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Outline

Overview of DNA damage pathways

Case studies in Genitourinary Oncology

— PARP inhibition in prostate cancer

— PARPI in combination

— ATR inhibitors in urothelial carcinoma

— DNA damage response and repair mutations as biomarkers in urothelial
carcinoma

Future directions
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DNA damage and response/repair
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PARP inhibition and synthetic lethality
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PARP inhibition in castration-resistant prostate cancer

TRITON3 Study Design

Endpointsd
Key eligibility criteria Randomization 2:1 Rucaparib (n=270)
600 mg BID
Primary:
+ Chemotherapy-naive Stratification: « rPFS by IRR
* ECOGPSOvs 1 Key secondary:

Hepatic metastases yes + OS
1 prior second i Vs no Physician’s choice (n=135)c + ORR by IRR
ARP in any sefting? * BRCATvs BRCA2vs ATM Docetaxel (n=75) Subgroup analyses:

+ OS and rPFS for
rucaparib vs docetaxel or
second-generation ARPI

or

Prior docetaxel or other Second-generation ARPI (n=60)

taxane chemotherapy for Abiraterone
castration-sensitive disease acetate
was permitted

or Enzalutamide

Patients who progress on physician’s choice
of treatment may be considered for
crossover to rucaparib

Visit cutoff date: 25 August 2022. 2Determined by Foundation Medicine testing of tissue or plasma. ®Protocol amendment 19 June 2018: patients’ qualifying second-generation ARPI could be in any setting. °if chosen, patients received whichever
second-generation ARPI had not yet been received. Docetaxel: 75 mg/m? Q21D, 10 cycles max; Abiraterone acetate: 1000 mg QD; Enzalutamide: 160 mg QD; “Tumor assessments were conducted at baseline and every 8 weeks for 24 weeks,
then every 12 weeks, via CT/MRI and technetium-bone scans. €84 patients had IRR-confirmed progression, including 3 who were later re-evaluated as having non-progressive disease by IRR. ARPI, androgen receptor pathway inhibitor;

BID, twice daily; BRCA, BRCA1and BRCAZ2; CT, computed tomography; ECOG PS, Eastern Cooperative Oncology Group performance status; IRR, independent radiology review; mCRPC, metastatic castration-resistant prostrate cancer;

OS, overall survival; Q21D, every 21 days; QD, daily; rPFS, radiographic progression-free survival.
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Cancers Sym posium Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org KNOWLEDGE CONQUERS CANCER

COMPREHENSIVE
CANCER CENTER




Radiographic PFS results of TRITON3

Benefit seen more N BRCA subgroup ATM subgrour’
patients with BRCA o e
4 edian,  95% CI

I 95% CI 1
alterations . = g mo. " 2%l
| 1.2 9.2-13.8 1 : : :
] 6.4 54-8.3 1 6.8 4.0-104
Log-rank P=0.842

Log-rank P<0.0001
HR (95% CI): 0.95 (0.59-1.52)

HR (95% CI): 0.50 (0.36-0.69)

rPFS by IRR (%)
rPFS by IRR (%)

Benefit in comparison

T T T T T

T
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T T T T T T T T T T T T T T T
O axa n e O r E 5 9 S 18 21 24 27 30 33 36 39 42 45 K B 5 18 21 24 27 30 33 36 39 42 45
Months Patients at risk (events) Months
69 (0) 31(24) 6 (46) 4(47) 2(48) 2(48) 1(49) 0(49)

. . .
athwa Inhlbltor 201(0) 124(44) 55(89) 27(103) 13(110) 7(113)  3(115) 2(115)
101(0) 42(42)  9(64) 3(66) 0(67) 34(0) 16 (14) 4(24) 1(26) 1(26) 0(27)

Patients at risk (events)

BRCA subgroup

Rucaparib vs Second-Generation ARPI )
Median,

95% ClI 100 95% ClI
mo. o mo.

112 92-138 5 12 92-138
83  6.1-99 45 3358

Log-rank P=0.00092
HR (95% CI): 0.53 (0.37-0.77)

Rucaparib vs Docetaxel .
Median,

70
60 Log-rank P<0.00012
S0 HR (95% CI): 0.38 (0.25-0.58)

40

rPFS by IRR (%)
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20
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rPFS by IRR (%)

21 24 27 30 33 36 39 42 45

Patients at nsk (events) Months
201 (0) 124 (44) 55 (89) 27 (103) 13(110) 7(113) 3(115) 2(115) 201 (0) 124 (44) 55 (89) 27 (103) 13(110) 7(113) 3(115) 2(115)

60(0)  32(18) 6(36)  1(38)  0(39) 410) 10(24) 3(28) 2(28)  0(28)
AH Bryce, ASCO GU 2023
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PARP inhibition in castration-resistant prostate cancer

PROfound Phase Il Study Design

Key eligibility criteria

e mCRPC with
disease progression
on prior NHA
eg abiraterone or
enzalutamide

¢ Alterations in >1 of
any qualifying gene
with a direct or
indirect role in HRR*

Stratification factors
¢ Prior taxane
¢ Measurable di
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Cohort A:

BRCAT1, BRCA2 or ATM

N=245

2:1 randomization
Open label

Cohort B:

Other alterations
N=142

Olaparib 300 mg bid P
n=162
Physician’s choicet .,
n=83

Upon BICR progression,
physician’s choice patients were
allowed to cross over to olaparib

Olaparib 300 mg bid P
n=94

Physician’s choice' [l
n=48

Primary endpoint

rPFS in Cohort A (RECIST 1.1
& PCWG3 by BICR)

Key secondary endpoints

¢ rPFS in Cohorts A+B

¢ Confirmed radiographic ORR
in Cohort A

¢ TTPP in Cohort A

¢ OSin Cohort A

*BRCAT, BRCA2, ATM, BARD1, BRIP1, CDK12, CHEK1, CHEK2, FANCL, PALB2, PPP2R2A, RAD51B, RAD51C, RAD51D, RAD54L,;
'Either enzalutamide (160 mg qd) or abiraterone (1000 mg qd plus prednisone [5 mg bid]). BICR, blinded independent central review;
ORR, objective response rate; OS, overall survival; qd, once daily; TTPP, time to pain progression




Efficacy results of PROfound

Crossover-adjusted overall survival
Cohort A (BRCA, ATM)

100+
904 Patients who crossed over, 67% (56/83)
Hazard ratio for death, 0.42 (95% Cl, 0.19-0.91)
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Percent of Patients Alive
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Crossover-adjusted overall survival
Cohort B (other alterations)

Patients who crossed over, 63% (30/438)
Hazard ratio for death, 0.83 (95% Cl, 0.11-5.98)

-----

Olaparib
“O—0©

Months since Randomization

M Hussain et al N Engl J Med 2020



Class Safety Effects of PARPI

= TRITONS (rucaparib)
— Grade 3+ anemia: 24%
— All grade nausea: 50%
— All grade fatigue: 61%

= PROfound (olaparib)
— Grade 3+ anemia: 21%
— All grade nausea: 41%
— All grade fatigue: 41%
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Rationale for combination approaches in prostate cancer
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PARP and AR are important for DNA repair in prostate cancer

2 PARP activity facilitates repair
e HIHuIHIH of DNA single-strand breaks

>

repair through multiple pathways

DNA damage e Hﬁ[‘fﬁ]ﬂ AR binds DNA and facilitates

(single- and double- DNA repair mechanisms
strand breaks) that involve AR and PARP @

DNA repair

PARP enables AR binding

T ]IHI'ﬁHI to damaged DNA

e

Inhibition of PARP and AR in combination results in more DNA damage
laparib NHA

A eg abiraterone
olaparib PARP "

PARP e —
3 trapping , =

1 5
Accumulation of " .
DNA single- DNA double- Inhibition of AR DNA Increased DNA damage and anti-
strand breaks strand breaks binding and repair prostate cancer efficacy

AR, Activated Androgen Receptor; DNA, deoxyribonucleic acid; NHA, next-generation hormonal agent; PARP, poly(ADP-ribose) polymerase
1. Chaudhuri et al. Nat Rev Mol Cell Biol2017;18:610-21; 2. Polkinghorn et al. Cancer Discov 2013;3:1245-53; 3. Lord et al. Science 2017;355:1152-8 ; 4. Pommier et al. Sci Trans! Med 2016;8:p362ps17;
5. Schiewer et al. Cancer Discov 2012;2:1134-49; 6. Asim et al. Nat Commun 2017,8:374; 7. Li et al. Sci Signal2017:10; 8. AZ data on file.

N Clarke, ASCO GU 2023
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PROpel: Phase lll trial design

Patient population
« 1L mCRPC

+ Asymptomatic, mildly
symptomatic, symptomatic

Primary endpoint
« rPFS by investigator assessment
(sensitivity analysis by blinded independent central review)

Abiraterone 1000 mg qd*
+

olaparib 300 mg bid

i ) n=399 .
» No prior abiraterone Key secondary endpoint
. Full dose of abiraterone and
« Other NHAs allowed if Slapart (O]

stopped 212 months prior
to enrollment

ECOG 0-1

Additional preplanned analyses:

TFST

P —— Abiraterone 1000 mg qd* PFS2
ratirication ractors “ HRQoL

+ Site of distant metastases:
bone only vs visceral vs other p:\azc::szl;o + HRRm status (by tissue and ctDNA after randomization

and before primary analysis; see supplement)
DCO3: 12 October 2022

DCO1: 30 July 2021 DCO2: 14 March 2022 OS (final pre-specified)
rPFS (primary) OS (interim) current dataset

Analysis timeline: I—l—l
“In combination with prednisone or prednisolone 5 mg bid.

bid, twice daily; ctDNA, circulating tumor DNA; DCO, data cut-off; ECOG, Eastern Cooperative Oncology Group; HRRm, homologous recombination repair mutation; HRQoL, health-related quality of life; mHSPC,
metastatic hormone-sensitive prostate cancer; PFS2, time to second progression or death; qd, once daily; TFST, time to first subsequent therapy or death.

ASCO Genitourinary
Cancers Symposium

* Prior taxane at mHSPC:

yes vs no Safety and tolerability

presentep By: Professor Noel Clarke ASCO) S

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org KNOWLEDGE CONQUERS CANCER
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PROpel Overall Survival results in ITT population

Abiraterone + | Abiraterone +
olaparib placebo
(n=399) (n=397)
Events, n (%) 176 (44.1) 205 (51.6)
w  07- Median, months 421 34.7
O HR (95% CI) 0.81 (0.67-1.00)
© 087 P value 0.0544
g’ 0.5 - 2-sided boundary for significance
o 0.0377
8 04- - e
.g : 47.9% maturity
S
O 034
0.2
G ATA4
months
0.0 T T T T T T 7 0 & I 1 T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48
Number of patients at risk: Time from randomization (months)
Abiraterone + olaparib 309 399 391 385 374 364 349 334 318 312 208 283 273 258 253 246 226 192 135 96 63 29 10 2 0
Abiraterone + placebo 397 395 388 383 376 370 355 337 316 305 301 282 254 241 225 213 201 157 119 84 53 25 7 0 0
N Clarke, ASCO GU 2023
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PROpel: OS results based on HRRm status

HRRm (28.4% of ITT population) Non-HRRm (69.3% of ITT population)
Abiraterone+ | Abiraterone + Abiraterone + Abiraterone +
olaparib (n=111)|placebo (n=115) olaparib (n=279) | placebo (n=273)
Events,n (%) 48 (43.2) 69 (60.0) Events,n (%) 123 (44.1) 132 (48.4)

Median, months NR 285 107

Median, months 421 38.9

094 094
HR (95% ClI) 0.66 (0.45-0.95) HR (95% ClI) 0.89 (0.70-1.14)
081 0.8
o 077 o 071
(o] o
s 06+ % 061
£ os- £ 05 S
e e
g 04+ _\_\L\—_\-—L__ g 0.4+
% 03 % 031
024 024
0.1+ 0.1
(114 b ooy ey e s e P e R [ SO O I (2 S T [ ST ) I [ pae P e | [ X1 o s e e e s ey R S S T A T I, K ) O R [ T I
0 2 4 6 8 101214 16 18 2022 24 26 28 30 32 34 36 38 40 42 44 46 48 0 2 4 6 8 10 1214 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48
Time from randomization (months) Time from randomization (months)

Number of patients at risk: Number of patieats at risk:

Abiraterone + olaparib 111 111 107105102 96 94 90 87 86 83 79 77 73 72 70 62 55 42 22 4 7 1 1 0 Abiraterone + olaparidb 279 279 275 271 263 260 247 236 223 218 207 198 190 179 175170 160 134 92 73 48 22 9 1 0
Abiraterone + placebo 115113 109107 105105 99 92 86 82 80 77 70 66 57 53 51 40 32 22 12 4 1 0 0O Abiraterone + placebo 273 273 270 267 262 256 247 237 222 216214 198 177 168 162155145114 84 59 39 21 6 0 O

=  BRCAmM ~12% of abiraterone + olaparib arm and ~10% of abiraterone + placebo arm

N Clarke, ASCO GU 2023
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MAGNITUDE: Phase lll trial design
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CANCER CENTER

Patient eligibility
e L1 mCRPC
— <4 months prior AAP
allowed for mCRPC
« ECOGPSOor1
» BPI-SF worst pain score <3

Stratifications
Prior taxane-based
chemotherapy for mCSPC
Prior ARi for nmCRPC or
mCSPC
Prior AAP for L1 mCRPC
HRR+ cohort only:
— BRCA1/2 vs other
HRR gene alterations

Prescreening for
BM status

NIRA + AAP
N =212

1:1 randomization

PBO + AAP
N =211

ﬁ

BRCA1/2
n=113

Other HRR
n =99

BRCA1/2
n=112

Other HRR
n=99

IA2 assessments

Primary endpoint?
+ rPFS by central
review

Secondary endpoints®
¢ TEC
« TSP
« OS

Other endpoints
« TTPP
o TTPI

Efstathiou, ASCO GU 2023
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MAGNITUDE primary endpoint results

rPFS by central review in the BRCA subgroup

—\H\\_ NIRA + AAP: median 19.5 mo

Patients without event (%)

j HR. 0.55 (55% C1 0.35-0.78) PBO + AAP: median 10.9 mo

LU L L . LT . T T B T,
0 3 6 9 12 15 18 21 24 27 30 33 36

- Months from randomization
No. of patients

AT S RS (s SRR R A P
NIRA + AAD 3103 91 80 €9 55 40 26 195 o iy

PBO + AAP
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BRCA1/2: 53% of patients in both
arms

Time to initiation of cytotoxic
chemotherapy in BRCA subgroup
was improved in niraparib +
abiraterone arm (not reached vs 27.3
months, HR: 0.56, p=0.0152)

No statistically significant difference in
overall survival in BRCA subgroup

Efstathiou, ASCO GU 2023
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TALAPRO-2 Phase Il trial design

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)

All comers (Cohort 1), N=805

{—1—\

Nondt;ﬁclent HRRm HRRm
orunknown = ._.ec0 N=230

N=636

HRRm only (Cohort 2), N=399

COMPREHENSIVE
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Talazoparib 0.5 mg* +
enzalutamide 160 mg,
once daily

(N=402)
(*0.35 mg daily if moderate renal impairment)

(N=805)

Placebo +
enzalutamide 160 mg, once
daily

(N=403)

Primary endpoint
Radiographic progression-free survival (rPFS) by
blinded independent central review (BICR)

Key secondary endpoint
» Overall survival (alpha protected)

Other secondary endpoints
Time to cytotoxic chemotherapy
PFS2 by investigator assessment’
Objective response rate (ORR)
Patient-reported outcomes

Safe
B (Data cutoff: August 16, 2022)

Samples prospectively assessed for HRR gene alterations (BRCA1, BRCA2, PALB2, ATM, ATR,
CHEK2, FANCA, RAD51C, NBN, MLH1, MRE11A, CDK12) using FoundationOne®CDx and/or
FoundationOne®Liquid CDx

Agarwal, ASCO GU 2023
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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
0.8 - (N=402) (N=403)
(/2]
(T
E v Talazoparib + Enzalutamide Events, n 151 i
o 7 "
2 ¥ ]
= Median (95% CI), Not reached (NR) 21.9
3 L i months (27 5-NR) (16.6—25.1)
a x
0.2 - Placebo + Enzalutamide 0 0.63 (0.51-0.78);
HEUSSecl) P < 0.001
0.0 7 —r T T TT—TTTTT—T——T—T Median follow-up for rPFS was
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 24.9 and 24.6 months, respectively
No. at risk Months
TALA + ENZA 402 379 353 326 318 285 256 234 226 209 193 175 136 97 67 61 29 13 2 2 1 0
PBO + ENZA 403 346 311 279 272 237 200 185 179 154 140 124 96 68 43 42 14 3 1 1 1 0

A consistent treatment effect was seen for investigator-assessed rPFS: HR 0.64 (95% CI, 0.50-0.81); P < 0.001

Stratified hazard ratios (HRs) and 2-sided P values are reported throughout this presentation unless otherwise stated.

éSCOA GseniTOUr.marY #GU23 ' presenten Bv: Dr Neeraj Agarwal O @neerajaiims ASCO AMERICAN SOCIETY OF
ancers Symposium , )
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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

1.0 4 TALA + ENZA  PBO + ENZA 1.0 4
(N=85) (N=84)
Events,n S 49
0.8 - Median (95% Cl), 27.9 16.4 0.8 S
n months (16.6-NR) (10.9-24.6) n
L 3 L Talazoparib +
E . HR (95% Cl) 0'46;9(2'%?58570)’ ?5 06 4 Enzalutamide
[} et QF
£ £
o - o)
k= 0.4 - Talazoparib + = 0.4 - —T——
~ + -+
g Enzalutamide g (N=317) (N=319) Placebo +
Events,n 114 142 Enzalutamide
0:2 e 0.2 9 wmedian (95% c), NR 225
Segeat months (27.5-NR) (19.1-30.5)
Enzalutamide s 0.70 (95% CI, 0.54-0.89);
0.0 0.0 (2% Cl) P =0.004
Tt 1t 11 1°°r 1t > 1t 1> 1717 17 1717 1T"71"91 1T 1T 17T 17T 17T 17 17 T T T T T T T T T T T T T1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42
No. at risk Months

No. at risk Months

TALA + ENZA 317 296 272 250 243 220 199 183 177 167 153 138 106 74 50 46 23 10 2 2 1 O
PBO + ENZA 319 274 250 224 218 194 166 155 149 129119104 79 57 37 36 12 3 1 1 1 0

TALA+ENZA 85 83 81 76 75 65 57 51 49 42 40 37 30 23 17 15 6 3 0 0 0 O
PBO+ENZA 84 72 61 55 54 43 34 30 30 256 21 20 177 11 6 6 2 0 O O O O

HRR gene alteration status (deficient vs nondeficient or unknown) as a stratification factor.

ASCO GeniTOUr_inary #GU23 presenteD By: Dr Neeraj Agarwal o @neerajaiims ASCO CUNICAL ONCOLOGY |
Cancers Symposium l :

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org KNOWLEDGE CONQUERS CANCER
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Verdict on combination therapy approaches?

Appear to benefit those with HRRm most significantly

FDA approvals of:
— olaparib + abiraterone + prednisone > BRCAmM
— niraparib + abiraterone + prednisone > BRCAmM

— talazoparib + enzalutamide > HRRm (ATM, ATR, BRCA1, BRCA2, CDK12, CHEK2,
FANCA, MLH1, MRE11A, NBN, PALB2, RAD51C)

— CASPAR trial of enzalutamide + rucaparib vs enzalutamide + placebo is ongoing

Other combination approaches:

— olaparib + pembrolizumab (Ph 1| KEYLNK-010) vs abiraterone or enzalutamide- no
improvement in rPFS or OS

— PHII-180 (COMRADE) : evaluating Radium-223 +/- olaparib in patients with mCRPC,
currently enrolling

— LUPARP: olaparib + 77-Lu-PSMA-617

COMPREHENSIVE 19
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Beyond PARP inhibition

= Some patients do not

respond to PARPI’s
m M Resistance also develops

SSB repair
. or BER

O

1

POLB
)~
DNA ligase lll
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NHEJ

>O< >C = Potential downstream
T targets (ATR, ATM, CK1,

® /. RAD5D) (Ki) « (PARP
g | WEE1, DNA-PK)
’
(BRCAI(PALED) kan l
bl ~ P
—%am) m \“R'P (DNAPK )t

(Artemis)(XRCCH)
psz coczm\

ATM ATR
CHkz - CHKY  (p21) ——— (COK) ==(COKD) ®

@—

 —
G1 S G ™ 1

Pilie et al Nature Reviews Clinical Oncology 2019
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ATR Inhibition in bladder cancer

platinum Nermal-eell CancerCell = Cancer cells treated with platinum-based
\ —ATirproficient  ATM deficient Chemotherapy

DNA damage Replication stress .
— Leads to cell cycle arrest, but triggers
DDR mechanisms

—> Transient induction of ATR activity

— ATM deficient cancer cells
- primed for synthetic lethality with

Cell cycle arrest,

DNA damage repalr, survival ATR | n h | b |t| On

ATR is a key regulator in response to
DNA damage and replication stress promoting

DNA damage repair and survival — Preclinical models suggest cisplatin and
ATRI are synergistic in lung and bladder
cancer

Hall et al, Oncotarget 2014
Vendetti et al, Oncotarget 2015
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PHII-135

Study Design

D1: Cisplatin at 60 mg/m? Prima ry
D1,8: Gemcitabine at 875 mg/m?2

D2,9: Berzosertib at 90 mg/? endpoint:
(21-day cycle) PES

Metastatic urothelial carcinoma and:
Measurable metastatic disease
No prior cytotoxic therapy for metastatic

disease 1:1 Randomization
At least 12 months since platinum-based
peri-operative treatment

Cisplatin eligibility as previously defined

D1: Cisplatin at 70 mg/m?2
D1,8: Gemcitabine at 1000 mg/m?
(21-day cycle)

» Patients stratified by Bajorin risk group
» Treatment continued up to 6 cycles on each study arm

Presented By: Sumanta K. Pal, MD, FASCO #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 ASCO
City of Hope Comprehensive Cancer Center Permission required for reuse. ANNUAL MEETING
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Results: Progression-Free Survival

= Cisplatin and gemcitabine =f— Cisplatin, gemcitabine and berzosertib

1.0 1
-
=
w
> 061
(I
s '
w047 ' .
g : I . : ; : M I 1 1 1
g’ 021 p=0.553 ' T T 1 | | | | L L
o HR =1.17 (C1 0.69 - 1:98)
0.0 1 !
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Months
Hazard ratio is not adjusted for Bajorin risk
Number at risk
. 41 35 26 18 16 12 8 7 6 5 3 3 2 0
== 46 35 25 18 13 10 8 6 5 5 3 2 1 1

Median PFS was 8.0 months on both study arms.

Presented By: Sumanta K. Pal, MD, FASCO #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 AS CO
City of Hope Comprehensive Cancer Center Permission required for reuse. ANNUAL MEETING
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Effect of toxicity from ATRI in combination with chemotherapy

Csplatin, gemcm_ablne UL Cisplatin and gemcitabine
berzosertib (N=41)
(N=46)

Patients requiring dose reduction for:
Cisplatin 16 (34.8%) 14 (34.2%)
Gemcitabine 28 (60.9%) 22 (53.7%)
Berzosertib 9 (19.6%) N/A

Use of growth factors 23 (50%) 14 (34.1%)

Results: Cumulative Dosing of Cisplatin

400 1

w

(52}

o
i

S, - Hematologic toxicities of combination vs gem/cis:
. ‘ Grade 3 thrombocytopenia: 22% both arms

2
w
(-]
o
:

%250 Grade 4 thrombocytopenia: 37% vs 17%
e o Grade 3 neutropenia: 20% vs 22%
Dizz et N Grade 4 neutropenia: 17% vs 5%
50 o e Grade 3 anemia: 57% vs 24%
ARMA ARM B

» Patients receiving berzosertib (Arm A) had a median cisplatin dose of 250 mg/m? (intended dose: 360 mg/m?); significantly
lower than the median dose of 370 mg/m? (intended dose: 420 mg/m?) on the control arm (Arm B) (P<0.001)
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PHII-179: currently enrolling

Advanced solid

tumor patients CDDP D1, 8 elimusertib bid D2, 9
+ ECOG0-2 v
+ <300 mg/m?

prior cisplatin

Adequate organ Cisplatin IV D1, D8
/hematologic elimusertib PO D2, 9
function Cycle = 21 days

*Both PHII-135 and PHII-179 eligibility
requirements are unselected patient
populations = importance of ATM expression,
DDR mutations unknown

COMPREHENSIVE
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Revised dose levels

DL -2a Cisplatin 30 mg/m2D1, 8
elimusertib 10 mg PO qd D2

DL -1a Cisplatin 30 mg/m2D1, 8
elimusertib 20 mg PO qd D2

EEEEEEEEEEEEEEEEEEERE —>Dt02  Cisplain30mgimDl, DS

elimusertib 20 mg PO qd D2, 9

DL +1 Cisplatin 35 mg/m?2
elimusertib 20 mg PO bid D2, 9

DL +2 Cisplatin 35 mg/m2 D1, 8
elimusertib 30 mg PO bid D2, 9

DL +3 Cisplatin 35 mg/m2 D1, 8
elimusertib 40 mg PO bid D2, 9

Doublet RP2D - to inform starting dose
level of cohort of patients treated with
elimusertib + gemcitabine + cisplatin
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DDR as a biomarker in muscle-invasive bladder cancer

A Overall Survival
3
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Disease Specific Survival
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MVAC

Combined 85% 160.4%, 94.9%)

5y OS

(Mutant)

85% (51.2%, 96.9%)

Gem/Cls

85% (33.4%, 97.9%)

(Wild Type)

@

40% (16.5%, 62.8%

Mutant

&5-yr OS

3.59

vy

Wid Typa

At least one mutation in ATM, RB1,
FANCC (red) vs wildtype (green) =
better OS/DSS

Miron et al Eur Urol 2019

(Further validated with S1314 study)

5-yr DSS
(Mutant)

90% (64.8%, 97.3%)

5.yr DSS
(Wild Type)

64 9%)

B5% (67.1%, 100%)
100% (100%, 100%)

@ Overall survival: FCCC (validation) cohort
1.0

ERCC2 mutation

0.8+
o
£
Z I, No ERCC2 mutation
Z 0.6 .
5
(%]
=4
E=]
£ 044
2 P=.03
T
0.2
0 T T ]
0 500 1000 1500
Overall Survival, d
No. at risk by time
No ERCC2 mutation 38 20 8 0
ERCC2 mutation 10 8 4 0
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Overall survival: DFCI/MSKCC (discovery) cohort

1.0
ERCC2 mutation
0.8 a
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2 No ERCC2 mutation
5 0.4+
(=%
o
a
0.2
0 T T T ,
0 500 1000 1500 2000
Overall Survival, d
44 32 20 7 3
10 10 8 5 2

Plimack et al ASCO 2023

Presence or absence or ERCC2 mutation
associated with better OS

Liu et al JAMA Onc 2016
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RETAIN Bladder

Trial Schema: NCT02710734

Major Inclusion Criteria: - -
- ¢T2-T3 NOMO - Active

. ECOG 0-1 _ Surveillance
» Urothelial Predominant Histology alil

Not a randomized trial Intravesical Tx
OR

‘ Patient & Physician Chemo'RT
| Choose OR
TURBT #1 L s

Cystectomy

P Sequencing | Patkné:ol:lzsician > Chemo-RT
(Caris) -

Mutation positive Cystectomy
defined as any
alterations in:

- ATM
- RB1
- FANCC )
- ERCC2NW
. 1 1 $ AMERICAN SOCIETY OF
ey W sesbedN i ASCO st
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Results: Over 33 months at 4 academic centers

Consent Signed=102 J

»[24 not eligible]

v

{ Treatment began=78
// \

» 8 not evaluable
] -1 cycle MVAC (N=5)

A4

[ ITT=70

-Death prior to TURBT#2 (N=1)
-Lack of tissue (N=1)

l -Original protocol (N=1)
¢ LN 4
{ Mutation Neg=37 } { Mutation Pos=33 ]

ASCO GeﬂiTOUFiﬂaFY ' #GU23 7 prResenteD Bv: Daniel M. Geynisman, MD ASCO CUNICAL ONCOLOGY
== ——— ] Presentatio

Cancers Symposium
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COMPREHENSIVE 28
CANCER CENTER



Results: Disposition of Mutation Positive Patients

Mutation Positive=33

3
Cystectomy

4 BCG

2M1dz &1
NED

1AS

1M1dz & 3

NED

AS=Active Surveillance
ASCO Genifourinary - presenten By: Daniel M. Geynisman, MD
Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org

Cancers Symposium
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RETAIN did not meet non-inferiority bounds
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Results: MFS and ERCC2

+ Censored
U

p=0.1

Survival Percentage

* Associations between
mutation presence and
MFS or UC recurrence

0 ' : : were not observed.

Months

ERCC2
2: ERCC2 WT Act. Surv.

m— 1. ERCC2 Mut Act. Surv 3: Non Act. Surv

8 7 6 6
2 18 16 13 12 6 2
44 36 32 28 15

ASCO Genitourinary
Cancers Symposium

presenTep Bv: Daniel M. Geynisman, MD ASCO CUNICAL ONCOLOGY

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org. KNOWLEDGE CONQUERS CANCER
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A031701

cT2.-T4aNO Gemcitabine 2500 mg/m?D1| Every 14
bladder cancer Cisplatin 35 mg/m?D1,2 day;y o0Rdel | response |~ | Sparing
diagnosed by TURBT 6 cycles over 12 weeks alteration - R
59 patients
EAR Radical
response Y Cystectomy
Genetic Sequencing of TURBT ChemoRT
DDR wt > Radical
Gemcitabine 1000 mg/m? D1,8|Every 21 187 patients \ Cystectomy
BRCA2 Cisplatin 70 mg/m? D1 days
RADS1 4 cycles over 12 weeks ChemoRT
C
ATR
RECcQL  Deleterious alterations in one or more of
4 these genes will allow patients to be
ATM potentially eligible for the bladder-sparing
FANCC  arm of the study
Pl: G lyer
NCT03609216
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Future Directions

DDR mutations may be underappreciated
— improving screening is important

Further refinement of DDR mutations as predictive markers

Downstream targets in development:
- ATM

- ATR

— DNA-PK

- CHK1

- WEE1

- PKMYT1

COMPREHENSIVE 32

CANCER CENTER



Questions?
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