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Agenda

o Targeted Therapy in Prostate Cancer

> Androgen Pathway Inhibitor

> Radioligand Therapy
> PARP inhibitor

o Targeted Therapy in Urothelial Cancer
> FGFR 2/FGFR 3 inhibitor
> Nectin-4 directed therapy
> TROP 2 directed therapy
> HER 2 directed therapy




Tumor Volume

Systemic therapy of prostate cancer 2023

Ist line Metastatic CRPC
Metastatic CSPC * sipuleucel-T

*  Docetaxel * abiraterone

* abiraterone * enzalutamide
 apalutamide * docetaxel

e Enzalutamide * radium-223

e ADT+Docetaxel e PARP + Abiraterone + ADT

+Abiraterone
e ADT+Docetaxel +

Darolutamide PS A

Non-Metastatic CRPC
* apalutamide

* enzalutamide

e darolutamide

Androgen deprivation

therapy (ADT) —

X

Refractory mCRPC

* Cabazitaxel

e Lutetium 177

* olaparib (HRR mut), rucaparib
(BRCAI/2 mut)

* pembro (MMR deficient)

Local
therapy
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Metastatic

Castrate-Sensitive (CSPC)

. Castrate-resistant (CRPC)

Time
Alkhudair NA. Saudi Pharm J. 2019 Mar;27(3):368-372.



|.Androgen Pathway Inhibitor
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Androgen Pathway Inhibitors

LATITUDE: Abiraterone Acetate for mHSPC

Radiographic Progression-Free Survival

Abiraterone

"| Hazard ratio, 0.47 (95% CI, 0.39-0.55)
109 p<0.001

0 T T T T T T T T 1
0 4 8 12 16 20 24 28 32 36

Months

Fizazi et al (2017) N Engl J Med 377: 352-60

Overall Survival

100
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80|
70- Abiraterone
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R e e e PR
54 Placebo
30
20|
Hazard ratio, 0.62 (95% Cl, 0.51-0.76)
104 p-0.001
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0 6 12 18 24 30 36 4
Months
TITAN: Apalutamide for mHSPC
Radiographic Progression-Free Survival Overall Survival
100+ 100
Apalutamide
75 Apalutamide 754 “""--..
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2 HR 0.48, P<0.001 Placebo ! 254 HR 0.67, P=0.005
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Chi et al (2019) N Engl J Med 381: 13-24



ARCHES and ENZAMET
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Armstrong et al (2019) J Clin Oncol 37: 2974-2986; Armstrong et al (2022) J Clin Oncol DOI: 10.1200/JC0.22.00193

ENZAMET: Enzalutamide for mHSPC

Clinical Progression-Free Survival Overall Survival

100 100+
Enzalutamide
754 Enzalutamide 75
" Standard care
Standard care 0]
254 254
Hazard ratio, 0.40 (95% Cl, 0.33-0.49) Hazard ratio, 0.67 (95% CI, 0.52-0.86)
P<0.001 by log-rank test P=0.002 by log-rank test
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0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48

Months Months

Davis et al (2019) N Engl J Med 381: 121-131



PEACE - 1|

Key Eligibility Criteria Nov 2013 — Dec 2018
De novo mCSPC

Distant metastatic disease by = 1 lesion on bone scan — SOC
and/or CT scan (n =296)
ECOGPS0-2

On-Study Requirement

Continuous ADT

. RANDOMIZATION
Permi = 1:1:1:1
ADT < 3 months

ratification n=1173
ECOG PS (0 vs 1-2)
Metastatic sites (LN vs bone vs visceral)
Type of castration (orchidectomy vs LHRH agonist vs
LHRH antagonist)
Docetaxel (yes vs no)

SOC+Radiotherapy
(n=293)

SOC+Abiraterone+
Radiotherapy
(n=292)

ECOG PS, Eastern Cooperative Oncology Group performance status

Overall population ADT with docetaxel population
100 — -1
£ 80 -
£ 60- B
=
A
?.E 40 — o)
S
o 20+ -
HR 0-82 (95-1% Cl 0-69-0-98); p=0-030 HR 0-75 (95-1% Cl 0-59-0-95); p=0-017
0 1 T T T 1 1 T 1 T T T
0 1 2 3 4 5 6 0 4 | 2 3 4 5

Fizazi et al (2022) Lancet https://doi.org/10.1016/ S0140-6736(22)00367-1



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Darolutamide and Survival in Metastatic,
Hormone-Sensitive Prostate Cancer

Matthew R. Smith, M.D., Ph.D., Maha Hussain, M.D., Fred Saad, M.D.,
Karim Fizazi, M.D., Ph.D., Cora N. Sternberg, M.D., E. David Crawford, M.D.,
Evgeny Kopyltsov, M.D., Chandler H. Park, M.D., Boris Alekseev, M.D.,
Alvaro Montesa-Pino, M.D., Dingwei Ye, M.D., Francis Parnis, M.B,, B.S.,
Felipe Cruz, M.D., Teuvo L.J. Tammela, M.D., Ph.D., Hiroyoshi Suzuki, M.D., Ph.D.,
Tapio Utriainem, M.D., Cheng Fu, M.D., Motohide Uemura, M.D., Ph.D.,
Maria J. Méndez-Vidal, M.D., Benjamin L. Maughan, M.D., Pharm.D.,
Heikki Joensuu, M.D., Silke Thiele, M.D., Rui Li, M.S., Iris Kuss, M.D.,
and Bertrand Tombal, M.D., Ph.D., for the ARASENS Trial Investigators*

March 24, 2022
N Engl J Med 2022; 386:1132-1142
DOI: 10.1056/NE|M0a2119115



ARASENS 2023 Update

ASCO Genitourinary
Cancers Symposium

Efficacy and Safety of Darolutamide in
Combination With Androgen-Deprivation Therapy
and Docetaxel by Disease Volume and Risk in the

Phase 3 ARASENS Study

Maha Hussain, MD, FACP, FASCO, " Bertrand Tombal, MD, PhD,2 Fred Saad, MD,? Karim Fizazi, MD, PhD 4 Cora N. Sternberg, MD S E.
David Crawford, MD ® Neal Shore, MD,” Evgeny Kopyltsov, MD 8 Arash Rezazadeh Kalebasty, MD ¥ Martin Bogemann, MD, ' Dingwei
Ye, MD," Felipe Cruz, MD,'? Hiroyoshi Suzuki, MD, PhD, '3 Shivani Kapur, MD,4 Shankar Srinivasan, PhD,'® Frank Verholen, MD,¢ Ins

Kuss, MD,'7 Heikki Joensuu, MD,'® Matthew R. Smith, MD, PhD®

'Northwestemn University, Feinberg School of Medicne, Chicago, IL. “Oision of Urology, IREC, Clniques Universitares Sant Luc, UCLowvain, Brussels, Belgum, “University of Montreal
Hospital Center, Montreal, Quebec, Canada. ‘institut Gustave Roussy, University of Panis-Saclay, Vilep!, France. "Englander Institute for Precision Medicne, Wedl Comel Department of
Medicine, Meyer Cancer Center, New York-Presbyteran Hospal, New York, NY, UC San Diego School of Medicine, San Diego, CA. "Carolna Urclogie Research Center/Geness Care, Myrtle
Beach, SC; "Cinical Oncological Dispeasary of Omsk Region, Omsk, Russian Federaton, *University of Calfornia Irvine, Division of Hematology/'Oncology, Orange, CA. ""Department of
Urology, Minster University Medical Center, Manster, Germany. "Fudan Unwversity Shanghal Cancer Center, Xuhul District, Shanghal, China. “Nicleo de Pesquisa e Ensino da Rede Sio
Camilo, S30 Paulo, Brazil, “Toho University Sakura Medical Center, Chida. Japan, “Bayer SEA, Singapore, “Bayer MealthCare Pharmaceuticals Inc . Whippany, NJ, "“Bayer Consumer Care

AG, Basel Switzerand, "Bayer AG, Berin, Germany, "Onon Corporation, Espoo, Fland, “Massachuselts General Hospital Cancer Center, Boston, MA

rexsowto o Maha Hussan, MD, FACP, FASCO




ARASENS

ARASENS: Darolutamide vs Placeboin
Combination With ADT + Docetaxel in mCSPC

® |nternational, randomized, double-blind phase Il trial in 286 sites across 23 countries

Stratified by metastasis stage (M1a vs M1b vs Mic),
alkaline phosphatase level (< vs 2 ULN)

Darolutamide 600 mg PO BID +

; ADT +
. . / Docetéxel s e Until symptomatic PD,
Patients with newly D1 x six 28-day cycles . .
. . changein neoplastic tx,
diagnosed metastatic (n=651) .
CSPC: ECOG PS 0/1 _ unacceptable toxicity,
(I'\l = 1306) Placebo PO BID + patient—physician
\ ADT + decision, or nonadherence

Docetaxel 75 mg/m? on
D1 x six 28-daycycles
(n=655)

= Primary endpoint: 0S

= Secondaryendpoints tested hierarchicallyin this order: time to CRPC, time to pain progression,
SSE-free survival, time to first SSE, time to initiation of subsequentanticancertherapy, time to worsening
of physical symptoms, time to first opioid use, safety

Smith. NEIM. 2022;[Epub]. Smith. ASCO GU 2022. Abstr 13. NCT02799502.




Overall Survival

ARASENS: OS (Primary Endpoint)

. = Addition of darolutamide to
- 90+ ADT + docetaxel significantly
S so- reduced risk of death by
¢ 704 Darolutamide 32.5% vs placebo (P <.001)
E 50
- — 75.6% of patients in placebo
o 50+ .
- arm received subsequent
% ntt Placebo life-prolonging systemic tx
E 304 Median Survival, Mo Darolutamide Placebo .
.% 20 (95% Cl) NE 48.9 (44.4-NE} = (OSbenefit observed across
& HR for death: 0.68 most subgroups
a0 (955 CI: 0.57-0.80; P<.001)
0 L L] L) L L] L L] L) L L] L) . L L] L] L) . L L] L) -— 0 iti
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 HR (95%) for those stratified

. . by metastatic stage at initial
Mo Since Randomization dx: M1, 0.707 (0.590-0.848);

MO, 0.605 (0.348-1.052)

Patients at Risk, n
Darolutamide 651 645 637 627 608 593 570 548 525 509 4B6 468452 436402267139 56 @ 0 O
Placebo 654 646 630607 5B0 565535510 488470441 424 402 383340218107 37 6 1 O

Smith. NEJM. March 2023




ARASENS Update

Definition of Disease Volume and Risk Subgroups

High-Volume Disease: CHAARTED Criteria’ High-Risk Disease: LATITUDE Criteria?

Visceral metastases « 22 risk factors:
= Gleason score 28

24 bone metastases with 21 beyond the vertebral
column/pelvis® * 23 bone metastases?
* Visceral metastases

Low-volume and low-risk disease were defined as not meeting the respective high-volume and high-risk crteria
*Including those with diffusely increased skeletal metastases with superscan?®

« Of 1305 patients in the ARASENS full analysis set
1005 (77%) had high-volume disease and 300 (23%) had low-volume disease

912 (70%) had high-risk disease and 393 (30%) had low-risk disease

3 Nanoher PR, of al, Worid J Nech Med, 201716 3544

2015 373737-746, 2. Fzaz K et al N Engl J Med 2017.377.352-360. 3 Nia
Hussain, ASCO GU 2023

1. Sweeney CJ et al. N EnglJ Med 2




ARASENS Update

ARASENS VOLUME Subgroups:
Select Baseline Demographics and Disease Characteristics

High Volume
Characteristic at Baseline :
Darolutamide (n=497) Placebo (n=508)  Darolutamide (n=154) Placebo (n=146)

Age, median (range), y 67.0 (41-89) 67.0 (44-86) 67.0 (41-84) 67.5 (42-81)
Gleason score at initial diagnosis 28, n (%) 381 (76.7) 403 (79.3) ; 124 (80.5) 113 (77.4)

Metastasis stage at initial diagnosis, n (%)*

De novo 432 (86.9) 445 (87.6) 126 (81.8) 121 (82.9)

Recurrent 58 (11.7) 59 (11.6) 28 (18.2) 23 (15.8)

Metastasis stage at screening, n (%)
M1a (nonregional LN only) 0 0 23(14.9) 15 (10.3)

386 (77.7) 390 (76.8)" 131 (85.1) 131 (89.7)

M1c (visceral £ LN or bone) 11 (22.3) 118 (23.2) 0 0
Serum PSA, median (range), ng/mL* 38.7 (0-9219.0) 27.9 (0-11,947.0) 3 11.7 (0-3771.0) 14.5 (0-3372.9)

‘Dats on distent melasisses were missing for 13 patients. *One patiert had lysph node metasiasis slone per direct entry in Case report form But was categorized as N1B in the high-volume subgroup using delalied

or data; “These values were centrally sssessed. Samples were oblained while patients were recenving ADT. LN. lymph node; PSA, prostate-specific antigen

secsowro ae Maha Hussan, MO, FACP, FASCO ASCO Sranny
Hussain, ASCO GU 2023




ARASENS Update

ARASENS VOLUME Subgroups: Overall Survival

High-volume mHSPC Low-volume mHSPC

- e ST e Darolutamide + ADT + docetaxel
“:\ﬁ« Darolutamide + ADT + docetaxel | - o, Median, NR (95% CI: NR-NR)
: odian, NR (95% CI: 50.3 mo-NR) o
- . pt BURTI -

.

e .\ : Placebo + ADT + docetaxel i S
. Median, NR (95% CI: NR-NR)
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Pationts Who Survived

Hazard ratio, 0.69 >4 Hazard ratio, 0.68
(95% Cl: 0.57-0.82) (95% ClI: 0.41-1.13)

T T T r Y T T Y r Y T Y » T v v v T
0 3 6 9 12 18 18 21 24 27 * 3
Months
Nurber of hoh-volume pabents ot nek Susler of ks
Wwolerade 497 &34 480 4T M2 40 4 0 389 378 36 MY N6 312 285 193 103 J ( Darclstamcts 154
“aceto 208 S0Q 407 &60 444 420 401 378 58 1 19 J04 20¢ 08 220 3] I Pl 1 ( Hacebe 14 -

Analysis by unstratied Cox regression model. O, confidence interval, NR
sesowto o Maha Hussan, MD, FACP, FASCO ASCO
Hussain, ASCO GU 2023
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ARASENS Update

ARASENS RISK Subgroups: Overall Survival

High-risk mHSPC

Low-risk mHSPC

ox

Hazard ratio, 0.71
(95% CI: 0.58-0.86)

\\
,\

Placebo + ADT + docetaxel s
Modian, 43.2 mo (95% CI: 40.0-48.9) N —

Darolutamide + ADT + docetaxel

o
Placebo + ADT + docetaxel o, PRSI
?‘\_ Median, NR (95% Cl: NR-NR)

Bt

Patients YWho Survived (")

Hazard ratio, 0.62
(95% CI: 0.42-0.90)

Nemser of moh-rek padents a3t nek

v . .l T v

6 0 12 15

Nirber of low - nsk pateres 3t rek

450 42 &7 a9
451 443 40 X

Darobramede 198 195 108 1K
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mrsowto ae Maha Hussan, MD, FACP, FASCO ASCO AL DL

Hussain, ASCO GU 2023




Adverse Events

Selected Grade 3/4 Darolutamide + ADT Placebo + ADT +
AE, n (%) + Do_cetaxel Doc-etaxel
(n=652) (n=650)
Neutropeniza 220(33.7) 222(34.2)
Febrile neutropenia 51(7.8) 48(7.4)
Hypertension 42(6.4) 21(3.2)
Anemia 31(4.8) 33(5.1)
Pneumoniza 21(3.2) 20(3.1)
Hyperglycemia 18(2.8) 24(3.7)
Increzsed ALT 18(2.8) 11(1.7)
Increased AST 17(2.6) 7(1.1)
Increzsed weight 14(2.1) 8(1.2)
uTl 13(2.0) 12(1.8)

" - -
Smith, NEJM. March 2021

Safety Outcome,

n (%)

Any AE

Serious AE

AE leading to
permanent d/c of
trizl agent
= Darolutamide
or placebo
= Docetaxel

Darolutamide +
ADT + Docetaxel
(n=652)

649 (99.5)

292 (44.8)

88(13.5)

52(8.0)

Placebo + ADT +
Docetaxel
(n=650)

643 (98.9)

275 (42.3)

69(10.6)

67(10.3)



ARASENS Conclusion

e Darolutamide, Docetaxel,and ADT significantly
increased OS vs placebo + ADT + docetaxel in high risk
and low risk with metastatic castrate sensitive prostate
cancer

e Median OS: NE vs 48.9 mo (HR:0.68; 95% CI: 0.57-0.80;
P <.001)

» Adverse events comparable between arms,

» Every patient with metastatic hormone sensitive
prostate adenocarcinoma should receive androgen
pathway inhibitor with ADT at a bare minimum.

e Consider Darolutamide, Docetaxel, and ADT as new
standard of care for mHSPC



Synchronous vs Metachronous
Prostate Cancer

Synchronous

Patients diagnosed with a primary prostate
cancer and metastases simultaneously

Metachronous

Patients diagnosed with nonmetastatic
disease at initial diagnosis and develop
metastases during follow up
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2. Radioligand Therapy



Radioligand Therapy

TLu-PSMA-617 targeted radioligand therapy

"""Lu-PSMA-617 binds to PSMA I ©
on the cell membrane with high affinity

e B particle emission

:| TILu-PSMA-617

Endocytosis

Prostate cancer cell
and neighbouring
cell death

L

’ DNA damage

*Reduced binding in the kdneys, spleen, ver,
salivary glands, lacrimal glands, submandibuar |
glands, and bone Marmow s expected

Presented By: Michael J. Morris #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO, 2021 AS CO
Permission required for reuse. ANNUAL MEETING




VISION Study

ORIGINAL ARTICLE

Lutetium-177-PSMA-617 for Metastatic Castration-
Resistant Prostate Cancer

Oliver Sartor, M.D., Johann de Bono, M.B., Ch.B., Ph.D., Kim N. Chi, M.D., Karim Fizazi, M.D.,
Ph.D., Ken Herrmann, M.D., Kambiz Rahbar, M.D., Scott T. Tagawa, M.D., Luke T. Nordquist, M.D.,
Nitin Vaishampayan, M.D., Ghassan El-Haddad, M.D., Chandler H. Park, M.D., Tomasz M. Beer,
M.D., et al., for the VISION Investigators”

September 16, 2021

N Engl ] Med 2021; 385:1091-1103
DOI: 10.1056/NE)M0a2107322
Chinese Translation P3N EE




VISION Study

Open-label study of protocol-permitted standard of care
+ 177Lu-PSMA-617 in adults with PSMA-positive mCRPC

Eligible patients Protocol-permitted SOC + n
. . [ 177 y.- =1
* Previous treatment with both Lu PS_MA'GW = >
7.4 GBq (200 mCi) every 6 weeks 8 —
2 1 androgen receptor N 4 cycles, increasable to 6 =r %
pathway inhibitor pe CBD o
. =y S~
1 or 2 taxane regimens | Protocol-permitted SOC £ ‘(%
Protocol-permitted standard of care alone
(SOC) planned before randomization
Excluding chemotherapy
;nmvng;’iw;:z;aa%rrjds'“m'223’ « Randomization stratified by « CT/MRI/bone scans
9 g ECOG status (0-1 or 2) * Every 8 weeks (treatment)
ECOG performance status 0-2 * LDH (high or low) » Every 12 weeks (follow-up)
Life expectancy > 6 months + Liver metastases (yes or no) *  Blinded independent
PSMA-positive mCRPC on PET/CT * Androgen receptor pathway SRNIEEC

inhibitors in SOC (yes or no)

with 68Ga-PSMA-11

Morris, ASCO 2022



Primary endpoints: '"’Lu-PSMA-617 improved rPFS

=+ Ly-PSMA-617 + SOC (n = 385)

1009 -
[ 90_
Prlmar_y S ol Hazard ratio: 0.40
analysis N (99.2% Cl: 0.29, 0.57)
b= (I .
= p <0.001 (one-sided)
Q
PFS 8w
analysis set o Median 8.7 vs 3.4 months
£ 50-
(n=581) 0
0
£
(0]
>
1L

10+ SOC alone (n = 196)

rrrrrrrrrr1r17 T T 1T T T"1

I T I I T I I

012345678 91011121314151617181920212223
o Time from randomization (months)

Number of patients still at risk

TLu-PSMA-617 +SOC 385 373 362 292 272 235 215194 182146 137121 88 83 71 51 49 37 21 18 6 1 1 0

Morris MJ, ASCO 2021



Primary endpoints: "’Lu-PSMA-617 prolonged OS

100
[ 90_
Prlmary S ol Hazard ratio: 0.62
analysis N (95% Cl: 052, 0.74)
. = 701 <0.001 (one-sided
All randomized 2 o d ( )
patients o ) Median 15.3 vs 11.3 months
2 o
(N = 831) A
f__J 40 -
£ 34
g
W 204
~ 17Ly-PSMA-617 + SOC (n = 551)
"1 50C alone (n = 280)

0 I T I I I T I T I I I I I I I I T

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
o Time from randomization (months)

Number of patients still at risk
TLu-PSMA-617+SOC 551 535 506 470 425 377 332 289 236 166 112 63 36 15 5 2 0

Morris MJ, ASCO 2021



Treatment-emergent adverse events grouped as topics of
interest: no unexpected or concerning safety signals

All grades Grade 3-5

Patients, n (%) SOC alone SOC alone
(n=205) (n=205)

Fatigue 260 (49.1) 60 (29.3) 37 (7.0) 5 (24)
Bone marrow suppression 251 (47.4) 36 (17.6) 124 (23.4) 14 (6.8)
Leukopenia 66 (12.5) 4 (2.0) 13 (2.5) 1 (0.5)
Lymphopenia 75(14.2) 8 (3.9) 41 (7.8) 1 (0.5)
Anemia 168 (31.8) 27 1182) 68 (12.9) 10 (4.9)
Thrombocytopenia 91(17.2) 9 (44) 42 (7.9) 2 (1.0)
Dry mouth 208 (39.3) 2 (1.0) 0 (0.0) 0 (0.0)
Nausea and vomiting 208 (39.3) 35(17.1) 8 (1.5) 1 (0.5)
Renal effects 46 (8.7) 12 (5.9) 18 (3.4) 6 (2.9)
Second primary malignancies 11 (2.1} 2 (1.0) 4 (0.8) 1 (0.5)
Intracranial hemorrhage 153 Ju(1:5) 5 (0.9) 28 (10

Morris MJ, ASCO 2021



VISION study

o 177 u-PSMA-617 significantly prolonged vs
standard care treatment

* Imaging-based progression-free survival
(median, 8.7 vs. 3.4 months; hazard ratio
for progression or death, 0.40;)

e Overall survival (median, 15.3 vs. | |3
months; hazard ratio for death, 0.62;)



ASCO 2022 TheraP

2022ASCO ANZl.JR

ANNUAL MEETING

77Lu-PSMA-617 (LUPSMA) versus cabazitaxel in metastatic castration
resistant prostate cancer (mMCRPC) progressing after docetaxel:
overall survival after median follow-up of 3 years

(TheraP ANZUP 1603)

Michael Hofman, Louise Emmett, Shahneen Sandhu, Amir Iravani, Anthony Joshua, Jeffrey Goh,

David Pattison, Hsiang Tan, lan Kirkwood, Siobhan Ng, Roslyn Francis, Craig Gedye, Natalie Rutherford,
Andrew Scott, Alison Zhang, Margaret McJannett, Martin Stockler, Scott Williams, Andrew Martin,

lan D. Davis, on behalf of the TheraP Investigators




TheraP Trial Study Design

TheraP Trial Schema

177 Lu-PSMA-617
KEY ELIGIBILITY SPECT/CT @ 24 hours

* mCRPC post docetaxel 8.5 GBq IV q6 weekly e Rt s o ek
* Rising PSA and PSA 2 20 ng/mL W 0.5GBq each cycle uptake (centrally reviewed)
* ECOGO-2 Up to 6 cycles

200 men 1:1 randomisation
11 sites in Australia

68Ga-PSMA-11 + FDG PET/CT sl
atified by
* PSMA SUVmax > 20 at any site « Disease burden (>20 sites vs < 20 sites)
* No FDG positive/PSMA negative * Prior enzalutamide or abiraterone
sites of disease * Study site
* Centrally reviewed

CABAZITAXEL

20mg/m? IV q3 weekly,
Up to 10 cycles

202ASCO =3 Micheod Hofman, MBSS  @OrMHoluay I e, ASCO ==



ASCO 2022:TheraP Study

Discussion: PSMA as predictive biomarker' (psas0-rRr)

Cabazitaxel LUPSMA

ﬁ is".’:‘. I “

PSAdecline 250% i} » I

SUVmean < 10

tumor
volume (MTV) = 148mi

®
£
=
wn
®
o
=
S
-
@
o
c
@
-
o
X

SUVmean 2 10

2371 (32%) 33/62 (52%)

14/30 (47%) 32/35 (91%)




177Lu-PSMA-617 vs Cabizitaxel.

e PSMA PET scan is a biomaker. If SUV >10
| favor Lu-PSMA 617

o If patient progresses in less than 12
months on androgen pathway inhibitor |

favor Cabizitaxel based on CARD Trial

* Phase Il PSMAfore trial met primary
endpoint. (pre-taxane indication)



3. PARP inhibitor



Mechanism of Action

: b !lonnal cells can
2. PARP inhibition leads repair DNA and survive.

Olaparib _
1. PARP helps repair Niraparib to more DNA damage. W/ *\d
DNA damage. Rucaparib >

Talazoparib

\d _‘*M‘d PARP inhibitors

PARP inhibition leads to Ca

PARP the formation of a double
inhibitors strand break PARP
4. Cancer .cells with defe_ct in
PARP, poly (ADP-ribose) polymerase DNA re::l:r m(:gfm:tanon)

Jacobetal. UCC December 2020,Volume 09, Issue 04




PROpel Study
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PROpel: phase lll trial of olaparib and abiraterone
versus placebo and abiraterone as first-line
therapy for patients with metastatic

castration-resistant prostate cancer

Fred Saad, Andrew J. Armstrong, Antoine Thiery-Vuillemin, Mototsugu Oya, Eugenia Loredo,
Giuseppe Procopio, Juliana de Menezes, Gustavo Girotto, Cagatay Arslan, Niven Mehra,
Francis Parnis, Emma Brown, Friederike Schliirmann, Jae Young Joung, Mikio Sugimoto,

Christian Poehlein, Elizabeth A. Harrington, Chintu Desai, Jinyu Kang, and Noel Clarke




PROpel Study

Patient population s Primary endpoint
« 1L mCRPC : PRt R e | ° Radiographic progression or death (rPFS)

Docetaxel allowed at R e by investigator assessment
mHSPC stage 5

No prior abiraterone Key secondary endpoint

Other NHAs allowed if

stopped =12 months prior

to enroliment ”_ ;

Ongoing ADT Additional endpoints

ECOG 0-1 Time to first subsequent therapy or death (TFST)
Time to second progression or death (PFS2)

Placebo Objective response rate (ORR)
+

abiraterone 1000 mg qd*

» Overall survival (alpha control)

Stratification factors
« Site of distant metastases:
bone only vs visceral vs other
* Prior taxane at mMHSPC:
yes vs no n=397

i ol

—_— HRRm?' prevalence (retrospective testing)
Health-related quality of life

Saad F et al. Genitourinary Cancers Symposium 2022;Abstract 11.



PROpel study

34% risk reduction of progression or death with olaparib + abiraterone

12-month rate

1.09
0.94 ) - 63.4% ?4-month rate Placebo +
0.8 Ky, ' 21.4% Di | abiraterone
o . =38 (n=397)
w 0.71
= 0.6 Events, n (%) 168(42.1) 226 (56.9)
« O
o -
2 057 Median rPFS 24.8 16.6
S 041 | (months)
[ :
8 | e == a 0.66 (0.54-0.81);
E 0.3 : HR (95% ClI) P<0.0001
0.2 : Pre-specified 2-sided alpha: 00324
0.1 '
0.0 —————r— . t Median rPFS improvementof 8.2 months

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 favors olaparib + abiraterone*
Time from randomization (months)
No. strisk
Olaparib + 3 2399 39G6T AL JNNITHMIWVWI ZTT2TAS 2N 244 2TT 221219170167 16314 100 BT 56 &7 28 26 25 &5 4 4 0
Placebo ¢+ abiraterone 397 30956 IMIM MG I0T 266264249 202220190 190186 142 141 127 07 B4 73 45 4 20 W77 & 2 2 1

predniscne or predniscione

nfidence interval; HR, hazard ratio

Saad F et al. Genitourinary Cancers Symposium 2022;Abstract 11.



Any

Anemia*

Fatigue or asthenia
Nausea

Diarrhea
Constipation

Back pain
Decreased appetite
Vomiting
Arthralgia
Hypertension
Dizziness
Peripheral edema
Urinary tract infection

Olaparib + abiraterone (n=399) Placebo + abiraterone (n=399)

PROpel Study

97.2 472 N T 94.9
46.0 151 B33 16.4
37.2 23] |15 28.3
28.1 03 |03 126
17.3 0.8/ /0.3 9.3
173 03 139
171 08| |1.0 18.4
146 10| 538
131 1.0] |03 9.1
12.8 |0.5 17.7
126 35§ P33 164 B Grade 23
10.8 6.3 All grade
, B Grade =3
192 114 All grade
103 20] |10 7.8
100 60 40 20 00 20 40 80 100

Saad F et al. Genitourinary Cancers Symposium 2022;Abstract 11.




Magnitude Study

Study start: February 2019  Prescreening for Allocation 11
BM status® to cohort randomization

Primary endpoint

+ LI mCRPC RO RL g by centralreview
+ <4 months prior AAP HRR BM+
allowed for mCRPC HRR BM+ Planned N = 400 Secondary endpoints
« ECOGPSOor1 panel: BN Placebo + AAP + Time to cytotoxic chemotherapy
« BPI:SF worst pain score <3 8’;2’;? : « Time to symptomatic progression
BRCA2 + 0S
e
?‘t?;mst:'tmb Feh f CDK12 Other prespecified endpoints
r::osrpcxane- il e + Time to PSA progression
S rffgcé B Niraparib + AAP s
* Prior ARi for nmCRPC or e P .+ PFS2
mCSPC HRR BM- * Time to pain progression
» Prior AAP for L1 mCRPC Planned N = 600 + Patient-reported outcomes
Placebo + AAP
* BRCA1/2 vs other HRR gene = Note: Patients could request to be

alterations (HRR BM+ cohort) unblinded by the study steering
committee and go on to subsequent
therapy of the investigator's choice.

Chi et al Journal of Clinical Oncology 40, no. 6_suppl (February 20, 2022) 12-12.




Magnitude study

100 -

Patients without events (%)

No. at risk
NIRA + AAP
PBO + AAP

80 -

60 -

40 A

20

rPFS assessed by central review

NIRA + AAP: 16.6 mo

PBO +AAP: 10.9 mo

113
112

HR: 0.53 (95% CI, 0.36-0.79)
P = 0.0014
3 6 9 12 15 18 21 24 27 30
Months from randomization
103 90 65 45 31 18 9 4 1 0
o7 77 43 28 20 1 5 2 0 0

100

Patients without events (%)

No. at risk
NIRA + AAP
PBO + AAP

80

60

40

20

rPFS assessed by investigator

NIRA + AAP: 19.3 mo

HR: 0.50 (95% CI, 0.33-0.75) PBO +AAP: 12.4mo

Nominal P = 0.0006

113
112

T T T T T T T T T 1

3 6 9 12 15 18 21 24 27 30
Months from randomization

107 80 64 49 36 23 10 5 1

99 73 45 32 23 14 6 2 0 0

Chi et al Journal of Clinical Oncology 40, no. 6_suppl (February 20, 2022) 12-12.



Magnitude Study

All HRR BM+ Patients BRCA1/2-mutated
Relative risk, 2.13 Relative risk, 1.66
80 nominal £<0.001 nominal P= 6.035
! ! r 1
w70 - 60%
B e (55/92) 52%
g o (29/56)
T £ 50
- 31%
o 2 40 - 28% (15/48)
e 30 (23/82)
T gl
S5 14% CR
& 104 17% PR 17% PR
0
NIRA + AAP PBO + AAP NIRA + AAP PBO + AAP

Chi et al Journal of Clinical Oncology 40, no. 6_suppl! (February 20, 2022) 12-12.



MAGNITUDE study (HRR-)

Composite Progression Endpoint
(radiographic or PSA progression)

100
X g0
L
c
Q
5 60 - PBO + AAP
‘5 e - - - - - - - V -
2 4
’§' NIRA + AAP
$Z,
_g 20 -
©
a
0 T 1 T T 1
0 3 6 9 12 15
Months from randomization
No. at risk
NIRA + AAP 117 92 68 51 4 0
PBO + AAP 116 91 68 56 8 0

Chi et al Journal of Clinical Oncology 40, no. 6_suppl (February 20, 2022) 12-12.
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TALAPRO-2: Phase 3 study of talazoparib plus
enzalutamide versus placebo plus enzalutamide
as first-line treatment in patients with metastatic
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Neeraj Agarwal,’ Arun A. Azad,? Joan Carles,? Andre P. Fay,* Nobuaki Matsubara,® Daniel Heinrich,®
Cezary Szczylik,” Ugo De Giorgi,® Jae Young Joung,? Peter C. Fong,'® Eric Voog," Robert J. Jones,'?
Neal D. Shore,'® Curtis Dunshee,'* Stefanie Zschabitz,'® Jan Oldenburg,’ Xun Lin,'” Cynthia G. Healy,'®
Nicola Di Santo,'® Fabian Zohren,'” Karim Fizazi®®

Huntsman Cancer Institute (NCI-OCC), University of Lrah, Sair Lake Cety, UT, USA; “Feter MacCallum Cancer Centre, Melbourme, Australia: 'Vall a'Hebron University Hospitad, Vall dHebron Instite of Oncology
(VMIO), Barcelona, Spain, “PUCRS Schoal of Medicine, Porto Alegre, Brall. “Natlons! Cancer Center Hospital East, Chiba, Japan: “innlance! Hospital Trust, Gjovik, Norway, 'Department of Oncology Ewropean
Heath Center, Otwock Foland, and Fosigracuefe Medicel Education Conder, Warsaw, Poland. YRCCS Istituio Romegnolo per 1o Studic dei Tumor (IRST) Dine Amador, Meldols, Maly, “Nations! Cancer Center
Goyang, Repubiic of Korea. ""Auckiand City Mospital and University of Aucidand, Auckiand, New Zealand: **Ciimigue Vickor Hugo Centre Jean Sermard, Le Mans, France. *School of Cancer Sciences,
University of Glsagow. Beetson West of Scotfand Cancer Centre, Glaagow, UK. "“"Carofing Urologic Research Center, Myrtie Beach, SC, USA' "‘Arfzans Urology Specialists, Tucason, AZ USA. "“Wetional Center for
Tumor Dissases (NCT). HeldeiDarg Universily Hospital, Halgeibang, Germany, Lovenskog, Norway, “"Pfizer inc, La Jolla, CA USA
‘Plizer Inc., CollegeviVe. PA USA, “Pfizer Inc,, Duham, NC, USA

TAkershos University Hosplial (Ahus)
“institu! Gustave Roussy, University of Paris-Saciay, Yileol France

532 b

A ~
recsowto oe Dr Neera| Agarwal § ‘ Greeraaims

Agarwal, ASCO GU 2023




TALAPRO-2

TALAPRO-2: Rationale for Combining Talazoparib and Enzalutamide’®

Suppresses AR activity

Upregulates PARP activity
Downregulates HRR gene expression
inducing a HRR-deficient state

Suppresses AR transcriptional activity
Kills and suppresses subclones harboring
BRCAZ2/RB1, potentially leading to
decreased resistance to NHT

Disrupts SSB repair
leading to DSB

Co-inhibition of AR and PARP may be
efficacious in tumors with or without
HRR gene alterations

TALAPRO-2 is the first phase 3 trial
evaluating talazoparib plus
enzalutamide in patients with
mCRPC unselected for HRR status®

— An initial nonrandomized
open-label run-in determined
the starting dose as talazoparib
0.5 mg daily (0.35 mg daily if
moderate renal impairment) plus
enzalutamide 160 mg daily

Agarwal, ASCO GU 2023



TALAPRO-2

TALAPRO-2: A Randomized, Double-blind, Placebo-Controlled Study

Patient population
* First-line mCRPC
+ ECOG performance status (PS) 0 or 1

Stratification factors

« Prior abiraterone® or docetaxel in
castration-sensitive setting (yes vs no)

+ HRR gene alteration status
(deficient vs nondeficient or unknown)

Al comers (Cohort 1), N=805

l—%\

"°"°‘k“°"“' HRRm HRRm
OF UNKROWR  \u169 N=230

N=636
%_)

HRRm only (Cohort 2), N=399

Talazoparib 0.5 mg* + Primary endpoint
enzalutamide 160 mg, Radiographi progression-free survival (rPFS) by
once daily blinded independent central review (BICR)
(N=402)
(10,36 w daly ¥ moderate renal mpeiment) Key secondary endpoint
+ Overall sunvival (alpha protected)
(N=805)
Other secondary endpoints
Time fo cytotoxic chemotherapy
Placebo + PFS2 by investigator assessment’
enzalutamide 160 mg, once Objective response rate (ORR)
daily Patient-reported outcomes

(N=403) Safety
(Data cutoff- August 16, 2022)

Samples prospectively assessed for HRR gene alterations (BRCA1, BRCA2, PALB2, ATM, ATR,
CHEK2, FANCA, RADS5S1C, NBN, MLH1, MRE11A, CDK12) using FoundationOne*CDx and/or
FoundationOne*Liquid CDx

We report results only from the all-comers cohort of men unselected for HRR gene alterations

Agarwal, ASCO GU 2023



TALAPRO-2

TALAPRO-2: Baseline Demographics and Disease Characteristics

These were well-balanced between treatment arms

Age, median (range), years

Talazoparib + Enzalutamide
(N=402)

Placebo + Enzalutamide
(N=403)

71 (41-90)

71 (36-91)

Prostate-specific antigen (PSA), median (range), ng/mL

18.2 (0.1-2796.0)

16.2 (0.1-2285.1)

Disease site, n (%)

Bone

Lymph node

349 (86.8)

342 (84.9)

147 (36.6)

167 (41.4)

Visceral (lung)

45 (11.2)

61(15.1)

Visceral (liver)
ECOG PS 01, n (%)

12 (3.0)
259 (64 .4)/143 (356)

16 (4.0)
271 (67.2)/1132 (32.8)

Prior abiraterone* or docetaxel, n (%)

109 (27.1)

110 (27.3)

Abiraterone

21(5.2)

25 (6.2)

Docetaxel

86 (21.4)

93 (23.1)

HRR gene alteration status (for prospective stratification), n (%)

Deficient

85 (21.1)

84 (20.8)

Nondeficient or unknown

- '\
secsowto ae D Neeray Agarwal gJ Sreera@ims

317 (78.9)

319 (79.2)

o

NCER

Agarwal, ASCO GU 2023



TALAPRO-2

TALAPRO-2: Source of Tumor DNA for Assessment and Baseline HRR Gene Status

Biomarker status was prospectively informed by tumor tissue for 99.9% of patients

Talazoparib + Enzalutamide Placebo + Enzalutamide
Tissue source for prospective HRR gene alteration testing, n (% (N=402) (N=403)

Tumor tissue 347 (86.3) 347 (86.1)

Tumor tissue and blood (circulating tumor DNA) 57 (14.2) 57 (14.1)

Blood (circulating tumor DNA) only 0 1(0.2)

HRR gene alterations were well-balanced between treatment arms and consistent with prior reports'+?

Talazoparib + Enzalutamide Placebo + Enzalutamide
Number of participants with HRR gene alterations, n (%) (N=402) (N=403)

1 or more alterations in the corresponding gene 85 (21.1) 82 (20.3)
CDK12 23 (5.7) 29 (7.2)
BRCAZ2 23 (5.7) 28 (6.9)
ATM 23 (5.7) 14 (3.5)
CHEK? 6 (1.5) 5(1.2)
BRCA1 5(1.2) 4(1.0)
Other (ATR, FANCA, MLH1, MRET1A, NBN, PALB2, RAD51C) 14 (3.5) 13 (3.2)

=~ rcsowto oe Or Neeral Agarwal & ' Sreera@ims ASCO A oY
et [ P P ni < A - PRI - - v ENOWLEDGE COM FRAS CANCER

Agarwal, ASCO GU 2023




TALAPRO-2

TALAPRO-2 Primary Endpoint: rPFS by BICR

Treatment with talazoparib plus enzalutamide resulted in a 37% reduced risk of progression or death

TALA + ENZA  PBO +ENZA
(N=402) (N=403)

Events, n 151 191

Median (95% Cl), Not reached (NR) 219
months (27 .5-NR) (16.6-25.1)

"
¢
(-]
z
8
g

0.63 (0.51-0.78);
o

HR (95% CI) et s
— y ‘ T . Median follow-up for rPFS was
18 20 22 24 26 28 30 32 34 36 38 40 42 24.9 and 24.6 months, respectively

No. at risk Months
A NIA 402 37 = 2 6 200 193 175 136 97

ASSO » -r:l y 'ma —— (‘rv.‘.;v-:-rab A;j;r,.a.l O Goeera@ims A ASCO o .

Agarwal, ASCO GU 2023




TALAPRO-2

TALAPRO-2: rPFS by BICR by HRR Status
A clinically meaningful reduction in risk of progression or death was seen regardless of HRR status

HRR-deficient HRR-nondeficient or unknown
TALA + ENIA  PBO +» ENZA 1
N=t5) (N=04) B, 4z
Events, n 37 =
27 i B, W
n(95% 279 ~
o ‘omoa‘t:l"i)s (16 6-NR \ -%\\

Talazoparib +
0.46 (0.30-0.70); -
"\ HResxen P« 0,001 e T\“\ 7 Enzalutamide

"\_\_’-_\—-'—‘ Me \ 4

—
Talazoparib +

ey
Enzalutamide

.
o

o
o
1

o
o

o
1N

TALA + ENZA  PBO + ENZA
(N=21T7) (N=219)
Evems, n 114 142
Median (95% CI), N= | 225
months 275-NR) | (19.1-305)

HR (95% C1) 0.70 ‘”;‘f:g;"”’li

' T 1 UL ) | U L T e e T B S S e e e
6 B8 10 12 14 16 18 20 22 24 26 28 30 32 34 3B 38 40 42 2 3 8 10 12 14 16 18 20 22 24 28 28 30 32 34 36 38 40 42
Months No. t sisk Months
' ' A+ ENZA 2 16177 167 153 18 106 74 S0 45 2
155 149 129 119904 79 57 37 36 12

w
¢
=]
g
r-]
:

Probability of rPFS

il

Agarwal, ASCO GU 2023
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TALAPRO-2

TALAPRO-2: Most Common All-cause TEAEs

Talazoparib + Enzalutamide Placebo + Enzalutamide
(N=398) (N=401)

In the talazoparib arm:
Anemia

» Most common TEAESs leading to a dose
Neutropenia . : S reduction of talazoparib were
o - Anemia (43.2%)
Fabgue ! . Neutropenia (15.1%)
- Thrombocytopenia (5.5%)

Thrombocytopenia : 3 : 49.0% had grade 1-2 anemia at baseline

Grade 3-4 anemia

Median time to onset was 3.3 months
-~ Reported in 46.5% of men

Leukopenia

Back pan
All grades 8.3% discontinued talazopanb due to anemia

Decreased

appetite

| Grade 3
Nausea

The median relative dose intensity of
talazoparib remained >80%

ASCO nit ary mcsowto ae Or Neeral Agarwal O Sreera@ims ASCO -

Agarwal, ASCO GU 2023




PARP + Androgen Pathway Inhibitor

- PROpel

rPFS benefit for olaparib + Abi/Pred + ADT vs placebo +
Abi/Pred + ADT in overall population

Patients were not stratified by HRR status
Benefit across unselected patients

- MAGNITUDE Study

rPFS benefit for niraparib + Abi/Pred + ADT vs placebo +
Abi/Pred + ADT

No benefit in HRRmut -ve cohort

e TALAPRO-2 Study

rPFS benefit for Talazoparib + Enzalutamide + ADT vs
Enzalutamide +ADT

Benefit across unselected patients




My practice

* | would consider PARP + Androgen
Pathway Inhibitor + ADT for patients with
metastatic castrate resistant prostate
cancer with BRCA?2 mutation

* Will await follow up studies with
Enzalutamide + Rucaparib (CASPAR trial)
since there appears to be discordance
with MAGNITUDE, PROpel, and
TALAPRO-2 for unselected patients



Targeted therapy in
Urothelial Cancers

*FGFR 2/FGFR 3 inhibitor
* Nectin-4 directed therapy
* TROP 2 directed therapy,

*HER 2 directed therapy



Urothelial Cancer Algorithm

Current mUC Landscape

1L ‘ 2L ‘ 3L

Cisplatin- | Cisplatin >
Eligible | : chemo '_’ (" Enfortumab |

== — N
PD-L1 neg Carboplatin e —

Ineligible Aol - - [ Erdafitinib |
mUC decision - Erdafitinib
) » '
pointa i 1— uptront c1) T —

Jun, J Cancer Metastasis Treat 2022




Targeted Therapies

Sacituzumab govitecan b

SN-?G Enfortumab vedotin
AT

3{ < ;
N (] T

FGFR
+ signaling

Internalization
payload

.....

L
-e
Inhibition

of Topo | X’

Tumor cell

Alhalabi, Urinary Bladder Pathology, pp 199-209, 2021




Erdafitinib

ziﬁx z)k\

HER 2

Alhalabi, Urinary Bladder Pathology, pp 199-209, 2021



Erdafitinib

BLC2001: Phase 2 Trial of Erdafitinib?

= Fifteen percent of patients with MIBC have FGFR alterations?

Patients Regimen 3
- Erdafitinib 10 mg/d
= Unressctable la/mUC with prespecified FGFR3/2 alterations $ S 7 days on/7 days off .
-l - Erdafitinib 8 mg/d
- ECOGP50-2 - K Locally advancedUC - -
) ] ) ) ) ) E 3 with potential for
= History of disease progression during or after 21 line of prior 5 :" unii jon to
e M A b - N '
systemic chemotherapy, or within 12 months after receiving gn = 5 uptitration to
[n=o)adjuvant chemotherapy in the metastatic setting — ~D=T = 9 mg/d
{chemo-refractory patients) g (=] E s
B S : ‘A &
= Were cisplatin ineligible {for impaired renal function or b = £ L (N=99)
peripheral neuropathy) N - o Erdafitinib 6 mg/d
= >
= Chemotherapy naive

Primary endpoint
FGFR Alterations (n=99)

* Confirmed ORR FGFR2 or FGFR3 fusion, No. (%) 25 (25)
Secondary endpoints FGFR3 mutation, No. () 74 (75)

* PFS, DOR, OS, safety, predictive biomarker evaluation, PK FGFR2/3 fusionsand mutations 0

1. LoriotY, etal. NEnglJ Med. 2013;381(4):338-348.
2. Helsten T, et al. Clin Cancer Res. 2016;22(1):259-267.



Erdafitinib

/

> |

BCL2001: Efficacy

* Confirmed response rate 40% (3% CR; 37% PR)

All
Patients | FGFR3 Mutation | FGFR2/3Fusion * Among 22 pts with prior ICl, confirmed response rate 59%
(N=99) (n=74) (n=25)
ORR, n(%) 40(40) 36(49) 4(16) Table 2. Efficacy Outcomes by Subgroup
7 S s 2 s S
(95%Cl) (31-50) (37-60) (2-30) Sl Lol s B oo
IFigun 3. A) PFS* and B) OS in Patients Who Had Prior Chemotherapy FGFR alteration
A e FGFRm- EX) 6.0 70 5.6 2.0
1004 190 FGFRv-f+ 4 6.2 25 28 10.3
- FGERm+f+ 3 56 6 69 15.0
Mecian PFS = 5.5 months | Medan 05 - 10.6 months Primary tumor location
_ 804} WMCGosn 04. \ AL Upper tract [ 67 25 42 10.3
£ Y Lower tract | 29 6.0 7% 5.6 13.8
: £ \ Presence of visceral metastases |
§ 60{ | € L Yes 30 6.0 78 5.5 10.3
. T § No 0 53 2 5.8 W)
| » b Prior systemic therapy |
o 1 | Eag | None |4 09 10 9.8 181
f \ . 1line 7 60 48 5.5 n3
\ .y 2lines | 0 6.1 28 5.5 8.0
204 > 204 - 3lines 7 44 n 57 n2
. >3lines 2 48 4 3.4 2.4
T et Use of prior chemotherapy |
L v o Y v g v o ~— Yes 35 56 89 5.5 10.6
0 3 6 0 25BN 708 0 3 6 9 N5 BN MNTTHND T
Mobe Moathe No 'S W3 ") 149 208
No, at risk No. ot risk Use of prior IO
NSNS &I VO NS NATHHNN2T O Prior 1O 1 1 65 24 57 109
"By Ivestigator assessment No price 10 '8 s A7z % "ss A ‘pg
1. LoriotY, etal. NEnglJ Med. 2019;381(4):338-348. *By wvestigator assessment. "For PFS and OS.
NMAAAAA NAANA

AAAAAAAAA



Erdafitinib

BCL2001: Safety

Grade 23 AEs Occurring in 25% of Patients, No. (%)

Stomatitis 10(10)

Hyponatremia 11(11)

e 7(7) Final Analysis (n=101)

Nail dystrophy 6(6) TEAE of Interest Overall Incidence
Hand-footsyndrome 5(5) n(%)

Urinary tractinfection 5(5)

Hvperphosphatemia® 79(78%)
Stomatitis 60 (59%)
Nail disorders 60 (59%)
Skin disorders 55 (55%)
Central serous retinopathy 27 (27%)

1. LoriotY, etal. N Engl J Med. 2019;381(4):338-248.
2. Necchi A etal ESMO 2020. Presentation 750P.




HER 2 Targeted treatment

/3(\ /)k\

HER 2

Alhalabi, Urinary Bladder Pathology, pp 199-209, 2021




HER?2 antibody drug conjuage

Disitamab Vedotin with Anti-PD-1 (Torpalimab) in mUC

= Pts with locally advanced or metastatic UC

- 41 pts (25 treatment-naive / 16 with 1+ lines s
of therapy) '

- 39 pts evaluable for response
= Confirmed ORR: 72% (28/39)

- cORRINIHC 0 or 1+ pts: 9/17 (53%)
= Median PFS: 9.2 months
= Median OS: NR (86% 12-month OS)

Promising results with DV trials in China led to a Breakthrough Therapy Designation by FDA
Phase Il & lll registrational trials (monotherapy & combo with anti-PD-1) pending




Antibody drug conjugate




ASCO 2022

Enfortumab Vedotin for Previously Treated Advanced UC

The 5-year relative survival rate for metastatic bladder canceris =8%°

Enfortumab vedotin (EV), an antibody—drug conjugate directed against Nectin-4, demonstrated overall survival (OS) and
progression-free survival (PFS) benefit in patients with locally advanced or metastatic (la/m) urothelial carcinoma (UC) in the
open-label, confirmatory phase 3 EV-301 trial (NCT03474107) at the prespecified interim analysis?

Efficacy and safety are presented for EV vs chemotherapy over a median follow-up period of =2 years

Key eligibility criteria: Enfortumab vedotin Primary end point: Overall survival
* Histologically/Cytologicall
y confirmedUC mgkg Secondary end points:

* Radiographic r atio *  Progression-free survival Investigator-
progression/ L el * Diseasecontrol rate _’_—\—p assessed per
.
.

relapse during or after Overall response rate RECIST v1.1
PD-1/L1 treatment for Preselected chemotherapy Safety
advancedUC (N=307)

* Prior platinum-containing Docetaxel 75 mg/m* or paclitaxel 175 mg/m* or Findings from the prespecified, event-driven

regimen for advan vinflunine 320 mg/m* -
Uegl en for advanced on day 1of each 21-d cycle OS analysis when 439 deaths occurred are presented

* ECOGPS 0-1

; PD-1L1, programmed cell desth proten- 1programmed desthligand 1,
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Overall Survival

100 = "+

Events/N Median (95% CI)

Chemotherapy 2371307 8.94 (8.25-10.25)

HR (95% C1)=0.704 (0.581-0.852)
1-sided P=0.00015

Survival, %

Chemotherapy
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8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24

1 1 1 1 1 )
25 26 27 28 29 30 31 32 33 34 35 36
Overall survival, mo

Data shown for interion-fo-frest  populaion.
HR, hazard raso.

Data cutoffdate: July 30, 2021
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Progression-Free Survival

100 -

S
©
-
=
=
w
@
@
S
e
=
Qo
(77
]
@
L
g
Qa

+ Censored

Events/N Median (95% CI)
Chemotherapy 248/307 3.71(3 S;? 3 ;‘.m

HR (95% Cl1)=0.632 (0.525-0.762)
1-sided P=0.00001
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N at risk
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Investigator-Assessed Clinical Response

Confirmed overall response rate, P<0.001
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95% Cl, 35.57-47.25
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Crfarkiimnh vnadatin /AI—N00N O hAarmath Aarans IN=DNEN
Disease control rate (95% Cl),* % ) 53.4(47.52-59.17)

ponse as ascecced by F 1 avIUIe DODSIIOoN.

Salid Tumors

*Proparfon of pafents best overall respor rmed CR, ik ( s enfortumaty vedoin s chemotherapry.
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Safety/Tolerability

Median (range) duration rates of treatment were 4.99 mo (0.5-29.9) for EV and 3.45 mo (0.2-26.4) for chemotherapy

Rates of treatment-related adverse events (TRAEs; 93.9% vs 91.8%) and serious TRAEs (22.6% vs 23.4%) were comparable
between EV and chemotherapy groups

Enfortumab vedotin Chemotherapy
(N=296) (N=291)

Treatment-related adverse event, n (%) Any grade Grade 23 Any grade Grade 23
Alopecia 135(45.6) NR 108 (37.1) NR
Peripheral sensory neuropathy 103(34.8) 15(5.1) 63(21.6) 6(2.1)
Pruritus 96 (32.4) 4(1.4) 14(4.8) 1(0.3)
Fatigue 93(31.4) 20(6.8) 66(22.7) 13(4.5)
Decreased appetite 92(31.1) 9(3.0) 69(23.7) 5(1.7)
Diarrhea 74(25.0) 10(3.4) 49(16.8) 5(1.7)
Dysgeusia 73(24.7) NR 22(7.6) NR
Nausea 71(24.0) 3(1.0) 64(22.0) 4(1.4)
Maculopapularrash 50(16.9) 22(7.4) 5(1.7) NR
Anemia 34(11.5) 8(2.7) 63(21.6) 23(7.9)
Decreased neutrophil count 31(10.5) 18(6.1) 51(17.5) 41(14.1)
Neutropenia 20(6.8) 14(4.7) 25(8.6) 18(6.2)
Decreased white blood cell count 15(5.1) 4(1.4) 32(11.0) 21(7.2)
Febrile neutropenia 2(0.7) 16(5.5) 16(5.5)

Qoourring in 220% of pfents in ather resiment group o grade 23 TRAES ocourring in 25% of pafienis in either resiment group.  Data shown for safety population. BETENETI) : Uly 30 2021
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Sacituzumab Govitecan

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

Cohort 1*(~100 patients): patients with mUC "y - Prima Endpoint:
who progressed after prior platinum-based and ry P )

CPl-based therapies Objective response rate
G 10 mg/k per RECIST 1.1 criteria

Cohort 2 (~40 patients): patients withmUC
ineligible for platinum-basedtherapy andwho

progressed after prior CPI-basedtherapies Key secondary Endpoints:
Cohort 32 (up to 61 patients): mUC _ SG10mgkg Safety/tolerability, DOR, PF

CPI naive patients who progressed . — S,08
after prior platinum-based therapies .

Cohort 4 (up to 60 patients): mUC platinum-
naive patients

Maintenance avelumab (800
mg every 2 weeks) with SG

cycles has been completed,?
disease progression, lack of 9 (Days 1 and 8 every 21 days)

Cohort 5 (up to 60 patients): mUC platinum- /s 1 ry 21 clinical benefit, toxicity, or
naive patients withdrawal of consent

forthose without disease
progression

Key Inclusion Criteria: Age 218 years, ECOG of 0/1, creatinine clearance (CrCl) 230 mUmin % adequate hepaticfunction
Key Exclusion Criteria: Inmunodeficiency, active Hepatitis B or C, active secondary malignancy, or active brain metastases

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

cancer, NR, not re d. ¢
1. TRODELVY™ (sacitzis

ASCO Genitourinary
Cancers Symposium

rc Apdl 2021 EudaCT Number: 201800116723, Qlinical Tals gov Numbar: NCTOSSSTI73. IMMUL 13206 shudy 21

Alndrad # TR Cotet of e presetsdin t U propaty of s edhors ! Mostes! by ASOD. escan neganed (o neses
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&

TROPHY-U-01 Cohort 2, a Phase 2 Study
of Sacituzumab Govitecan in Platinum-
Ineligible Patients With Metastatic
Urothelial Cancer who Progressed After
Prior Checkpoint Inhibitor Therapy

\
Daniel P. Petrylak,' Scott T. Tagawa,? Rohit K. Jain,® Manojkumar Bupathi,®
Arjun Balar,® Arash Rezazadeh Kalebasty,® Saby George,’
Phillip Paimbos,® Luke Nordquist,? Nancy Davis,'® Chethan Ramamurthy,
Cora N. Sternberg,? Yohann Loriot,'? Neeraj Agarwal," Chandler Park,*
Julia Tonelli,'*Morganna Vance,'* Huafeng Zhou,'* and Petros Grivas'®




TROPHY-U-01 Cohort 2

Baseline Characteristics and Prior Therapies

Baseline Characteristics Cohort 2 (N=38) Prior Theraples Cohort 2 (N=38)*

Male, n (%) 23 (61) Modian prior anticancer regimens, (range) 2(15)
S2 prior anticancer regimens, n (%) 28 (74)
WPIR S99, ¥ (UNE0) 73 4187) Median time since last prior anticancer regimen, months 16 (19)
ECOG PS 1, n (%) 19 (50) (range)
Prior CPI, n (%) 37 (97)=
Tumor stage at screening, n (%)
Pembrolizumab 22 (58)
Locoregional only 1364 Atezolizumab 10 (26)
Distant metastasis 25 (66) Nivolumab 5(13)
Site of disease at baseline, n (%) Ourvalumab 10)
Ipilimumab 1(3)
Visceral 25 (66)
Prior (neo)adjuvant platinum therapy, n (%) 19 (50)
i o Sl e Prior enfortumab vedotin, n (%) 7018)
Nonvisceral 13 (34) Prior erdafitinib, n (%) 10)
Bollmunt risk factor, n (%) Best response to prior systemic therapy.® n (%)
0 11 (29) Complete response 1(3)
Partial response 6(16)
: 19.(50) Stable disease 13 (34)
2 8(21) Disease progression 22 (38)

‘Parcentages are based on big N. "One patient was mssing dats (ne1). ‘Patients may have Been trested with mcre than cre pricr CP1 Responses are 1o all prior sysiemic therapies for each patient
CP1, chackpaint Inhbitor, ECOG PS. Eastern Cooperative Oncology Geroup performance status

Petrylak, ASCO GU 2023



TROPHY-U-01 Cohort 2

Best Overall Responses?

Best Overall Reponses Cohort 2 (N=38)

Objective response rate (CR + PR), n (%) 12(32) * An ORR of 32% was observed (32% PR
[95%CI] [17.5-48.7] rate and 42% CBR)
Best overall response, n (%) * An ORR of 53.8% was observed in
CR 0 patients without prior platinum or EV
(N=13)
PR 12 (3 ,
B2) * Median time to response was 1.4 months
sD 13 (34) ; 0
+ Median DOR was 5.6 months (95% CI,
SD 26 months 4(11) 2.8-13.3; n=12)
PD 4(11) + ORRs were largely similar across
Not evaluable® 4(11) prespecified §ubgr9ups. regardlegs of
number of prior anticancer therapies,
Not assessed® 5(13) though some subgroups had limited
Clinical benefit rate (CR + PR + SD 26 16 (42) patient numbers
months), n (%) [96%CI] [26.3-59.2]

‘Responses assessed by incepencent review assessment "Patents who did have cne postbaseine imaging assessment bul were assigned & BOR "not evaluabie” per BICR assesament cue 10 imeging quaily issue or
omher reasons not currenty provided In the BICR datasets are coumed as "not evaluable” “Pajents wihout postbaseine assassmants are counted a8 ‘not sssessad’

BICR. binced iInoepencent cantral review. BOR. Das! overal response. CBR, cinikal beneft rate. CR. compists response. DOR. curation of résponse. ORR objeciive résponse rate. PO, progressive dsease PR, panla
response SO, stable dsease

Petrylak, ASCO GU 2023




TROPHY-U-01 Cohort 2

Best Change in Target Lesions?, and Response Assessment
From Start of Treatment to Progression

100 Best overall response

- Partial response (n=12) =} i)
(= Stable disease (n=13) &) B
W Progressive disease (n=3)
50 W Not evaluable (n=4) B
g @ &}
- =
¢ ollnecncn :
5 < (=l
£ R R e = i
E B = Discontinued without event
2 - ] Ongoing response
o I W Onset of response
S B PD or death
P B 5
Patient 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 18

Time (months)

69% of assessed patients (22/32) experienced target lesion reduction

-

2 patients had an ongoing response at data cutoff

FRbents Wih MSSING PErcent Changs oM DASRING are Mot reportsd
PO progressne diseass

Petrylak, ASCO GU 2023




TROPHY-U-01 Cohort 2

Progression-Free Survival and Overall Survival

Median PFS (95% CI):
5.6 (4.1-8.3) months

PFS probability (%)
&
1
>

0- — Cohort 2 (N=38)

T T ¥ T T T 1

0 2 4 5 8 10 12 14 16
Time (months)

No. of patients still at risk
Cohort2 38 24 21 10 7 3 2 1 0

* Median follow-up was 9.3 months
* Median PFS was 5.6 months (95% Cl, 4.1-8.3)
* Median OS was13.5 months (95% CI, 7.6-15.6)

OS, overall Survival PFS. progression-free survival
9

Median OS (95% CI):

100 4 =+ 13.5 (7.6-15.6) months

90 - '

80 = T
70 4
00.] jise
50
40 - y

OS probability (%)

20 4 b —

10 <4
04 Cohort 2 (N=38)

T T T

0 2 4 6 B8 10 12 14 16 18 20 22 24 26 28 30
Time (months)

No. of patients still at risk
Cohort2 38 33 28 26 20 17 4 11 6 6 5 3 3 2 1 0

Petrylak, ASCO GU 2023



TROPHY-U-01 Cohort 2

Updated Safety Outcomes

TRAESs Occurring in >20% e « 26 (68%) patients had grade 23 TRAEs
s - The most common were neutropenia (34%),

of Patients, n (%)

anemia (21%), leukopenia (18%), fatigue (18%),
All Grade Grade 23 diarrhea (16%)

Diarrhea 24 (63) 6(16) « 3 (8%) patients had treatment-related febrile

19 (50) 2 neutropenia (2 with grade 3; 1 with grade 4)
Alopecia « 14 (37%) patients had SG dose reduction due to
Nausea 18 (47) 0 TRAEs

. 9 i i i
Neutropenia 17 (45) 13 (34) -'1'_ [(21\ 8E /;) patients discontinued treatment due to
e o 106s M9 * No treatment-related death occurred
S Lol ey * G-CSF was received by 7 (18%) patients for primary
Leukopenia 13 (34) 7(18) prophyiaﬁs and 10 (26%) patients for secondary
prophylaxis

Decreased appetite 10 (26) 0

Petrylak, ASCO GU 2023



TROPHY-U-01 Cohort 2

Conclusions

* In PT-ineligible patients with mUC who progressed following CPI therapy, an ORR of 32% was
observed in all patients. Chemotherapy/EV naive patients had an ORR of 53.8%. The CBR was
42%

» At 9.3 months of median follow-up, the median PFS was 5.6 months and median OS was 13.5
months

» SG had a manageable safety profile with no new safety signals and no treatment-related deaths

» Data support further evaluation of SG (alone and in combination) in patients with mUC who
progressed after prior CPI therapy

» Cohorts 4, 5 and 6 for 1L mUC remain open and are currently enrolling

» The TROPICS-04 randomized phase 3 randomized trial of SG vs single-agent chemotherapy of
physician’s choice after progression after prior PT & CPI therapies is ongoing (NCT04527991)'

Petrylak, ASCO GU 2023




Norton Cancer Institute

‘ '_QFEE-I it

IS

AR,
-~ \\
N |

ok

AW m—ﬁﬂ-l-

\ b \ //
i \
\
i
LA
N
N

e\ EI-I I

e—— e eesa e — gy

e 1| |

all ﬁl—lgﬁ_
BN v ,n.. % R Al

_

.\\‘ l(?\fc\l)(%-f[l‘cl?\lﬁrlTUTE

Twitter: @CParkMD

elin] Linkedin: @ChandlerParkMD

4



