mathieu Roumiguié?, Felix Guerrero-Ramos®, Andrea Necchi?, Siamak Daneshmand?®, Charles Van Praet?,
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Christopher J Cutie', Hussein Sweiti'®, Katharine Stromberg™, Jason Martin™, Abhijit Shukla',

Joseph M Jacob™
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Université de Paris Cité, Paris, France; SDepartment of Urology, Toulousa Hospital, Toulouse, France; SUniversity Hospital 12 de Octubre, Madrid, Spain; TIRCCS San Raffaele
Hospital, Vita-Salute San Raffasle University, Milan, Italy; EDepartment of Urology, University of Southern California Morris Comprehensive Cancer Center, Los Angeles, CA,
USA: “Department of Urclogy, ERN Accredited Center, Ghent University Hospital, Ghent, Belgium: "“Urclogie Neandertal, Gemeinschaftspraxis fiir Urologie, Mettmann,
Germany; TDepartment of Urology, AZ Maria Middelares, Ghent, Belgium; A7 Sint-Jan Hospital Brugge-Oostende, Bruges, Belgiumt, *Urology San Antonio, San Antonio, TX,
UISA; . Janssen Research & Development, Raritan, MJ, USA; ®Janssen Ressarch & Development, Lexington, MA, USA; 15Janssen Research & Development, Spring Houss, PA
USA; " Janssen Research & Development, High Wycombe, UK; =Department of Urology, Upstate Medical University, Syracuse, NY, UISA
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SunRISe-11s an Ongoing Open-Label Phase 2b Study

NCT04640623
. e ~
Population: TAR-200 + Cetrelimab® Cohorts 1-3:
+ Aged =18 years Cohort 1(N=53) : )
ged =1 y Cohort 1was closed Primary end paint
= Histologically confirmed .
HR NMIBC CIS (with or cosl G
without papillary disease) TAR-200 Monotherapy .
- ECOGPS of 0-2 Cohort 2 (N=85) TAR-200 dosing: Key secondary end points
= Persistent or recurrent Enrofiment completed Q3W (indwelling) for - Duration of response
disease within 12 months the first 24 weeks; o Bl ol
E;::s’;g:st‘i::;fggg , Cetrelimab® Monotherapy then gf‘*tl gwerough - Safety
) ' = ee -
and not receiving RC Cohorts ﬁ':big} = Tolerability
Population: TAR-200 Monotherapy Ca:hort 4 _
- Papillary-only HR NMIBC Cohort 4 (N=52) Primary end point
(no CIS)® Enroliment completed \ y . DFES rate at 12 months

« Response is determined by quarterly cystoscopy, quarterly central cytology, central pathology at Weeks 24 and 48, and local imaging Q24W
= The study protocol did not allow re-induction for nonresponders, consistent with US FDA guidance?
= Asof June 2023, Cohorts 1 and 3 were closed for enrollment, and Cohort 2 enrollment continued to achieve N=80, per protecol amendment

= Here we report results from TAR-200 + cetrelimab (Cohort 1), TAR-200 monotherapy (Cohort 2), and cetrelimab monotherapy (Cohort 3) of SunRISe-1

The ciinical data cutoff was May 13, 2024

DFS5, dizeaze-free survival: ECOG P'5, Eastern Cooperative Oncology Group performance status; Q3W, every 3 weeks; Q12W, every 12 weeks; Q24W, every 24 weeks; R, randomization.
P gtients with BCG-unresponsive papillary-only HR NMIBC (high-grade Ta, any T1) per protocaol amendment 4.

ECetrelimab dosing was Q3 through Week T8.

1. Lerner SP, et al. Urol Oncol. 20009;27:155-159. 2. US Food and Drug Administration. Available at- https-//www fda gov/media/ 101468/ download.

Prezented by M3 van der Heijden at the European Society of Medical Oncology Congress 2024; September 13-17, 2024; Barcelona, Spain



SunRISe-1 Cohorts 1, 2, and 3: Patient Characteristics

TAR-200 + TAR-200 Cetrelimab TAR-200 + TAR-200 Cetrelimab
S Cetrelimab Monotherapy | Monotherapy S Cetrelimab Monotherapy | Monotherapy
Characteristics Cohort 1 Cohort 2 Cohort 3 Characteristics Cohort 1 Cohort 2 Cohort 3
{N=53)= {N=85)= (N=28)= {N=53)= (N=85)= (N=28)=

Age, years, median (range) | 76.0 (45-85) 71.0 (40-88) 69.5 (51-88) ECOGPSO0,% 86.8 91.8 92.9

Sex, male, % 83.0 80.0 75.0 Tumor stage, %

Race, % CI5 only 73.6 671 B6.7°
White 60.4 729 85.7 CIS + papillary disease 26.4 32.9 33.3°
Asian 13.2 9.4 3.8 Total qoses of prior BCG, 12 (2-35) 12 (7-42) 12 (7-30)
Black or African n. median (range)

American 19 24 0

Time from last BCG to
Mot reported/ 24.5 15.3 10.7 CIS diagnnsir:, 3.7 (0-11) 3.4 (0-22)¢ 3.2 (0-11)
unknown months, median (range)

Nicotine use, % —

Reason for not receiving
Current 13.2 9.4 25.0 radical cystectomy, %
Former 41.5 576 46.4 Declined 96.2 96.5 100
Mever 45.3 329 28.6 Ineligible 3.8 3.5 0

aP atient characteristics are shown for all patients who receved at least 1 dose of study drug in the full analysis set of each cohort, Cohort 1 (N=53), Cohort 2 [N=B3), and Cohort 3 (N=28).
EN=27; data were unavailable for 1 patient at the clinical cutoff.
=1 patient had 22 4 manths from last BCG dose to CIS diagnosis (protocol deviation): all other patients had <12 months from last BCG dose to CIS diagnosis (per protocol).

Preszented by MS wan der Heijden at the European Society of Medical Oncology Congress 2024; September 13-17, 2024; Barcelona, Spain




SunRISe-1 Cohorts 1, 2, and 3: Safety Profile

* QOverall, most AEs were gradeior 2

* Higher rates of grade =3 TRAEs were observed with the
combination regimen (35.8%) than with TAR-200 (2.4%)

or cetrelimab (7.1%) monotherapy

+ Patients with serious TRAEs:

— Cohort 1: TAR-200 + cetrelimab, 13.2%

- Cohort 2: TAR-200, 5.9%

— Cohort 3: Cetrelimab, 3.6%

TAR-200 + TAR-200 Cetrelimab
Patients with events, n (%) Cz.::::l o..-: :b M%n:ht:?y Mocn: bT;’;PY
(N=53)d (N=85)4 (N=28)4

=1 TRAEs of any grade 49(92.5) 71(83.5) 14 (50.0)
Most frequent TRAEs of any grade®

Pollakiuria 16 (30.2) 33(38.8) 0

Dysuria 16 (30.2) 30 (35.3) 0

Hematuria 11(20.8) 12 (14.1) 0

uTl 11(20.8) 17 (20.0) 0

Pruritus 7(13.2) 1(1.2) 3(10.7)

Hypothyroidism 4 (7.5) 0 3 (10.7)

+ Rates of discontinuation due to TRAEs:
- Cohort 1: TAR-200, 28.4%; cetrelimab, 22.6%2
- Cohort 2: TAR-200, 5.9%P

Patients with events, n (%)

=1 TRAEsof grade =3

TAR-200 +
Cetrelimab

Cohort 1
(N=53)
19 (35.8)

TAR-200
Monotherapy
Cohort 2
(N=85)4
8(9.4)

Cetrelimab
Monotherapy
Cohort 3
(N=28)4

2 (7.1)f

Most frequent TRAEs grade =339

- Cohort 3: Cetrelimab, 7.1%"

* No treatment-related deaths were reported

uTl 2(3.8) 1(1.2) ]
AST increased 2(3.8) 0 0
Urinary tract pain 1(1.9) 3(3.5) ]

AE, adverse event; AST, aspartate aminotransferase; TRAE, treatment-related adverse event; UTI, urinary tract infection.

aThe most frequent TRAEs leading to discontinuation in Cohort 1were bladder pain (n=6). pollakiuma (n=3), bladder irrttation (n=2). bladder spasm [n=2), urinary incontinence (n=2), arthritis (n=2), pelvic pain (n=2). and pneumonitis

(n=2). Mote, patients who discontinued may have had =1 TRAE.

STRAE= leading to discontinuation in Cohort 2 were noninfective cystitis (n=3), dysuria {n=1), pollakiuria {n=1), and urinary retention (n=1). Note, patients who discontinued may have had =1 TRAE.

“TRAE= leading to discontinuation in Cohort 3 were neutropenia (n=1) and myopericarditis (n=1).

“5afety data are shown for all patients who received at l=ast 1 dose of study drug in the full analysis set of sach cohort, Cohort 1(N=53), Cohort 2 (N=B5), and Cohort 3 (N=28).

=TRAE= of any grade by preferred term are listed if they were reported in =20% of patients in Coharts 1 and 2 or in =10% of patients in Cohort 3.
"TRAEs of grade =3 in Cohort 3 were hyperglycemia (n=1), neutropenia (n=1), and myopernicarditis (n=1). Note, patients may have had =1 TRAE.

STRAE= of grade =3 by preferrad term are listed if they were reported in =2 patients n any cohort
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Conclusions: SunRISe-1 Cohorts 1, 2, and 3

TAR-200 monotherapy provides the highest single-agent CR rate (84%) in patients with BCG-
unresponsive HR NMIBC, based on published data, without the need for re-induction-4

— Responses to TAR-200 monotherapy are highly durable; 82% of patients remain in response after median
follow-up of 9.2 months

— TAR-200 monotherapy was well tolerated, with few grade =3 TRAEs or TRAEs leading to discontinuation
» Cetrelimab monotherapy provided a CR rate comparable to other anti-PD-(L)1 agents'?

* SunRISe-1results indicate a more favorable risk-benefit profile for TAR-200 monotherapy compared with
TAR-200 + cetrelimab or cetrelimab monotherapy in BCG-unresponsive HR NMIBC

* Results from SunRISe-1Cohorts 1, 2, and 3 support the prioritized development of TAR-200 monotherapy
in patients with BCG-unresponsive HR NMIBC

1. Balar Ad, et al. Loncet Oncod. 2021:22:513-530. 2. Black PC, et al. Eor Urol. 2023;84:-536-544. 3. ADSTILADRIN® (nadofaragene firadenowec-wncg) [prescribing information]. Kastrup, Denmark: Ferring Pharmaceuticals; 2024
4 Tyzon MD, et al. J Lirol. 2024,21({552)-21.
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Ongoing studies of TAR-200:

*  SunRISe-1
BECG-unrezponsive HRE NMIBC
(cohorts 1-3: CIS; cohort 4: papillary only)
NMCTO4640623
Presented here

*  SunRlSe-2
RC-ineligible/-refusing MIBC
MCTO4658862

*  SunRISe-3

BCG-naive HR NMIBC
MCTOSTI4202

»  SunRISe-4 [>

Meoadjuvant MIBC
NCTO4919512

*  SunRlSe-5
Papillary-only, BCG-exposead,
RC-ineligible/refusing, recurrent HR NMIBC
NMCTOG21TTE4
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Nanobots crossing biological barriers

Challenges in drug delivery Nature knows how to...
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Active self-propelled particles can interact with ECM and other BB Wikipedia.org
modifying its rheology and composition
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How do Nanobots look like?

Minimal components: (A) Chassis and (B) an engine
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A: Chassis: Library of sizes and materials

CANCER CELLS

e

| i




B: Engine: Enzymes
convert endogenous fuels

&5- et )&,
AC TS Human Cell

%_% 1300 enzymes
Human Body

75000 enzymes
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Best enzymes for self-propulsion .

Aldolase Glucose Acetyl Urease

Oxidase cholinesterase

—UR &
—AChE ;.
— GOx i
—ALS &

0 5000 10000 15000 20000 25000

X.Arqué et al. Nat. Commun. 2019
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Catalysis is the key for motion .

Ureasa ;Yg_, 4 ‘?‘L

Hortelao et al. Adv. Funct. Mater. 2018, 28




NANO-BIO-SYSTEME
Imaging Swarms in vitro: optical vs PET-CT ‘

Optical Images of Millions of nanobots self-propelling PET-CT of Radiolabelled Nanobots swimming in
collectively (Swarms) microfluidic channels

0 mM urea 300 mM urea

Replicate 1

Replicate 2 I ) 2 3 j

) : -~ ~ ; ale b
Replicate 3 = g c < ( Sc;'ﬁmar

Specd
25x

GBEC! Hortelao et al. Sci. Robot. 2021
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Nanobots in bladder of mice in vivo

Self-propulsion enables nanobots CICbiomaGUNE
to reach the whole volume of the bladder

"*F-nanomotors MSNP-°F-BSA

I _/‘ ‘
a— D | — 3
300 mM urea 300 mM urea | . D~ \\ | Mixiag
! 7 AN O ?fr
P = ' Empty Intravesical 2 phase
Injection Formation
Female C57BL/6JR] mice  Bladder .

- Nanomotors Urine
Q Control Control

2-Phase

Hortelao et al. Sci. Robot. 2021




Multifuncional nanobots: imaging and therapy ’ @
S ) ki

Control (0 mM urea)
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Simo, Serra et al. Nature Nanotech. 2024
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Nanobots: Validated efficacy (radionuclide-
therapy)

Extremely efficient nano-system: Only with 1 Intravesical administration

3 *%

1311 .Urease 1311 Urease
Urease Nanobots Nanobots (LD)  Nanobots (LD)

Non-treated urea water urea ]
- 'E ‘ )
' 0 r [ |

Non- Urea Water Urea
treated

Pre-treatment
B Post-treatment

Normalized tumor volume (A.U.)

Post-treatment Pre-treatment

Nanobots 31.Nanobots
(LD)
Surprising results At Low doses Nanobots stop tumor progression
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Nanobots: Validated efficacy (radionuclide-
therapy)

Extremely efficient nano-system: Only with 1 Intravesical administration

131 |-Urease 131 I-Urease Pre-treatment

Nanobots (HD)  Nanobots (HD) B Post-treatment
Non-treated water urea ]

Normalized tumor volume (A.U.)

Post-treatment Pre-treatment

Non- Urea Water Urea
treated -

Nanobots 31l.Nanobots
. . . (HD)
Surprising results At Low doses Nanobots stop tumor progression

At High doses Nanobots reduce tumor volume by about 90%
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Multifunctional Nanobots: Transport, sense, act and target  “**®

NANOBOT
THERAPEUTIC DRUG

-
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