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Agenda

* Background

* Upfront/First Line
* Bevacizumab
* PARPI
* Bev/PARPI



Integrated Treatment Paradigm for

Use of Maintenance Therapy in Ovarian Cancer

Diagnosis

.

Staging

Progression

MAINTENANCE

Carboplatin +

Bevacizumab or

Paclitaxel +/- Olaparib (MBRCA)

Bevacizumab

or

Bev/Olaparib (HRD)
or

Niraparib/Rucaparib

Progression-Free Survival
(12-28 months)

MAINTENANCE
PARPI
or
Bev

Platinum

Doublet
+/- Bev

Other Lines of Therapy
and Clinical Trials

Post-Progression Survival
(12-38 months)

Death




. . Cm FOUNDATION, INC.
GOG-0218: Primary Endpoint

Primary PFS Analysis (Censored for CA125 progression)

CP + bev Bev or CP + Bev CP + Bev — Bev
lacebo lacebo (n = 625) (n = 623)
OE P I P Patients with event, n (%) 423 (68) 418 (69) 360 (58)
, 1.0- Median PFS, mo 10.3 11.2 14.1
= 0.9- % Stratified analysis HR 0.908 0.717
e : (95% Cl) (0.795-1.040) (0.625-0.824)
0 0.8+ ; One-sided P (log rank) 16 <.001
p - '
gDTu 0.7+ : Updated median PFS, mo 12.0 12.8 18.2
a g 0.6- : Stratified HR (95% Cl) 0.83 (0.70, 0.98) | 0.62 (0.52, 0.75)
= = 0.5- : Two-sided p-value Not significant <0.0001
o§ m 2 E
v 0.4 v
c Y :
O%= .3 :
y = :
o 0.2- ;
o :
o 0.1- 5
o : :
0.0 1 T 1 1

II:IIII
0246 810121

1T T 1
416 18 20 22 24

Months since Randomization

Burger et al. N Engl J Med. 2011;365:2473-2483.
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Study design

PRIMA*

(N=733)

PARPi for 1LM: Study Design

PRIME?
(N=384)
(study performed

SOLO-13
(N=391)

ATHENA-MONO*
(N=538)

OVARIO#
(N=105)

Study treatment

Patient population

BRCA status
BRCAmM, %

Randomization

Stratification
factors

Treatment duration

Primary endpoint

Key secondary
endpoints

Niraparib (n=487)
Placebo (n=246)

* Newly diagnosed stage |l
with residual
or inoperable disease,
stage 1V, and those
who received NACT
*CRorPRto 1ILCT

Niraparib: 31.2
Placebo: 28.9
2:1

NACT, response to CT,
and HRD status

Until PD or 36 months

PFS by BICR

0S, PFS2, PROs, safety

only in China)

Niraparib (n=255)
Placebo (n=129)

* Newly diagnosed stage
II-1V regardless of
residual disease at PDS
or IDS

* CRorPRto 1LCT

Niraparib: 33.3
Placebo: 31.0

2:1

BRCA status, HRD status,
NACT, response to CT

Until PD or 36 months

PFS (ITT) by BICR

0S and TFST (ITT), PFS
and OS (HRD), safety

Olaparib (n=260)
Placebo (n=131)

* Newly diagnosed

. %/SB CAm

* Cytoreductive surgery
(PDS and IDS)

* NED, CR, or PRto 1L CT

Olaparib: 100
Placebo: 100

2:1
Response to CT
Until PD or 24 months?

PFS by INV

PFS2, OS, HRQoL, safety

Rucaparib (n=427)
Placebo (n=111)

. Il\|l|e|\<\/lly diagnosed stage

*CRorPRto 1L CT

* Cytoreductive surgery
(PDS and IDS)

NA
4:1

BRCA status, HRD status,
response to CT, timing of
surgery

Until PD or 24 months

PFS by INV

PFS by BICR, OS, ORR,
DOR, safety

Olaparib + bevacizumab (n=537)
Placebo + bevacizumab (n=269)

* Newly diagnosed ovarian
E%nccer or BRCAm nonmucinous

* Regardless of surgical outcome
(PDS or IDS)

* NED, CR, or PR
to 1L CT + bevacizumab

Olaparib + bevacizumab: 30
Placebo + bevacizumab: 30

2:1

BRCA status
response to ¢t

OIaBarib: until PD or 24 months
evacizumab: 15 months

PFS by INV

PFS2, OS, safety, HRQoL

Niraparib + bevacizumab

* Newly diagnosed stage IIIB-I1V
* NED, CR, or PR to 1L CT +
bevacizumab

28

Niraparib: until PD or 36
months
Bevacizumab: 15 months

PFS at 18 months

PFS, OS, TFST, TSST, safety,
tolerability, PROs

apatients with a PR at 2 years were permitted to continue receiving the trial intervention in a blinded manner. 1L, first line; 1LM, first-line maintenance; BICR, blinded independent central review; BRCAm, BRCA mutant; CR, complete response; CT, chemotherapy; DOR, duration of response; EOC, epithelial ovarian cancer;
g/sBRCAm, germline or somatic BRCA mutant; HRD, homologous recombination deficiency; HRQoL, health-related quality of life; IDS, interval debulking surgery; INV, investigator; ITT, intention-to-treat; NA, not available; NACT, neoadjuvant chemotherapy; NED, no evidence of disease; ORR, objective response rate; OS,
overall survival; PARPI, poly(ADP-ribose) polymerase inhibitor; PD, progressive disease; PDS, primary debulking surgery; PFS, progression-free survival; PFS2, second progression-free survival; PR, partial response; PRO, patient-reported outcome; TFST, time to first subsequent anticancer therapy; TSST, time to second

subsequent therapy or death. 1. Gonzalez-Martin A, et al. N Engl J Med. 2019;381(25):2391-2402. 2. Li N, et al. Presented at SGO 2022. Abstract 244. 3. Moore K, et al. N Engl J Med. 2018;379(26):2495-2505. 4. Monk BJ, et al. Int J Gynecol Cancer 2021;31:1589-1594. 5. Ray-Coquard |, et al. N Engl J Med. 2019;381(25):2416-
2428. 6. Hardesty M, et al. Presented at SGO 2022. Abstract 170B.



How to Identify Homologous Recombination Deficiency?

myChoice FoundationOne LOH
(CDx olaparib, niraparib) (CDx rucaparib, olaparib)
Loss of Telomeric  Large-scale LOH
heterozygosity allelic state
(LOH) imbalance  transitions
(TAI) (LST)
@ HR status is determined by genomic instability score (GIS) * HRR pathway-related genes
* HR-deficient tumors: tissue GIS >42 OR a BRCAm BRCA (germline, somatic)
 HR-proficient tumors: tissue GIS <42 * Non-BRCA HRR gene mutations

(eg, RAD51C, RAD51D, BRIP1, ATM, CDK12,

e HR not determined
CHEK1, CHEKZ2)

2 Tests have not been compared head to head. Paired with development of respective drugs.
1. https://www.fda.gov/MedicalDevices/ProductsandMedicalProcedures/InVitroDiagnostics/ucm301431.htm.



PAOLA-1 as an example - Myriad myChoice

Around half of HRD test—positive patients were tBRCAmM

tBRCAm

HRD negative n=235; 29%

n=277; 34%

HRD positive
n=387; 48%

HRD status

) HRD 242,
unknown excluding tBRCAm
or inconclusive 152
n= X

n=142; 18%

Reasons for HRD status unknown: 4.2% missing; 2.1% fail; 11.3% inconclusive.
HRD, homologous recombination deficiency; tBRCAm, tumor breast cancer susceptibility gene mutation-positive.
Ray-Coquard |, et al. Presented at: ESMO Congress; September 27-October 1, 2019; Barcelona, Spain. LBA2 N EnglJ Med. 2019; 381(25):2416-2428.
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SOLO-1 Maintenance olaparib provided a clinically meaningful OS benefit

Olaparib Placebo
(N=260) (N=131)
100 7 Events, n (%) 84 (32.3) 65 (49.6)
90 Median OS, months NR 75.2
80 7 HR 0.55 (95% CI 0.40-0.76);
s 07 : P=0.0004*
T 60 T | i |
= : : Olaparib
3 50 e a
S 40 7 i i 44.3% of patients in the placebo
© 30 1 | | Placebo group received subsequent
20 - i 5 PARP inhibitor therapy, compared
] | i with 14.6% of
10 | | patients in the olaparib group
0 T T T T T T T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 8 90 96 102
. Months since randomization
No. at risk

Olaparib 260 252 246 236 227 214 203 194 185 177 170 165 159 157 163 79 21
Placebo 131 128 125 114 108 100 97 92 87 80 73 67/ 60 54 52 2 6 0

*P<0.0001 required to declare statistical significance

Paul DiSilvestro, et al ESMO 2022



SOLO-1 TFST substantially delayed by maintenance olaparib

100 7
90 7
80 1
70 7
60 7
50 7
40 7
30 7
20 7
10 7

Patients free from first subsequent
therapy or death (%)

51.2%

92.5%!

Placebo
(N=131)

98 (74.8)
15.1

Olaparib

(N=260)
135 (51.9)
64.0

Events, n (%)

Median TFST, months

HR 0.37 (95% Cl 0.28-0.48)

45.3%

Olaparib

-I-HJIHI'I'I-I—Q—O—O- Placebo

0
0

No. at risk
Olaparib
Placebo 131

Paul DiSilvestro, et al ESMO 2022

260 240 223 203 190 160 147 141
114 79 55 45 39 32 28 26 25 25

6 12 18 24 30 36 42 48 54 60

Months since randomization

132 125 119 115

66 72 78 84 90 96 102

1M1 102 75 31 S 0
24 23 18 4 1 0



PAOLA-1 OS was prolonged in the HRD-positive subgroup

100 — Olaparib + Placebo +
bevacizumab bevacizumab
90 (N=255) (N=132)
=< 80 5-year OS rate o
S Events, n (%) 93 (36.5) 69 (52.3)
@ 70
£ Median OS, months 75.2 (unstable)* 57.3
S 60
° 5-year OS rate, % 65.5 48.4
.{;: 50 — .
2 40+ ! HR 0.62 (95% CI 0.45-0.85)
g |
& : 38% reduction in risk of death for olaparib +
207 bevacizumab vs bevacizumab alone
107 Patients receiving a PARP inhibitor during any subsequent
0 T T T T f T 1 treatment
0 12 24 36 48 60 2 80 Olaparib + bevacizumab: 17.3% (44/255)
No. at risk Time from randomization (months) Placebo + bevacizumab: 50.8% (67/132)

Olaparib + bevacizumab 255 253 253 252 252 244 238 231 225 215 205 200 195 189 183 176 174 170 164 142 116 83 62 32 17 4 0
Placebo + bevacizumab 132 130 129 128 126 121 117 114 109 105 100 96 91 89 86 82 79 77 70 59 44 29 21 9 2 1 0

*Median unstable; <50% data maturity.
HRD positive defined as a tBRCAm and/or genomic instability score of 242 on the Myriad myChoice HRD Plus assay.



PAOLA-1 Updated PFS: HRD-positive population®

Olaparib + Placebo +

bevacizumab bevacizumab

100 — (N=255) (N=132)
90 Events, n (%) 136 (53.3) 104 (78.8)
@2 807 Median PFS, months 46.8 176
LE 70-
S g 5-year PFS rate, % 46.1 19.2
5o 60 5-year PFS rate
™= =
2 g 50 — 46 1% HR 0.41 (95% CI 0.32-0.54)
22 40 l
€ o !
£ & 30 59% reduction in risk of disease progression
2 ; or death for olaparib + bevacizumab vs
. 19.2% bevacizumab alone
10 — Olaparib or placebo for up to 2 years \
0 | | | | II | |
0 12 24 36 48 60 72 80
No. at risk Time from randomization (months)

Olaparib + bevacizumab 255 252 242 236 223 214 194 183 165 162 147 143 138 127 123 119 117 112 103 79 63 40 31
Placebo + bevacizumab 132 129 118 103 91 79 62 52 41 37 34 30 29 26 24 24 21 20 19 15 13 8 6

8 5 3 0
2 0

*Descriptive analysis; PFS by investigator-assessment (modified RECIST v1.1).



PAOLA-1 OS subgroup analysis by BRCAm and HRD status

BRCAm* HRD positive* excluding BRCAm HRD negativet
100 100 100
901 5-year OS rate 90 90
- 80_ 732% 80_ 80_
% 707 70 5-year OS rate 704
£ 60 60 54.7% 60
a
2 50 50 ! 50+ 5-year OS rate
T : 40 ; 40 32.3%
c h 1
% 30 : 30 i 30
20 ! 20 ! 20 E
104 i 104 : 10 :
0 T T T T T T 1 0 T T T T : T 1 0 T T T T : T
0 12 24 36 48 60 72 80 0 12 24 36 48 60 72 80 0 12 24 36 48 60 72
. Time from randomization (months) Time from randomization (months) Time from randomization (months)
Olapanb+be'\::(l:i:§r::g 157 156 156 155 155 152 150 144 143 139 134 131 130 127 123 118 117 115 112 99 80 55 42 21 11 2 0 97 9 9 96 96 91 87 86 81 76 71 70 66 63 61 59 58 55 52 45 37 29 22 12 5 2 0 192 187 186 179 169 157 146 135 126 119 109100 97 89 77 72 66 62 57 43 30 16 11 5 1 0
Placebo + bevacizumab 80 79 78 77 76 74 72 71 68 66 64 61 59 58 58 54 54 53 50 40 33 22 17 10 3 1 0 55 54 54 54 54 51 48 46 44 42 40 39 37 36 33 32 29 28 24 21 15 9 6 2 0 85 85 84 83 76 74 71 65 60 56 51 48 46 43 41 38 35 33 31 21 17711 8 5 2 1
Olaparib + Placebo + Olaparib + Placebo + Olaparib + Placebo +
bevacizumab bevacizumab bevacizumab bevacizumab bevacizumab bevacizumab
(N=157) (N=80) (N=97) (N=55) (N=192) (N=85)
Events, n (%) 48 (30.6) 37 (46.3) 44 (45.4) 32 (58.2) 140 (72.9) 58 (68.2)
Median OS, months  75.2 (unstable)t 66.9 NR 52.0 36.8 40.4
5-year OS rate, % 73.2 53.8 54.7 44.2 25.7 323
PARPi as subsequent treatment, n (%) 38 (24.2) 44 (55.0) 9(9.3) 23 (41.8) 46 (24.0) 34 (40.0)
HR 0.60 (95% CI 0.39-0.93) HR 0.71 (95% CI 0.45-1.13) HR 1.19 (95% CI 0.88-1.63)

*By central labs; TUnstable median; <50% data maturity; *By Myriad myChoice HRD Plus. NR, not reported.



ATHENA-MONO Study Schema

Key Patient Eligibility Randomization 4:4:1:1

* Newly diagnosed, stage IlI-IV, high- ATHENA-MONO
grade epithelial ovarian, fallopian tube, Treatment for 24 Arm B (n=400)
or primary peritoneal cancer months*, or until

) ‘ : . rucaparib 600 mg BID PO +
« Completed frontline platinum-doublet Arm B (n=400) radiographic

RANDOMIZED, DOUBLE-BLIND,
PLACEBO-CONTROLLED PHASE 3 STUDY
OF NIVOLUMAB AND RUCAPARIB

Study Analyses

3 placebo IV
chemotherapy and surgery rucaparib 600 mg BID PO +  [RukSAaattk IO
— Achieved investigator-assessed CR placebo IV unacceptable toxicity, Arm D (n=100)
or PR or other reason for placebo PO +

' inuati lacebo IV
— Received cytoreductive surgery discontinuation p

(primary or interval, RO/complete
resection permitted)

« ECOG PS 0 or 1 Arm D (n=100)

: : placebo PO +
» No prior treatment for ovarian cancer,
: . . placebo IV
including any maintenance treatment,

other than frontline platinum regimen Randomization Stratification Factors
« Tumor HRD test statusT
» Disease status post-chemotherapy
 Timing of surgery

v

*After initiation of oral/lV combination study treatment (IV drug was initiated cycle 2 day 1; 28-day cycles). fCentrally assessed, determined by FoundationOne CDx (BRCA™:t, BRCA"/LOH"a" [LOH 216%)],
BRCA"/LOHew [LOH <16%], BRCA"/LOHindeterminate) - BID twice daily; BRCA, BRCA1 or BRCA2; CR, complete response; ECOG PS, Eastern Cooperative Oncology Group performance status; HRD,
homologous recombination deficiency; IV, intravenous; LOH, loss of heterozygosity; mut, mutant; PO, by mouth; PR, partial response; wt, wild type.

1 FRESENIEDSBY: Content of this presentation is the property of the ) ASET'%N i,oc'f” ?F
fgﬁa /ﬁMSES% #ASC022 Bradley J. Monk, MD, FACS, FACOG (LBA5500) ASCO @icteiesia:

author, licensed by ASCO. Permission required for reuse.
KNOWLEDGE CONQUERS CANCER

Monk et al, ASCO 2022



Primary Endpoint — Investigator-Assessed PFS:
HRD Population

Median 95% CI

100 Rucaparib 28.7 23.0-NR
£ 90° Placebo 113  9.1-22.1
T 807 Log-rank P=0.0004
I HR, 0.47; 95% CI, 0.31-0.72
= 0
3 60 g R R R e 56-3 /0
$ O i e i e S e e B | B -

S 401 i Eaie
77 e e e e ]
§ 30° e -
S 207 | ;
o | Cumulative event rate: ! !
107 Rucaparib, 43.2%: Placebo, 63.3% ! |
0 T T T f T T T t T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39
_ _ Months
Patients at risk (events)
Rucaparib 185(0) 175(3) 165(12) 143(31) 127(46) 110(60) 100(66) 82(71) 59 (74) 36(78) 22(79) 12(80) 3(80) 0(80)
Placebo  49(0) 43(5) 35(13) 32(16) 22(25) 21(26) 18(28) 11(29) 8(30) 4(31) 2(31) 0(31)

Data cutoff date: March 23, 2022.
HR, hazard ratio; HRD, homologous recombination deficiency; NR, not reached; PFS, progression-free survival.

Monk et al, ASCO 2022



Primary Endpoint — Investigator-Assessed PFS:

ITT Population

Progression-free survival (%)

| Cumulative event rate:
107 Rucaparib, 53.9%: Placebo, 70.3%

63.0%

Median 95% CI
Rucaparib 20.2 15.2-24.7
Placebo 9.2 8.3-12.2

Log-rank P<0.0001
HR, 0.52; 95% CI, 0.40-0.68

25.4%

0 T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Months
Patients at risk (events)
Rucaparib 427 (0) 398 (15) 351:(57) 298 (101) 245 (149) 213 (176) 190 (193) 151 (207) 114 (214) 67 (224) 42 (226) 23 (229) 7 (230) 0 (230)
Placebo 111 (0) 97 (11) 72 (34) 60 (44) 42 (61) 39 (64) 31 (69) 18 (75) 14 (76) 8 (78) 5(78) 3(78) 1(78) 0 (78)

Data cutoff date: March 23, 2022.
HR, hazard ratio; ITT, intent-to-treat; PFS, progression-free survival.

Monk et al, ASCO 2022



PARP inhibitors are changing the course of disease
progression in patients with advanced ovarian cancer: BRCA

PRIMA: HRd BRCAm? SOLO1: BRCAm4

1001 HR: 0.40 (95% Cl, 0.27-0.62) 100 HR: 0.33 (95% Cl, 0.25-0.43)
901 90
801
° ° 80
S 707 e 70
€ 60 £ o
c -~ 7 c ~
o3 Niraparib o35 Olaparib
CP + bevacizumab Bevacizumab or HR: 0.77 (95% Cl, 0.62-0.87) K [ e i il S E A @ S S0ttt O F pari
or placebo placebo % E 401 % S 40
r ) 1 o 30 ov
1.0 4 & ] Placebo g X Placebo
20 20
0.9 1
9 08 : === Control 18_ 10
= .81 . - 0
E 07 1 Bevacfzumab initiation e 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 0 6 12 18 24 30 36 42 48 54 60 66 72 78
£ ; ’ : = Bevacizumab throughout o Months since randomization Months since randomization
B 0.6 whd No. at risk No. at risk
53 05 - ! '-E Niraparib 152 148 140 127 125 113 77 55 48 29 15 14 10 4 Olaparib 260 229 212 194 173 140 129 115 101 91 58 30 2 0
£ : ! =t  Pacbo 71 65 57 44 41 34 21 14 14 7 2 2 2 1 Placebo 131 103 65 53 41 38 30 24 23 2 16 3 0 0
25 o044 ! : =
op 1 !
&% 034 1 1 = ATHENA: HRd BRCAm3 PAOLA-1: BRCAS
> 1 1 a—
S 024 1 1 g 100 4 .
5 ! ! o Media 95% CI HR: 0.33 (95% Cl, 0.25-0.45)
0.1 ' . 1'd = 90 1
0.0 T |. T T T T T L T T T T T T T T T T 1 < . [ 801 bOIapanb +b
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 o Rucaparib NR 25.8- & 701 evacizuma
TR
100 4 NR 5§ 607
Months since randomization ’\a\ '% [ S T TSR
< 904 Placebo 14.7 6.4-NR 92
. g2
No. at risk & 55 401
- . 0, on
Control 625 535 283 169 133 78 49 2 80 HR, 0.40; 95% Cl, 0.21-0.75 & 307
Bevacizumab g 701 207 Placeb
evacizumal = acebo +
initiation 625 552 319 190 121 67 40 g 60 - 10 bevacizumab
i o g T e e e R e 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Bevacizumab 623 559 386 256 162 97 56 o 50 ;
throughout g 40 1 i Months since randomization
= No. at risk
2 301 : Olaparib + bevacizumab 255 252 242 236 223 213 169 155 103 85 46 29 11 3 0
] | . Placebo + bevacizumab 132 128 117 103 91 79 54 44 28 18 8 5 1 1 0
5 20
b3 1
b 1
= 10 |

0 3 6 9 121518212427 3033 36 39
Months

@(16) 59(23% 34(27) 14 (30) 2(30)

Patients at risk (events)
() 84(3)
(11) 10(12) 4(13) 1(14) 0(14)

Rucaparib 91
Placebo 24 (0) 19 (4)

1. Burger RA et al. N Engl J Med. 2011;365(26):2473-2483. 2. Monk BJ et al. Presented at: SGO Annual Meeting; March 29, 2020. Presentation 31. 3.Monk et al. ASCO/JCO 2022. 4. Banerjee S et al.
Presented at: ESMO Virtual Congress; September 19-21, 2020. Presentation 811MO. 5. Ray-Coquard | et al. N Engl J Med. 2019;381(25):2416-2428.



PARP inhibitors are changing the course of disease progression

in patients with advanced ovarian cancer: BRCAwt/HRD

CP + bevacizumab Bevacizumab or
or placebo placebo
[ —
1.0 4

0.9 1
0.8 1
0.7 1
0.6 1
0.5 1
0.4
0.3 1
0.2 4
0.14
0.0

Proportion with
progression-free survival (%)

HR: 0.77 (95% Cl, 0.62-0.87)

== Control
Bevacizumab initiation
== Bevacizumab throughout

D e - -

T
0 2

T T T T T T T T T T T T T T
6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36

Months since randomization

No. at risk
Control 625 535 283

Bevacizumab o5 g5y 319
initiation
Bevacizumab

throughout

169
190

256

133 78 49
121 67 40
162 97 56

PARRP inhibitors

Progression-free survival (%)
g

PRIMA: HRd BRCAwt?2

Hazard ratio 0.50
(95% C10.31-0.83)

.
b g |
«_‘4\~__‘.
i
20— Nirapanb
104 — Niraparib, adjusted
- Placebo
01— Placebo, adjusted

0 2 4 6 810121416182022242628

Months since randomization
95 83 75 62 39 S5 34 21 1% 7 S 3
S5 S2 42 335 2 23 v T T ° 3 3 2

PRIME:: HRd BRCAwt?

8

HR (95% Cl), 0.58 (0.36—0.93)
p=0.022

—+— Niraparib

—— Placebo

—+ Censored observation

[ 3 6 9 12 15 18 21 24 27 30 33 36 39
Months since randomization
Number at risk
85 7 60 54 a8 45 42 36 25 13 6 0 o

[ Niraparib (N=85)
[mPFS (95% CI), months  24.8 (14.0-NE)

Placebo (N=47)

11.1 (8.3-13.8)

PAOLA-1: HRd BRCAwt5

Olaparib +

Placebo +
Bevacizumab
(N =55)

Bevacizumab
(N=97)

43 (44) 40 (73)
28.1% 16.6
I HR 0.43 (95% CI: 0.28, 0.66) I

. cccscmsmm -y ———

T T T T T 1

L) L) I L)
12 15 18 21 24 27 30 33 36 39 42 45
Months since randomization

ATHENA MONO: HRd BRCAwt4

Media  95% Cl
n
p
§1gg_ Rucaparib  20.3 13.4-31.1
T w0 Placebo 9.2  4.0-22.1
= 5
g 701 HR, 0.58; 95% Cl, 0.33-1.01
w o
o 60
& 50
[] 1
§ 401 ; .
§ 30 1 : i
-g-, 20 1 : :
g 1] : :

0
0 3 6 9 12151821 24 27 30 33 36 39
Months

Patients at risk (events)
Rucaparib 81 59) 57 (30) 41(43) 25(47) 8 (49§ 4 (50)
Placebo 25(0) 16(9) 10(14) 8(16) 4(17) 1(17 0(17)

1. Burger RA et al. N Engl J Med. 2011;365(26):2473-2483. 2. Monk BJ et al. Presented at: SGO Annual Meeting; March 29, 2020. Presentation 31. 3. Li et al. SGO 2022 Phoenix. 4. Banerjee S et al.
Presented at: ESMO Virtual Congress; September 19-21, 2020. Presentation 811MO. 5. Ray-Coquard | et al. N Engl J Med. 2019;381(25):2416-2428.



PARP inhibitors are changing the course of disease
progression in patients with advanced ovarian cancer : HRp
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0.0 +—r—t—+—"—"—""T""T""T"T"T"T"T"T" <
0 2 4 6 8 101214 16 18 20 22 24 26 28 30 32 34 36 n.
Months since randomization
No. at risk
Control 625 535 283 169 133 78 49 g
Bevacizumab 4,5 552 319 190 121 67 40 3
initiation ]
Bevacizumab §
623 559 386 256 162 97 56 z
throughout S
[

1. Burger RA et al. N Engl J Med. 2011;365(26):2473-2483. 2. Liu et al. SGO 2022
31. 3. Gonzalez Martin A et al. N Engl J Med. 2019;381(25):2391-2402. 4. Monk ASCO/JCO 2022

5. Ray-Coquard | et al. N Engl J Med. 2019;381(25):2416-2428.
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PARPi for 1LM: Key Efficacy Data

PRIME?
(N=384)

OVARIO®
(N=105)
(updated analysis)

SOLO-13
(N=391)
(5-year follow-up)

ATHENA-MONO"
(N=538)

PAOLA-1°

Efficacy (N=806)

(study performed
only in China)

Median PFS, months

HR? (95% Cl)
N=733 N=384 N=538 N=806 N=105
ITT 13.8 vs 8.2 24.8 vs 8.3 - 20.2vs 9.2 22.1vs 16.6 1_9 6
0.62 (0.50-0.76) 0.45 (0.34-0.60) 0.52 (0.40-0.68) 0.59 (0.49-0.72) ’
n=249 n=127° n=238 n=211 -
BRCAwWt/HRp 8.1vs5.4 14.0 vs 5.5 - 12.1vs 9.1 16.9 vs 16.0 1; 5
0.68 (0.49-0.94) 0.41 (0.25-0.65) 0.65 (0.45-0.95) 1.00 (O.75-1.35)b ’
n=150 n=132° n=119 n=152
BRCAwt/HRd 19.6 vs 8.2 24.8vs 11.1 - 20.3vs 9.2 28.1vs 16.6 n=16
0.50(0.31-0.83) 0.58 (0.36-0.93) 0.58 (0.33-1.01) 0.43 (O.28-0.66)b 28.3
n=223 n=125" n=391 n=115 n=90 29
BRCAmM 22.1vs 10.9 NR vs 10.8 56.0vs 13.8 NR vs 14.7 37.2vs 21.7 IZIR
0.40 (0.27-0.62) 0.40 (0.23-0.68) 0.33(0.25-0.43) 0.40 (0.21-0.75) 0.31 (O.20-O.47)b
Median
duration of
13.8 27.5 59 26.1 22.9 28.7
follow-up,
months

2HR for disease progression or death. ® Non-gBRCAm/HRp. ¢ Non-gBRCAm/HRd. ¢ gBRCAm population. 1LM, first-line maintenance; BRCAwt, BRCA wild type; gBRCAm, germline BRCA mutant; HR, hazard ratio; HRd, homologous recombination deficient; HRp, homologous recombination proficient; ITT, intention-to-

treat; NA, not available; NR, not reached; PARPI, poly(ADP-ribose) polymerase inhibitor; PFS, progression-free survival.
1. Gonzalez-Martin A, et al. N Engl J Med. 2019;381(25):2391-2402. 2. Li N, et al. Presented at SGO 2022. Abstract 244. 3. Banerjee S, et al. Lancet Oncol. 2021;22(12):1721-1731. 4. B Monk, JCO , 6/2022 on line..
5. Ray-Coquard |, et al. N Engl J Med. 2019;381(25):2416-2428. 6. Hardesty M, et al. Presented at SGO 2022. Abstract 170B.



PARPi for 1LM: Key Safety Data

7
PRIME? o ATHENA-MONOS OVARIO
(N=384) BORORE (N=538) PAOLA-18&5 (N=105)

= = updated analysis
oI5 SRS e (5- eg\rI fzﬁ:\)/v-u ) BESES) N(o I:r)lew safet le n)al
identified ¥ P e

Safety

No new safety
signal identified

identified

Most common grade 23 AE, %

Anemia 31.0 18.0 22.0° 28.7 17 34
Thrombocytopenia 28.7 - <1.0 7.1 - 39
Neutropenia 12.8 - 8.0’ 14.6 6 12"
Neutrophil count decrease - 17.3° - - = =
White blood cell count decrease - 6.7° - - - -
Platelet count decrease 13.0 14.1° - - - -
Lymphopenia = = - - 7" -
GGT increase = 5.1 = - - -
ALT/AST increase - 0.4/1.2 - 10.6 - -
Fatigue/asthenia 19 0.8 4.0 4.9 > 9
Hypertension - - - - 19 27
Treatment discontinuation. % Niraparib: 12.0 Niraparib: 6.7 Olaparib: 11.5 Rucaparib: 11.8 Olaparib + bevacizumab: 20.0 Niraparib: 30
! Placebo: 2.5 Placebo: 5.4 Placebo: 3,1 Placebo: 5.5 Placebo + bevacizumab: 6.0 Bevacizumab: 22
e e e, 5 Niraparib: 79.5 Niraparib: 62.7 Olaparib: 52.3 Rucaparib: 60.7 Olaparib + bevacizumab: 54 Niraparib: 86
! Placebo: 18.0 Placebo: 19.4 Placebo: 16.7 Placebo: 20.0 Placebo + bevacizumab: 24 Bevacizumab: 55
Dose reduction. % Niraparib: 70.9 Niraparib: 40.4° Olaparib: 28.8 Rucaparib: 49.4 Olaparib + bevacizumab: 41 Niraparib: 73
! Placebo: 8.2 Placebo: 6.2 Placebo: 3.1 Placebo: 8.2 Placebo + bevacizumab: 7 Bevacizumab: 26
Niraparib: No new cases of MDS/AML
MDS/AML, % Niraparib: 0.2 AML (fatal), 0.4; since primary data cut off Rucaparib: 0.4 Olaparib + bevacizumab: 1.1 i
i Placebo: 0 MDS, 0.4 (Olaparib: AML, 1 Placebo: 0 Placebo + bevacizumab: <1
Placebo: 0 Placebo: 0)

1LM. first line maintenance; AE, adverse event; ALT, alanine transaminase; AML, acute myeloid leukemia; AST, aspartate transaminase; GGT, gamma-glutamyltransferase ; MDS, myelodysplastic syndrome; NA, not available; PARPi, poly(ADP-ribose) polymerase inhibitor.

alncludes neutrophil count decrease, neutropenia, febrile neutropenia. PIncludes white blood cell count decrease, leukopenia. cIncludes platelet count decrease and thrombocytopenia. 4 Dose reduction includes both direct dose reduction and dose reduction following treatment
interruption; dose reduction in all patients was lower than in previous niraparib trials. eIncludes anemia, decreased hemoglobin level, decreased hematocrit, decreased red-cell count, erythropenia, macrocytic anemia, normochromic anemia, normochromic normocytic anemia, or

normocytic anemia. fIncludes neutropenia, febrile neutropenia, neutropenic sepsis, neutropenic infection, decreased neutrophil count, idiopathic neutropenia, granulocytopenia, decreased granulocyte count, or agranulocytosis. 8Adverse events with olaparib or placebo in patients also
receiving bevacizumab. Mincludes decreased lymphocyte count, lymphopenia, decreased B-lymphocyte count, or decreased T-lymphocyte count. iincludes hemoglobin decreased. iincludes decreased platelet count. kIncludes decreased neutrophil count. 1. Gonzalez-Martin A, et al. N Engl J
Med. 2019;381(25):2391-2402. 2. Li, et al. Presented at SGO 2022. Abstract 244. 3. Moore K, et al. N Engl J Med. 2018;379(26):2495-2505. 4. Moore K, et al. N Engl J Med. 2018;379(26):2495-2505. 5. Clovis Oncology. News Release. March 31, 2022. 6. Ray-Coquard |, et al. N Engl J Med.
2019;381(25):2416-2428. 7. Hardesty M, et al. Presented at SGO 2022. Abstract 170B.



Integrated Maintenance Treatment Paradigm for

Use in 1-L Ovarian Cancer (2022)

Decision #1
NACT vs
Primary debulking

$

No bevacizumab

IV q 3 week
carboplatin +
paclitaxel

Decision #2
Bevacizumab Y/N

chemotherapy and
in maintenance

Bevacizumab during <

Decision #3
Add PARPi?

Supporting Phase 3 trial

BRCA mut
HRD:
Add PARPi
(preferred)
HRP:
Add PARPi

or

Observation

BRCA mut
HRD:

Add PARPi
(preferred)

HRP:

Continue
bevacizumab

SOLO-1
PRIMA
ATHENA

PRIMA
ATHENA

PAOLA-1

GOG-0218
ICON-7



Future Directions in the Front Line: What is Potentially Exciting?

. Estimated
Anti- :
angiogenic Primary
Completion

FIRST®! 1405 * Niraparib Dostarlimab Oct 2018 Jan 2023
ENGOT OV-44 Bevacizumab P
DUO-O™! ~1254  Bevacizumab  Olaparib Durvalumab  Jan 2019  June 2023
ENGOT OV-46 evacizuma apari urvalu u
ATHENALc]
GOG-3020 ~1000 - Rucaparib Nivolumab May 2018 Dec 2024
ENGOT 0V-45
ENGOT OV- +
43ld] ~1086 Bevacizumab Olaparib Pembrolizumab Dec 2018 Aug 2025
KEYLYNK-001

* a. ClinicalTrials.gov. NCT03602859; b. ClinicalTrials.gov. NCT03737643; c. ClinicalTrials.gov. NCT03522246; d. NCT03740165.



Upfront Ovarian Cancer Maintenance Treatment

PARPi versus Bev versus Both

Curative intent is the goal

Biomarker derived therapy is now the standard

Management of Toxicity is essential

The James

THE OHIO STATE UNIVERSITY
WEXNER MEDICAL CENTER




Ovarian Cancer and PARP Inhibitors

Incidence of germline and somatic BRCA mutations and homologous recombination deficiency in patients
with advanced ovarian cancer (OC); indications and optimal platforms for genetic testing

Efficacy and safety findings from Phase Ill studies (eg, SOLO-1, PRIMA, PRIME, PAOLA-1) supporting the use of
olaparib, niraparib and olaparib/bevacizumab as maintenance therapy for newly diagnosed advanced OC

Optimal integration of up-front PARP inhibitor maintenance; use of clinical characteristics and other factors to
select among olaparib, olaparib/bevacizumab and niraparib

Recently presented efficacy and safety findings from the Phase Il ATHENA-MONO study assessing rucaparib
as first-line maintenance therapy; impact of recent FDA actions on the developmental timeline for this
strategy

Findings from the Phase Il OVARIO study assessing maintenance with niraparib/bevacizumab after front-line
platinum-based chemotherapy/bevacizumab for advanced OC; potential clinical role

Long-term follow-up from pivotal trials evaluating niraparib, olaparib and rucaparib for platinum-sensitive and
platinum-resistant recurrent OC; rationale for the voluntary withdrawal of the FDA indication for rucaparib in
patients with BRCA mutations after at least 2 prior lines of chemotherapy
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Ovarian Cancer and PARP Inhibitors (Continued)

Key findings from the Phase Illb OReO study evaluating the clinical utility of rechallenge with a PARP
inhibitor for patients who have experienced disease progression on or after prior PARP inhibitor therapy;
implications for later-line treatment

Biologic rationale for combining PARP inhibitors with anti-PD-1/PD-L1 antibodies with or without
bevacizumab for OC; results from early-phase studies (eg, MEDIOLA, TOPACIO, OPAL, MOONSTONE)

evaluating these combinations

Ongoing Phase lll trials (eg, ATHENA-COMBO, FIRST, DUO-0) evaluating PARP inhibitors in combination
with immune checkpoint inhibitors for advanced OC

Incidence, timing and severity of toxicities associated with approved PARP inhibitors in patients with OC;
optimal monitoring and management

Other practical considerations (eg, duration of therapy, optimal dosing strategies) with the use of PARP
inhibitors for advanced OC
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An Estimated 25% of Patients with Newly Diagnosed Ovarian Cancer
Have BRCA1/2 Mutations

BRCA MUTATIONAL RATES ORIGINS OF MUTATION

0
- 18%
25 /0 Germline
BRCA-mut

7%

Somatic

An estimated 1 in 4 women with EOC will have a BRCA-positive tumor result

Tumor testing detects more patients with BRCA mutations than blood/saliva
tests that do not look at tumor DNA

EOC = epithelial ovarian cancer; mut = mutation; wt = wild type
Pennington et al. Clin Cancer Res 2014;20(3):764-75. Content courtesy of Kathleen Moore, MD
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Ovarian cancer 1L PARPI maintenance trials: design
and populations

Trial PARP inhibitor BRCA status RO at PDS % PDS CRI/PR to
allowed platmum

SOLO1"2 Olaparib 2 years BRCAmt only 62.9
PRIMA3 Niraparib 3 years All comers No if Stage | 33 Yes

PRIME* Niraparib 3 years All comers Yes : Yes

Olaparib
(w/bevacizumab)

Veliparib 36 total No (tx starts
All comers Yes . .
(w/chemo) cycles with chemo)

ATHENA-MONO’ Rucaparib 2 years All comers Yes ; Yes

PAOLA1> 2 years All comers Yes : Yes

VELIAS

'"Moore et al., N Engl J Med 2018; 2Banerjee et al., 2020 ESMO Congress; *Gonzalez-Martin et al., N Eng/ J Med 2019; 4Li et al., 2022 SGO Annual Meeting;
®Ray-Coquard et al., N Engl J Med 2019; ®Coleman et al., N Engl J Med 2019; "Monk et al_, 2022 ASCO Annual Meeting

PDS = primary debulking surgery; CR = complete response; PR = partial response

\ ¢ =
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Liu N. ASCO 2022;Highlights of the Day: Gynecologic Cancers. EOTEREE




Trials of 1L PARPi maintenance in ovarian cancer

PARP Duration | All comers
inhibitor

ATHENA-MONO'

SOLO123

PRIMA*

PRIMES>

PAOLA1S

VELIA?

Rucaparib

Olaparib
Niraparib
Niraparib
Olaparib

(w/bevacizumab)

Veliparib
(w/chemo)

2 years

2 years

3 years

3 years

2 years

36 total
cycles

*does not exclude pts with sBRCAmt tumors

Monk et al., 2022 ASCO Annual Meeting; “Moore et al., N Eng/ J Med 2018; ’Banerjee et al., 2020 ESMO Congress; ‘Gonzalez-Martin et al., N Eng/ J Med 2019;

HR 0.52
20.2 vs 9.2 mos

HR 0.62
13.8vs 8.2 mos

HR 0.45

24.8 vs 8.3 mos
HR 0.59
22.1vs 16.6 mos

HR 0.68
23.5vs 17.3 mos

BRCAmMt

HR 0.40
NR vs 14.7 mos

HR 0.33

56.0 vs 13.8 mos
HR 0.40
22.1vs 10.9 mos
HR 0.40

NR vs 10.8 mos
HR 0.31
37.2vs 21.7 mos

HR 0.44
34.7 vs 22.0 mos

HR 0.48*

19.3 vs 8.3 mos
HR 0.71

18.9 vs 16.0 mos

HR 0.80
18.2 vs 15.1 mos

°Li et al., 2022 SGO Annual Meeting; “Ray-Coquard et al., N Eng/ J Med 2019; "Coleman et al., N Engl J Med 2019

Liu N. ASCO 2022;Highlights of the Day: Gynecologic Cancers.

BRCAwt —
HRD

HR 0.58
95%Cl 0.33-1.01

20.3vs 9.2 mos

HR 0.50
19.6 vs 8.2 mos

HR 0.58
24.8vs 11.1 mos
HR 0.43
28.1 vs 16.6 mos

HR 0.74 (NS)
15.0vs 11.5 mos

HR 0.65
95%Cl 0.45-0.95

12.1vs 9.1 mos

HR 0.68
8.1 vs 5.4 mos

HR 0.41

14.0 vs 5.5 mos
HR 0.92 (NS)
18.9 vs 16.0 mos
HR 0.81 (NS)
18.2 vs 15.1 mos

HRD assay

Foundation
One CDx

Myriad
MyChoice

Not
published

Myriad
MyChoice

Myriad
MyChoice

phupnl}
PJ L)
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Applications Submitted to FDA and EMA for Maintenance

Rucaparib for Advanced Ovarian Cancer
Press Release: September 14, 2022

A supplemental new drug application has been submitted to the FDA and a Type Il variation to the
European Medicines Agency for rucaparib as first-line maintenance treatment for advanced ovarian
cancer regardless of biomarker status and after response to first-line platinum-based chemotherapy.

Results from the Phase Ill ATHENA-MONO trial led to the submission, the results of which were
presented at the 2022 ASCO Annual Meeting. In the intent-to-treat (ITT) population, the median
progression-free survival (PFS) in the rucaparib group was 20.2 months versus 9.2 months in the
placebo arm (HR 0.52, log-rank p < 0.0001). Median PFS by blinded independent central radiology

review (BICR) was 25.9 months in the rucaparib arm and 9.1 months in the placebo arm (HR 0.47,
log-rank p < 0.0001).

For patients in the homologous recombination deficiency (HRD) group, the investigator-assessed
median PFS was 28.7 months in the rucaparib group vs 11.3 months in the placebo group (HR 0.47,
p = 0.0004). Additionally, the median PFS by BICR was not reached in the rucaparib group compared
to 9.9 months in the placebo group (HR 0.44, p = 0.0004).
https://www.cancernetwork.com/view/applications-submitted-to-fda-and-ema-for-maintenance-rucaparib-in-advanced-ovarian-

cancer?utm_source=sfmc&utm_medium=email&utm_campaign=09222022 CN_GSK-22-
ONDO0513_Jemperli%20eNL&eKey=cmthZGVybWFuQHJIc2VhcmNodG9wcmFjdGljzS5jb20=




® A Randomized, Phase lll Trial to Evaluate

syrodoux eurdrio

= Rucaparib Monotherapy as Maintenance
_Treatment in Patients With Newly Diagnosed
Ovarian Cancer (ATHENA-MONO/GOG-3020/
ENGOT-ov45)

Bradley J. Monk, MD?; Christine Parkinson, MD?; Myong Cheol Lim, MD, PhD?; David M. O'Malley, MD?*; Ana Oaknin, MD, PhD?>;
Michelle K. Wilson, MD®; Robert L. Coleman, MD’; Domenica Lorusso, MD, PhD?3; Paul Bessette, MD?; Sharad Ghamande, MD°;
Athina Christopoulou, MD, PhD'!; Diane Provencher, MD'?; Emily Prendergast, MD'3; Fuat Demirkiran, MD'*; Olga Mikheeva, MD'>;
Oladapo Yeku, MD, PhD'®; Anita Chudecka-Glaz, MD, PhD'’; Michael Schenker, MD, PhD'8; Ramey D. Littell, MD'°; Tamar Safra, MD%°;
Hung-Hsueh Chou, MD?!22; Mark A. Morgan, MD?%3; Vit Drochytek, MD?*; Joyce N. Barlin, MD?*; Toon Van Gorp, MD?5;

Fred Ueland, MD?7; Gabriel Lindahl, MD?2:2%; Charles Anderson, MD3°; Dearbhaile C. Collins, MBBCh, MA, PhD3!; Kathleen Moore, MD3?;
Frederik Marme, MD, PhD*?; Shannon N. Westin, MD, MPH3*; lain A. McNeish, MD, PhD>?; Danny Shih, BA®®; Kevin K. Lin, PhD*’;
Sandra Goble, MS32; Stephanie Hume, PhD?®; Keiichi Fujiwara, MD, PhD*°; and Rebecca S. Kristeleit, MD, PhD*!

J Clin Oncol 2022;[Online ahead of print].
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ATHENA-MONO: Investigator-Assessed Progression-Free
Survival (PFS)
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Monk BJ et al. J Clin Oncol 2022;[Online ahead of print].
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Contents lists available at ScienceDirect
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journal homepage: www.elsevier.com/locate/ygyno E =

OVARIO phase II trial of combination niraparib plus bevacizumab
maintenance therapy in advanced ovarian cancer following first-line
platinum-based chemotherapy with bevacizumab

Melissa M. Harclestya* Thomas C. Krivak " Gall S. Wright €, Erlka Hamilton ¢ Evelyn L. Fleming ©,
Jimmy Belotte !, Erika K. Keeton &, Ping Wang Divya Gupta ', Ame Clements ", Heidi J. Gray
Gottfried E. KonecnyJ Richard G. Moore ¥, Debra L. Richardson'!
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OVARIO: PFS in the Overall Population, by HRD Status and by

BRCA Mutation Status
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Hardesty MM et al. Gynecol Oncol 2022;166:219-29.
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Efficacy and Safety of Niraparib as Maintenance
Treatment in Patients with Newly Diagnosed Advanced
Ovarian Cancer Using an Individualized Starting Dose
(PRIME Study): A Randomized, Double-blind, Placebo-

controlled, Phase 3 Trial

Ning Li’, Jianging Zhu, Rutie Yin, Jing Wang, Lingya Pan, Beihua Kong, Hong Zheng, Jihong Liu, Xiaohua Wu, Li Wang,
Yi Huang, Ke Wang, Dongling Zou, Honggin Zhao, Chunyan Wang, Weiguo Lu, An Lin, Ge Lou, Guiling Li, Pengpeng Qu,
Hongying Yang, Xiaoa Zhen, Wenzhao Hang, Jianmei Hou, Lingying Wu’

* National Cancer Center/National Clinical Research Center for Cancer/Cancer Hospital, Chinese Academy of Medical Sciences and Peking Union Medical College, Beijing, China

SGO 2022;Abstract LBAS.



PRIME: PFS (by Blinded Independent Central Review) in the ITT Population
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PD = progressive disease

Li N et al. SGO 2022;Abstract LBAS.
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Voluntary Withdrawals of Late-Line Indications for PARP Inhibitors

Niraparib — September 14, 2022

The indication for niraparib has been voluntarily withdrawn for the treatment of advanced ovarian, fallopian tube or primary
peritoneal cancer in adult patients who have received 3 or more prior chemotherapy regimens and whose cancer is associated
with homologous recombination deficiency status. The decision was made in consultation with the US FDA and based on a
totality of information from PARP inhibitors for ovarian cancer in the late-line treatment setting.

Olaparib — August 26, 2022

The indication for olaparib has been voluntarily withdrawn for the treatment of deleterious or suspected deleterious gBRCAm
advanced ovarian cancer in adult patients who have received 3 or more prior lines of chemotherapy. The decision was made in
consultation with the US FDA after a recent subgroup analysis indicated a potential detrimental effect on overall survival with

olaparib compared to the chemotherapy control arm in the subgroup of patients who had received 3 or more prior lines of
chemotherapy in the randomized Phase Il study SOLO-3.

Rucaparib — June 10, 2022

The indication for rucaparib has been voluntarily withdrawn for the treatment of BRCA-mutated ovarian cancer after 2 or more
chemotherapies. The withdrawal is based on discussions with the US FDA after submission of overall survival data from the
ARIEL4 trial, which demonstrated an increased risk of death for participants with BRCA-mutated ovarian cancer treated with
rucaparib after 2 or more therapies.

https://medinfo.gsk.com/5f95dbd7-245e-4e65-9f36-1a99e28e5bba/57e2a3fa-7b9b-432f-a220-5976a509b534/57e2a3fa-7b9b-432f-a220-
5976a509b534_viewable_rendition__v.pdf?medcommid=REF--ALL-004447; https://www.lynparzahcp.com/content/dam/physician-services/us/590-lynparza-
hcp-branded/hcp-global/pdf/solo3-dhcp-final-signed.pdf; https://www.hayesinc.com/news/market-withdrawal-rubraca-for-third-line-ovarian-cancer-indication/




OReO/ENGOT Ov-38 Trial: Impact of Maintenance
Olaparib Rechallenge According to Ovarian Cancer

Patient Prognosis — An Exploratory Joint Analysis
of the BRCA and Non-BRCA Cohorts

Selle F et al.
ASCO 2022;Abstract 5558.




OReO: Post-hoc Analysis of Progression-Free Survival According
to Patient Characteristics and Prognostic Factors

Events/N Events/N Hazard ratio
Subgroup olaparib placebo (95% ClI) Interaction
Age 0.89
<65 66/84 40/43 0.53 (0.35-0.80) —
>65 47/62 28/31 0.54 (0.33-0.87) ——
Genomic BRCAm and HRD status 0.93
BRCAwt HRD negative 18/31 8/11 0.49 (0.20-1.19) [ = I
BRCAmM 65/74 38/38 0.58 (0.38-0.88) —_—
BRCAwt HRD positive 21/28 13/16 0.53 (0.26-1.09) f £ I
BRCAwt HRD unknown 9/13 9/9 0.44 (0.17-1.18) | - I
CA-125 0.19
<35 79/104 43/48 0.45 (0.30-0.67) ———
=35 31/39 24/25 0.86 (0.50-1.48) y o I
ECOG performance status 0.59
0 84/108 44/47 0.57 (0.39-0.83) —= |
1 29/38 24/27 0.50 (0.28-0.88) ——
Visceral site of metastatic disease 0.07
N 71/99 55/60 0.41 (0.29-0.60) -
Y 42/47 13/14 0.87 (0.46-1.64) i = f
All patients 113/146 68/74 0.54 (0.39-0.73) —a—
[ |

0 1 2
<— Favors olaparib  Favors placebo —

* Olaparib rechallenge was effective regardless of prognostic subgroup
* CA-125 levels and the presence of visceral disease at baseline were the best predictors of
patient outcome
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Current Therapeutic Targets in Gynecologic Cancers

('

strategies:

- Vaccines

- Adoptive T-cell
therapy

- Oncolytic viruses
- TLR agonists

\

"
Other immunotherapy

Activated T cell

Atezolizumab
Durvalumab

Pembrolizumab
Nivolumab
Dostarlimab
Cemiplimab

TCR

PD-L1

Tumor cell
RS LT
MHC .
~ . - Olaparib
Niraparib
&0 BN Rucaparib
Veliparib
™ =
PD-1 .
Bevacizumab
VEGFR ckit RET FGFR PDGFR
]

Cediranib  Sunitinib
Lenvatinib Pazopanib

TCR = T-cell receptor; MHC = major histocompatibility complex; HIF = hypoxia inducible factor;

TLR = toll-like receptor; VEGF = vascular endothelial growth factor; FGF = fibroblast growth factor;
PDGF = platelet-derived growth factor

Kasherman L et al. Cancers (Basel) 2022 February 22;14(5):1122.
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Combination of Treatment Approaches to Overcome Resistance

Modulate the
cell cycle

CHK1/2 inhibitor, WEE1 inhibitor

O

Cell cycle dysregulation \,m

Epigenetic changes

TDrug Efflux Pumps

A’\\?/ PLATINUM e
s RESISTANCE Alterations in DDR
Improve tl..lmour Nl MECHANISMS
drug delivery
Antiangiogenics,
Antibody-drug conjugates
= =
P S

~._Stromal desmoplastic
~~._changes

&,
lDrug Influx il

Metabolism

Immunosuppresive
microenvironment

Re-sensitize tumour
to platinum

Hypomethylating

Exploit synthetic
lethality

PARP inhibitor, ATR
inhibitor, ATM inhibitor

Enhance immune
response

Immune-checkpoint
inhibitors, vaccines

Metabolic
Reprogramming

Metformin, lonidamine

McMullen M et al. Sem Cancer Biol 2021;77:167-81.
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Potential Synergy Between PARP Inhibition and Immune
Checkpoint Blockade

(B Tumor Microenvironment
Tumor Cells

A
(») Qo Interferons &
(#]

. ' Chemoattractants

PD-1/PD-L1
Blockade PARP
Inhibition
Interferons &
Chemoattractants

Regulatory

® T Cells

‘ . Tumor

/ ) Antigens

—@ARD ) wivation
* break C;/m__,/cnm
DNA Repair T Cell T Cells ;
Recruitment CTLA-4

Effector Proteins ' o T Cell

Recruitment

< Tumor Cell Y @ Blockade >

Vikas P et al. Front Oncol 2020;10:570.
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Phase Il Study of Olaparib + Durvalumab (MEDIOLA):
Updated Results in Germline BRCA-Mutated Platinum-
Sensitive Relapsed (PSR) Ovarian Cancer (OC)

Drew Y et al.
ESMO 2019;Abstract 1190PD.




* DCR at 12 weeks: 81.3%
(90% CI 66.3, 91.5)

Number of prior lines

w
-+

DCR = disease control rate; ORR = objective response rate; mPFS = median progression-free survival

beddd0e6

*

MEDIOLA BRCA-Mutation Cohort: Efficacy

* DCR at 28 weeks: 65.6%
(90% CI 49.6, 79.4)

* Unconfirmed ORR: 71.9%
(95% CI 53.3, 86.3)

* mPFS: 11.1 months
(95% Cl1 8.2, 15.6)

Greater clinical activity was seen in earlier- versus later-line patients

Time to progression or treatment discontinuation

o) X
o= O «

Oe X

0100
L
o)

<&
X

[O
X
X

\

o< X
O <
o X
Q@ o]
—@ @ @
—@ @
=0 O O @
=) O O X
O ® 3

I

X
OCR @NE

©sSb @PR
OPD

A Treatment discontinued
due to clinical progression

O ¢ X © Treatment discontinued
O ® due to AE
= é) @ o : ¢ Treatment discontinued
=0 O=@ X due to patient decision
—0 O O O * X o Treatment discontinued
:CC © © 8 X X because of PD
=0 @ X X Last known date alive
e — o i x ® On reatment
O Oe¢ X X Death
1 | | | | 1 | | | || || | 1 1
0 84 168 252 336 420 504 588 672 756 924

Drew Y et al. ESMO 2019;Abstract 1190PD.

Best change (%)
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Best percentage change in target lesion sizef

Number of prior lines of chemotherapy:
== 1 prior line == 2 prior lines 23 prior lines
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PARIS ongress
2022 Abstract 529MO.

Phase Il study of olaparib plus durvalumab with or
without bevacizumab (MEDIOLA): final analysis of
overall survival in patients with non-germline BRCA-
mutated platinum-sensitive relapsed ovarian cancer

Susana Banerjee,! Martina Imbimbo,? Patricia Roxburgh,? Jae-Weon Kim,*

Min Hwan Kim,? Ruth Plummer,® Salomon M. Stemmer,’” Benoit You,® Michelle
Ferguson,® Richard T. Penson,'? David M. O’Malley,' Kassondra Meyer, 2

Haiyan Gao," Helen K. Angell,’* Ana T. Nunes, " Susan Domchek,'® Yvette Drew®*




MEDIOLA: Germline BRCA Wild Type Study Schema

. : Olap + durva + bev Olap + durva
Patient population o (N=31) (N=32)
* gBRCAwt » <2 prior lines of chemotherapy Miiianntas 64.0 685
* PSR ovarian cancer * PARP inhibitor and 10 agent naive Age group (years), n (%)
<50 3(97) 4 (125)
: >50-<65 14 (452) 8 (25.0)
Olaparib Primary endpoints 65 14 (452) 20 (62.5)
300 mg po bid Race, n (%)
o * DCR at 24 weeks (target 80%) White 20 (64.5) 24 (75.0)
%_ Durvalumab »  Safety and tolerability Asian 10 (32.3) 3(94)
= 159 IV gdw Other 1(32) 5 (15.6)
— . e
Secondary endpoints include: s ssnskiviy, vCa)
sovacizumat [l | e
10 mg/kg IV q2w 0diSease . DCR at56 weeks, ORR, DOR, >12 months 21 =
progression PFS. 0S. PK Number of prior lines of chemotherapy, n (%)
: S 1 prior line 20 (64.5) 23 (71.9)
Olaparlb 2 prior lines 11 (35.5) 9 (28.1)
kT 300 mg po bid Exploratory endpoints include:
'g Enrolment completed January 2019 February 2019
3 Durvalumab *  Tumour genetics and Patients on study treatment at DCO, n (%) (13 February 2020)
1591V géw immunology biomarkers Olap; durva; bev 13 (41.9); 13 (41.9);12(38.7)  7(21.9);6(18.8);NA
Sequential enrolment Tumour assessments every 8 weeks
PSR = platinum-sensitive relapsed; 10 = immuno-oncology therapy RTP
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MEDIOLA Non-gBRCA Cohorts: OS and 56-Week DCR

Olaparib plus durvalumab and bevacizumab Olaparib plus durvalumab
i 12- month QS 24-month OS T — 12- month OS 24-month OS
09 | 96.8% ey, 0.9 - i T ———
@ i @
= 081 ‘ &=08 ey, o ol L T M
207 7 o = 0.7 7 ¢ SR R e— s
'S 06 “i.., 64.5% T 06 1 SR, eeeermererrreereneen - B :
..6 05 i 5 «6 05 e ~~‘ ; Py
ﬁEOAr‘ é;OA" ..........................
= £ basiasis
8 037 5031 e
& 02 a9 £ w GeoeTheSSaaaa
0.1 1 0.1
0.0 T T T T L T T T T T L} T T L L) L} T T T 1 A T T T T T T T T T 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 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34

Time from first dose of study treatment (months) Time from first dose of study treatment (months)

Number of patients at risk: Number of patients at risk:
N3 31 31 31 30 30 30 30 28 27 26 22 20 20 19 18 15 13 6 2 0 N32 3 31 28 28 26 24 24 24 22 18 18 15 15 12 11 4 0

Olaparib plus durvalumab and bevacizumab Olaparib plus durvalumab

Median follow-up for OS, months 31.9 Median follow-up for OS, months 23.2
Events, n 17 Events, n 20
Median OS (95% CI), months 31.9 (22.1-NC) Median OS (95% Cl), months 26.1 (18.7-NC)
56-week DCR (90% Cl), % 38.7 (24.1-55.0) 56-week DCR (90% Cl), % 9.4 (2.6-22.5)

Circles represent censored events. Dashed lines represent 95% ClI.
Comparisons are not randomized; doublet cohort enrolment commenced once triplet cohort enrolment was complete.

OS = overall survival; DCR = disease control rate

RTP
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Research JAMA Oncol 2019;5(8):1141-9.

JAMA Oncology | Original Investigation

Single-Arm Phases 1and 2 Trial of Niraparib in Combination
With Pembrolizumab in Patients With Recurrent
Platinum-Resistant Ovarian Carcinoma

Panagiotis A. Konstantinopoulos, MD, PhD; Steven Waggoner, MD; Gregory A. Vidal, MD; Monica Mita, MD; John W. Moroney, MD; Robert Holloway, MD;
Linda Van Le, MD; Jasgit C. Sachdev, MD; Eloise Chapman-Davis, MD; Gerardo Colon-Otero, MD; Richard T. Penson, MD; Ursula A. Matulonis, MD;

Young Bae Kim, MD; Kathleen N. Moore, MD; Elizabeth M. Swisher, MD; Anniina Farkkila, MD; Alan D’Andrea, MD; Erica Stringer-Reasor, MD;

Jing Wang, PhD; Nathan Buerstatte, MPH; Sujata Arora, MS; Julie R. Graham, PhD; Dmitri Bobilev, MD; Bruce J. Dezube, MD; Pamela Munster, MD
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TOPACIO/KEYNOTE-162: Antitumor Activity of Niraparib in
Combination with Pembrolizumab

100 -
. 0
. ORR: 18%  [guancams
DCR: 65% HRD positive (tBRCAwt)
604 [] HRD negative
) [ ] HRD unknown
40 I > Ongoing
o PD-L1 positive
@ 204 HH
: l
(=]
c
© 0+t (e
5 O 00 0000 O 00000 OO0
i
o _20_
-40-
_60_
-80 _
>
-100
Patient
ORR = overall response rate; DCR = disease control rate RT
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Konstantinopoulos PA et al. JAMA Oncol 2019;5(8):1141-9.



MOONSTONE/GOG-3032: Interim Analysis of a
Phase 2 Study of Niraparib + Dostarlimab in
Patients (pts) with Platinum-Resistant Ovarian

Cancer (PROC)

Randall LM et al.
ASCO 2022;Abstract 5573.




MOONSTONE: Efficacy Summary of Niraparib with Dostarlimab
for Platinum-Resistant Ovarian Cancer

100 -

% of patients

"CR mPR mSD mPD

93.8 (7/13)
58.5 (24/41)

30.8 (4/13)
22.0(9/41)

7.3 (3/41) 7.7 (113)

Overall vCPS 25%

60.0 (15/25)

20.0 (5/25)

VCPS <5%

Efficacy, n (%)
[95% CI)*

ORR (CR + PR)

DCR (CR + PR + SD)

Median PFS, months
(95% Cl)

vCPS = visually estimated combined positive score (PD-L1); ORR = objective response rate

Randall LM et al. ASCO 2022;Abstract 5573.

Overall
N=41

3(7.3)
[1.5-19.9]

12 (29.3)
[16.1-45.5]

21
(2.0-2.2)

PD-L1 status
VvCPS 25% vCPS <5%
n=13 n=25
1(7.7) 2 (8.0)
[0.2-36.0] [1.0-26.0]
5 (38.5) 7 (28.0)
[13.9-68.4] [12.1-49.4]
2.2 (1.6—-not 2.1

evaluable) (1.8-2.2)

RTP
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An Open-Label Phase 2 Study of
Dostarlimab, Bevacizumab, and
Niraparib Combination

In Patients with Platinum-Resistant

Ovarian Cancer:
Cohort A of the OPAL Trial

Joyce F. Liu,? Stéphanie Gaillard,2 Andrea E. Wahner Hendrickson,? John W. Moroney,* Oladapo Yeku,®
Elisabeth Diver,® Camille Gunderson,” Rebecca Arend,? Elena Ratner,? Vivek Samnotra,'® Divya Gupta,'® Lena
Evilevitch,1? Zebin Wang,'? Ping Wang,'? Joseph Tang,® Emeline Bacqué,'? Xiaohong Liu,'? Gottfried E.

Konecny Poster #23

'Dana-Farber Cancer Institute, Boston, MA, USA; 2Sidney Kimmel Comprehensive Cancer Center at Johns Hopkins, Baltimore, MD, USA; *Mayo Clinic
Rochester, Rochester, NY, USA; “University of Chicago Medicine Comprehensive Cancer Center, Chicago, IL, USA; SMassachusetts General Cancer
Center, Boston, MA, USA; 8Stanford Women’s Cancer Center, Palo Alto, CA, USA; "University of Oklahoma Stephenson Cancer Center, Oklahoma
City, OK, USA; 8The University of Alabama at Birmingham, UAB Comprehensive Cancer Center, Birmingham, AL, USA; ¢Yale University, New Haven,
CT, USA; '°GlaxoSmithKline, Waltham, MA, USA; ""Ronald Reagan UCLA Medical Center, Los Angeles, CA, USA.
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Antitumor Activity

» Antitumor activity was

assessed in the

Antitumor Activity per RECIST v1.1

Response-evaluable

Variable, n (%)

population (n=39)

response-evaluable Complete response 0

population (n=39) Partial response 707.9)

— 2 patients in the Stable disease 23 (59.0)
safety population did Progressive disease 8 (20.5)
not have a Inconclusive 1(2.6)
postbaseline scan ORR (90% Cl), % 17.9 (8.7-31.1)
and were excluded DCR (90% Cl), % 76.9 (63.2-87.4)

from the response-

g Best Percent Change from Baseline Sum of Target Lesions
evaluable population

by HRR and PD-L1 Status

+ Response data required 0 ® POLinegaive B BROAVEHRRW
that patients with a best 60- e

response of complete
response or partial
response had a
confirmation scan 24
weeks after the first
scan in which a

2% Increase

204 - UN

) T I T R T e A S N S S T R TR TN T VRS

Best change (%)
[+

30% decrease

—60 - Tnow lesions

-80 Other respenders are a mix of confirmed and unconfirmed
response was observed oo | taroetiesion esponses
SGO | VI RTUAL AN N UAL ME ETI NG BRCAm, BRCA mutation; BRCAwt, BRCA wild type; HRRm, homologous recombination repair i EI{‘ = =
2021 ON WOMEN'’S CANCER’ on: HRRut. homolog bination repair wid type: PD-L1, programmed death iy of Gyricook

ligand 1 Society of Gynecologic Oncology
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ATHENA-MONO and ATHENA-COMBO Study Design

Key Patient Eligibility Randomization 4:4:1:1 Study Analyses

* Newly diagnosed, stage Ill/IV,
high-grade epithelial ovarian,
fallopian tube, or primary
peritoneal cancer

» Completed frontline platinum-doublet
chemotherapy and surgery

— Achieved investigator-assessed

ATHENA-MONO
(Arm B vs Arm D)

Treatment for

CR or PR without disease Arm C (n=100) 24 months, or Arm B {eet0)
progression or rise in CA-125 at Sfacebo PO+ nivolumabily until radlggraphlc placebo PO + placebo IV
any time during frontline PIOgression,
platinum-doublet chemotherapy » _ unacceptable
_ Received cytoreducti An (1 =100) toxicity, or other ATHENA-COMBO
kel g lacebo PO + placebo IV reason for
(RO permitted), either prior to P P FserBRaton (Arm A vs Arm B)
chemotherapy or following
neoadjuvant chemotherapy, Stratification Factors
with sufficient tissue available + Centrally assessed tumor status (BRCA mutation,
for analysis BRCA wild-type/high LOH, BRCA wild-type/low LOH,
+ ECOGPSOor1 BRCA wild-type/LOH indeterminate)
+ No prior treatment for ovarian cancer, * Response to frontline platinum doublet (no residual
including any maintenance treatment, disease vs residual disease)
other than frontline platinum regimen + Timing of surgery (primary vs interval debulking)

I-’rimary Endpoint
Investigator-assessed PFS per RECIST v1.

RTP
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DUO-O Study Design in Newly Diagnosed Advanced Ovarian Cancer

Chemotherapy phase Maintenance phase*

+ Durvalumab Durvalumab + olaparib
Optional: Bevacizumab Optional: Bevacizumab

+ Bevacizumab Bevacizumab
+ placebo + placebo

> I + Bevacizumab Bevacizumab + durvalumab
+ durvalumab + placebo

g . + Bevacizumab Bevacizumab + durvalumab
z + durvalumab + olaparib

*Olaparib administered for a maximum of 24 months after chemotherapy. Durvalumab and bevacizumab administered for
a maximum of 15 months

Estimated completion date: July 2023 RTP
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Harter P et al. ASCO 2019;Abstract TPS5598; www.clinicaltrials.gov. NCT03737643. Accessed July 2022.



http://www.clinicaltrials.gov/

FIRST Phase Ill Trial of Dostarlimab (TSR-042)
for Newly Diagnosed Ovarian Cancer

N =720-960
Newly diagnosed advanced
ovarian cancer

Screening

Cycle 1 carboplatin-paclitaxel

Randomization RANDOMIZATION 1:1:2
at cycle 2

v v v
Total 6 cycles Carboplatin-Paclitaxel Carboplatin-Paclitaxel Carboplatin-Paclitaxel
(21 days) + L.V. placebo + V. placebo + TSR-042
=+ bevacizumab + bevacizumab + bevacizumab
Maintenance Placebo Niraparib Niraparib
up to 3 yrs (oral and I.V.)* + V. placebo* + TSR-042
*+ bevacizumab =+ bevacizumab =+ bevacizumab

*|.V. placebo up to 15 months in total

Primary endpoint: PFS

v Secondary endpoints: ORR, DOR, DCR, PROs, TFST, TSST, PFS2, OS

www.clinicaltrials.gov/ct2/show/NCT03602859 Courtesy of Ursula Matulonis, MD
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