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Objectives

« Historical Perspective
« Scientific basis of systemic therapy

* Novel Trials/Therapies in BCG Naive NMIBC
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1980s

ANATOMY OF BLADDER
A|AND BCG TREATMENT

4 BCG is delivered through
a catheter directly into
the bladder. This type
of therapy is known as
intravesical therapy.

Graft-versus-Leukemia
Effect
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Coley’s toxin BCG in bladder cancer
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The Genetic Basis of Bladder Cancer

Normal bladder

* HRAS mutation (activation)

* WNT mutation (activation)
* PIK3CA mutation (activation)

OR
* FGFR3 mutation (activation)
* PIK3CA mutation (activation)

© Hyperplasia =

Low-grade
Papillary BC

Non-Muscle-Invasive Bladder
Cancer (NMIBC)
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* P53 mutation (inactivation)
* Rb mutation (inactivation)

l

Dysplasia

;

Loss of Pten
WNT (pathway activation)

igh-grade muscle-

v invasive BC

’ High-grade
CIs

Progresses to

NMIBC e Muscle-Invasive

Bladder Cancer (MIBC)

Segatto, N. et al., Frontiers in Molecular Biosciences 2021.



FGFR Gene Alterations Present in Multiple Tumor Histologies

SCRI

Adenoid cystic carcinoma
MYB-NFIB \
NFIB-HMGA2
Mucoepidermoid carcinoma \
MECT1-MAML?2

Follicular thyroid carcinoma

Breast carcinoma.————"
ETVE-NTRK3 _
FGFR3-AFF3 1
”
FGFR2-CASPT pe

FGFR2-CCOCE .~
ERLIN2-FGFR1.~

Ewing sarcoma___

EWSR1-FLI1 e,
Small round cell tumors |
of bone

BCOR-CCNB3
Synovial sarcoma -~
§518-88x1 7
§518-88x2.~

[TV N T —————_

_ Glioblastoma multiforme
"~ FGFR3-TACC3

FGFR1-TACC1
Pilocytic astrocytoma

_. KIAA1967-BRAF

Lung cancer

© EML4-ALK

FGFR3-TACC3
FGFR3-KIAA1967

__ BAG4-FGFRT
_ Clear cell renal cell carcinoma

- SFPQ-TFE3
_ TFG-GPR128

~-. Bladder cancer

FGFR3-TACC3
FGFR3-BAIAP2L1
Prostate cancer
TMPRSS2-ERGETVI/ETV4
SLC45A3-FGFR2

Ovarian cancer
ESRRA-C110rf20
Colorectal cancer

\ PTPRK-RSPO3
\ EIFIE-RSPO?

~ |
=
w

Cervical (Squamous)

7
N=190

% of Altered Samples by Tumor Type

Bladder
N=245

Uterine
N=522

Lung (Squamous)

N=477
5 Ovarian
N=566
Esophageal (Squamous)
N=100
Head & Neck (Squamous)
eck (Squamou Color by Type
M Amplified

B Multiple Alteration
B MUT Copy # >4

10.0% 15.0%

20.0% 250% 30.0%

Figure at left, Parker BC and Wang W. Chin J Cancer. 2013;32(11):594-603.

Sarah Cannon
Research Institute

CONFIDENTIAL — Contains proprietary information.
Not intended for extemal distribution.




Tumor Mutational Burden and Response Rate to PD-1
Inhibition

SCRI
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Urothelial

carcinoma-specific =
antitumor T-cell 7 el actvation and expansin

Draining

Immunlty CyCIe lymph nodes

Dendritic

faat

Migration to
lymph node

« Tumors maintain an
Immunosuppressive

» via PD-L1/PD-1 binding
* Inhibiting:

« T-cell migration, proliferation
and secretion of cytotoxic

med |at0rs ) Muscle invasive .
urothelial carcinoma Released
tumor antigens ° :
= @ Cytotoxic
177 ‘ :
(=3 - = &, i <
Tuvca =
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Mechanism of Action of Immune Checkpoint Inhibitors

Immune Checkpoint Inhibitors (ICls)

The iImmune
checkpoint blockade A-PD-L1 inhiitors
ensures the activation
of T cells and favors
antitumor activity.
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Metastatic Urothelial
Carcinoma
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Clinical Studies of PD-1/PD-L1 Inhibitors

SCRI

in UC

(Phase I/11) 2" line
Checkmate 032 Keynote 052 eodbsestmienca
(Phase 1) 2" line (Phase Il) 1* line Keynote 012 (Phase IB) JAVELIN (Phase 1) 2" line
nivolumab pembrolizumab 2" line pembrolizumab avelumab
G027831 IMvigor 210 Cohort || Checkmate 275 IMvigor 210 Cohort 1: Keynote 045 (Phase Ill)
(Phase 1) 2 (Phase Il) 2" line (Phase Il) 2™ line (Phase 1) 1* line study of 2™ line
atezolizumab atezolizumab nivolumab atezolizumab pembrolizumab
2015 2016 2017
5/18/16: atezolizumab || 2/2/17: nivolumab | | 4/18/17: atezolizumab | | 5/8/17: avelumab
approved for 2™ line approved for 2™ accelerated approval for | | accelerated approval for 2™ line
therapy of mUC line therapy of 1* line (Cis-ineligible therapy of mUC.
tient
i o, 5/8/17: pembrolizumab
5/1/17: durvalumab approval for 2™ line therapy
accelerated approval for | | of mUC
2" |ine therapy of mUC 5/18/17: pembrolizumab
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(Cis-ineligible patients)

accelerated approval for 1% line

Aggen, D.H., et al. J for ImmunoTherapy of Cancer 2017.
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“Established” Targets in Urothelial Carcinoma

SCRI
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Key ADCs in Metastatic Urothelial Cancer

Enfortumab \ No selection  Humanized IgG1, Protease MMAE E?,ﬁ?g;?;?g -252\/322;‘?)
vedotin required, >90% anti-Nectin 4 cleavable linker (microtubule inhibitor) EMA_ Health Ca n’a R
. No selection Humanized IgG1 pH-sensitive SN38 Withdrawn from FDA 2024
Sacituzumab . : ’
: N required, >90% anti-Trop2 cleavable linker (topoisomerase | inhibitor)
govitecan 2
780
Trastuzumab \ HER2 3+, Humanized IgG1,  Tetrapeptide-based Deruxtecan FDA a-pproval - tumor
deruxtecan 15% anti-HER2 cleavable linker ~ (topoisomerase | inhibitor) BPOBICEIERSHG Ok
(gastric ca scoring) 2024
o FDA breakthrough
Disitamab \ HER2 2-3+, Humanized I1gG1, Protease MMAE designation 2020; approved
vedotin 50% anti-HER2 cleavable linker (microtubule inhibitor) in China for HER2 2+/3+
* platinum refractory mUC
HER2, human epidermal growth factor receptor 2, 1gG1, mmunoglobulin G1, MMAE, monomethyl aunistatin E; Trop2, trophoblast cell surface antigen 2 e T T D it T T e o i

Cancer 2024, Sonanrer. Front Oncol. 2022 Moshiim, 2023 GU ASCO
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Rationale for Combining ADC with ICI

d Promoting antitumour immunity Agent that
promotes the o .
Fe receptor ¢ e | ¢ Pre-clinical evidence suggests ADCs have

g immunomodulatory activity.

TR . Induce immunogenic cell death

« Recruit T cells to the tumor microenvironment
« Activate dendritic cells

« This provides a strong rationale for testing
ADC combination strategies with immune
checkpoint inhibitors.

Drago, Nat Rev Ciin Oncol. 2021, Nicdlo, Cancer Treat Rev. 2022
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The Evolving Treatment Landscape of Metastatic

Uroth

elial Cancer

2019:
1978: 1985: 2000: 2008: Enfortumab vedotin, 2020:
Cisplatin MVAC Gemcitabine-cisplatin Gemcitabine Erdafitinib Sacituzumab govitecan
o @ o oy
1975 1980 1985
*—o
® st line of therapy ® 2nd line of therapy o oy *—o ® ©
- - 2001: 20009: 2016-2017: 2020: 2023:
3rd line of therapy ® Maintenance therapy dd-MVAC Vinflunine Atezolizumab™*, Avelumab  Enfortumab
" EMA approval Accelerated FDA approval nivolumab, vedotin +
) S pembrolizumab#, pembrolizumab
*Withdrawn for 2nd-line indication in USA durvalumab*,
*Restricted to cisplatin-ineligible PDL1* or avelumab
platinum-ineligible patients
h Cannon CONFIDENTIAL — Contains proprietary information.
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What is the Future of Bladder Cancer Trials?
On the Horizon:

 Novel ADCs (TROP2, HER2, NECTINA4, etc)

 Novel Immunotherapy post Pembrolizumab

« ADCs moving earlier into the perioperative and NMIBC space
« Trials dedicated to Variant Bladder Histology
 Subcutaneous Administration 10

Further Away:

* Bispecifics and CART/NK cells

 Radioligands

« Trial collaboration incorporating real world “community”
Bladder Cancer patients

Sarah Cannon CONFIDENTIAL — Contains proprietary information.
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Disitamab Vedotin (RC48): HER2 MMAE ADC

RC48 binds to

—( Attachment site

RC48-HER2 complex
Antibody is internalized

Antibody Linker Payload

* Newly screened HER2 » Cleavable: A cathepsin cleavable * MMAE: A potent antimitotic MMAE is released
monoclonal antibody valine—citrulline (VC) linker enables drug derived from peptides

an easier release of payload postto occurring in marine shell-
the endocytosis less molluscdolabella MMAE binds tubulin
auricularia called dolastatins

Different antigen

recognition regions,

and preferable Bystander Effect: Payload promotes -

affinity compared potent cell killing upon initial release Inhibits cell division by X MMAE inhibits

with trastuzumab of the ADC and has the ability to kill blocking the polymerisation ' Tubulin polymerization
surrounding tumor cells of tubulin o Apoptosis

Sarah Cannon CONFIDENTIAL — Contains proprietary information.
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Disitamab Vedotin (RC48): HER2 MMAE ADC
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|

m  HER2 IHC2+, FISH unknown
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m  HER2 IHC2+&FISH-

I

cORR=50.5% (54/107)

MPFS 5.9m: mOS 14.2m
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Subgroup Analysis for cORR

Subgroups cORR (%, 95% Cl)

HER2 status
IHC2+FISH+ or IHC3+ (n=45) 62.2% (46.5%, 76.2%)
IHC2+FISH- (n=53) 39.6% (26.5%, 54.0%)
metastasis site
Visceral Metastasis (n=97) 51.5% (41.2%, 61.8%)
Metastasis to Liver (n=48) 52.1% (37.2%, 66.7%)

Prior therapies
Post PD1/PDL1 Treatments (n=27) 55.6% (35.3%, 74.5%)
Post 1 line of Chemotherapy (n=38) 50.0% (33.4%, 66.6%)

Post 22 Lines of Chemotherapy (n=69) 50.7% (38.4%, 63.0%)

Sheng et al, ASCO 2022.




Disitamab Vedotin + Torpalimab (anti-PD1)
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61% had not received prior systemic therapy

Sarah Cannon CONFIDENTIAL — Contains proprietary information.
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IO Combos: Is MMAE Special?

Tumor Size (% Change from Baseline)

100 PD-L1 Score

m High (CPS 210)
80 | Low (CPS <10y

Not evaluable

50 - Best Response

+ Confirmed CRIPR
40 —

93% of assessable patients had tumor reduction

20

1st Line enforturmab vedotin 1.25 mg/kg + pembrolizumab (n=43)

EV + PD1: ORR 67%

Confirmed ORR:

DV + PD1: ORR 72%

Sarah Cannon
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Best Percent Change from Baseline-Target Lesions

BEST FEMCENTAGE LNANGE IN SUM o LIaMETErs From baseine

100 1
90+
801
] 63% of patients with tumor shrinkage®®
50
404

204
104

104
204
-30
-40
-50

704
804
-804
-1004

SG + PD1: ORR 34%

80
&0 4
40 4

20 4 -

= IHC 3+

T-Dxd + PD1: ORR 37% ocrivas et al. GU ASCO 2022.

Petrylak et al. ASCO Annual
Meeting 2019.

Galsky et al. GU ASCO 2022.
Sheng X etal. ASCO Annual
Meeting 2022.
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LIVIGNO-3: Livmoniplimab (anti-GARP-TGF-B) in Combination with
Budigalimab (anti-PD-1) versus Chemotherapy in Patients with mUC

Livmo Mechanism of Action

Livmo is a first-in-class antibody to target the GARP-TGF-$1 complex; binding of livmo locks TGF-1 to
GARP, preventing the release of TGF-B1 to effector T cells

IJ['& Livmoniplimab

(/) TGF-8 receptors
=== Active TGF-81

afl integrins

ToN
(eg, cytotoxic T cell)

Treg

Reproduced with edits under the terms of the Creative Commons Attribution 4.0 International License
(https./icreativecommons.org/licenses/by/4.0/) from Metelli A, et al. J Hematol Oncol. 2018,11:24

Dandamudi, D.B. et al., ASCO 2024.

Inclusion

Subjects with histologically or
cytologically confirmed urothelial cancer

Progressed on a previous PD(L)1 in
metastatic setting

Received platinum-based chemotherapy
OR platinum ineligible

ECOG 0-1

Exclusion

More than 1 prior chemotherapy
regimen (platinum administered in
neo/adjuvant will count as prior CT
regimen if progression within 6 months)

>1 antibody-drug conjugate (ADC) in
metastatic setting

Stratification Factors

ECOG (Ovs 1)

1L Therapy {Pembrolizumab +EV vs
platinum-based CT)

Sarah Cannon CONFIDENTIAL — Contains proprietary information.
Q Research Institute Not intended for external distribution.

(1:1:1)
N=150*

Arm 1: Livmoniplimab 400mg Q3W + Budigalimab

375mg Q3W (N=50)

Arm 2: Livmoniplimab 1200mg Q3W +Budigalimab

375mg Q3W (N=50)

Arm 3: Chemotherapy (Investigator Choice of
docetaxel, paclitaxel, vinflunine) (N=50)

Primary
* 0OS
Secondary

* PFS, ORR, DOR RECIST 1.1 per
Investigator

* PK and Safety
Exploratory
* PRO

* Biomarker

clinicaltrials.gov NCT06632951
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Scientific Targets in NMIBC

& 10O 2 .- - & D01
IL15Ra | | [
¥ mHei
MHCII §Tcr
| PoL1
§ Tcr Y P
| PD-L1 T Ty
P Nectin-4
Wr PD-1 J | EPCAM
TLR7 S e s st T FGFR
| co3
k‘/ necrosis J

EPCAM

3
P Nectin-4
T
T

FGFR
Figure 2. Main targets of novel drugs being investigated in BCG-unresponsive NMIBC. TPH, Trypto-

' CD3 phan; KYN, Kynurenine; IFNa2b, Interferon a2b; DC, Dendritic Cell; PD1, Programmed cell Death
protein 1; PD-L1, Programmed Death-Ligand 1; mAb, monoclonal Antibody; GM-CSF, Granulocyte-

Apoptos:s/ Macrophage Colony-Stimulating Factor; FGFR, Fibroblast Growth Factor Receptor; TKI, Tyrosine

&« ecrosa Kinase Inhibitors; IDO1, Indoleamine 2,3-Dioxygenase 1; IL-15R«, Interleukin-15 receptor o; MHCII,
. J Major Histocompatibility Complex Class II; TCR, T Cell Receptor; TLR7, Toll-like Receptor 7; EpCAM,

Epithelial Cell Adhesion Molecule; CD3, Cluster of Differentiation 3.

Audisio, A; Buttigliero, C;Delcuratolo MD et al. Cells 2022,11, 357
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Expression of Nectin-4 and PD-L1 in Variant Histology

Nectin-4 and PD-L1 staining results among BCVH subtypes.

Nectin-4 H-score PD-L1

No. of % of total
- >
Histology specimens (N =117) Mean Median(range) CPS2 10 n(%)

Squamous 31 26.5 207.7  219.5(17-300) 15/30 (50)
Adenocarcinoma 24 20.5 166.9  140.0 (45-299) 4/24 (16.7)
Sarcomatoid 24 20.5 52.3 2.5 (0-300) 17/24 (70.8)
Plasmacytoid 20 17.1 253.5 257.5(108-300) 1/20 (5)
Small cell 10 8.5 46.8 0(0-233) 2/10(20)
Mixed 8 6.8 122 105 (20-265) 2/8 (25)

© 2022 by American Society of Clinical Oncology
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Treatment Options for BCG Unresponsive NMIBC

TAR-200

*Pembrolizumab' *Nadofaragene firadenovec ?. Gemcitabine/Docetaxel* *N-803+BCG’
monotherapy

: Adenovirus mediated delivery of =
Mechanism PD-1 inlerforcn alle- 2D gens Direct cytotoxicity IL-15 superagonist Direct cytotoxicity
3 month CR CIS 41 % 53 % - 71% (anytime) 83.5%
12 month CR CIS 19 % 24 % 60% (2yr 43%) 56 % 57.4%
Duration of CR-
t C
responders 241 mo 97 mo 13.1 mo 192 mo 82% at med f-up € 2 mo
. . 33% 1% 4%
0 0,
. i S stop tx no G5) TRAE 2G3
* So far, no approval n EJrope CIS, carcnoma In silu, CR, comglete resoonse. AE, adverse event,

1. Balar A4, ¢! al. Lance! Oncol 2022,22:919-930. 2. ADSTILADRIN® (radofaragent firadenorec-vicg) [prescribing 'nformation,. Xestrup, Denmaork: Feriing Pharmaceuticals; 2024., . Chamie K, et al.
AE!M Evid. 2023,2(1):6VIDca2 200167 4. Phan, T. Urologx Oncology: Seminars and Onginal Investigations, Volume 41, 'szue 3, 2023, Poges 148 .c1 148.¢7, 1S5N 1673 1439,

https//dai org/ 101016/ urclone. 2022.10.930 : Mathieu Roumiguié, Peter C Black. Sequential Gemcitabine plus Docetaxel is the Standara Second-line Intravesical Therapy for ECS-untesponsive Non-
muscie-invGsive blacder cancer. Pro, European Urafagy Focus, voiume 8, I1ssJe 4, 2022, Fages 1117-1120, ISSN 2405-4569. hps //dol org/10 1016/].euf.2021.07.218

BARCELCNA mmss
s s bt

SC Q | Sarah Cannon CONFIDENTIAL — Contains proprietary information. De SantiS, M. et a|. ESMO 2024.
|

Research Institute Not intended for extemal distribution.
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Research Efforts in NMIBC

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

Key eligibility criteria
* Adults (aged > 18 years)
* Histologically confinmed IR NMIBC:; TAR-210
~ TaLG/grade | 5
~ Recurrent or (Dr?'fﬁ)
~ Primary: Mullifucal.urzj om (Q12W for | year)

- TlngrIdc2

¢ FGFR2/3 alterstions by central or local tissue or urine

testing Investigator’s choice of intravesical
chemotherapy (n=270)
Stratification factors MMC or gemcitabine
«  Anticipated choice of intravesical chemotherapy (QW for 4 to 6 doses [induction]
. Ncwfvdmgnoscd versus recurrent discase and maintenance for 6 months to 1 year)

hod (white light vs

ynlm)c dhagnostics)

Project Description

Erdafitinib
TAR-210 intravesical drug
delivery system

Status Data so far
Ph3 Moonrise-1 vs chemo in Ph1 data at ESMO 2023: 87% CR
intermediate-risk pts with FGFR rate in 15 pts in cohort 3 (BCG-
alterations naive)

Erdafitinib, oral FGFR

Balversa . N
kinase inhibitor

Data at ESMO 2023: 72%

Ph2 Thor-2 h in high-risk
or-< Vs chemo in high-ris reduction in risk of

BCG-experienced pts with FGFR

) recurrence/death in 73 ptsin
mutations

cohort 1 (post-BCG)

Gemcitabine
TAR-200 intravesical drug
delivery system

Ph3 Sunrise-3 +/- cetrelimab vs BCG
in BCG-naive high-risk pts; ph3 Ph2 Sunrise-1 in high-risk BCG-
Sunrise-5 vs investigator’s choice unresponsive pts, data at ESMO
chemo in high-risk BCG-experienced | 2023: 77% CR rate in 30 pts

pts

Primary end point
*  Discasc-free suryivalt

Key secondary end points

* Time to next treatment
* High grade recurrence-free survival
* Progression-free survival

* Rate of diagnostic and therapeutic urological
interventions

* Safety and tolerability

Sarah Cannon CONFIDENTIAL — Contains proprietary information.
Research Institute Not intended for external distribution.

Oncology/Pipeline & clinicaltrials.gov.

Considerations include:
 There is a lack of data with
neoadjuvant chemotherapy
* How to manage Erdafitinib toxicity
early on
» Collaboration with urology groups
» Requirement for research biopsy could
be problematic 24
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Subcutatenous
Administration of IO

Although subcutatenous administration of
Immunotherapy gives patients more treatment options,
there are concerns with patients not being seen as
frequently by clinical staff during the duration of their
therapy.

Subcutaneous formulations of
Nivolumab and Pembrolizumab are

available.

Pfizer’s Subcutaneous PD-1 Blocker,
Sasanlimab in the Phase 3 CREST trial in
HR NMIBC achieved significant efficacy.

Much to be seen with standard of care in
the use of subcutaneous IO
formulations.
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SCRI: Can we Partner with You?

250+ n 24 1,300+ 1,000+

Locations States Research Trials Actively
. Physicians Enrolling
@
()
§ m é \ Registered
& o° o 4 500+ Patients
. L] ) Participating in
‘Wi * e Trials Yearly*
() A @
® .... A Enroliments by Phase/Type
© ° C... Early-Phase Multi-Phase Multi-Phase
e® Legacy SCRI Legacy SCRI Legacy USOR
Our research network touches 1 in 5 patients with 1.500 3.000 4,500
cancer thro Ugh our afflllated Sltes *Based on combined annual data from 2019 to present
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Thank youl!

Mark.Fleming@USONCOLOGY.COM
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