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U.S. FEMALE CANCER STATISTICS 2024

Site Number Deaths
Breast 310,720 42,250
Uterus 67,880 13,250
Ovary 19,680 12,740
Cervix 13,820 4,360
Vulva 6,900 1,630

American Cancer Society. Cancer Facts and Figures 2024
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OBJECTIVES

« To outline trial results on PARP inhibitors in ovarian cancer in upfront therapy
* To discuss implementation of PARP inhibitors

« To understand recent publications, dear investigator letters and changing
recommendations for use of PARP inhibitors in the recurrent ovarian cancer
space
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GERMLINE MUTATIONS ACCOUNT FOR = 24% OF OVARIAN CANCERS
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Pennington KP et al. Clin Cancer Res 2014; 20(3): 764-775
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 Most ovarian cancer is
still sporadic (70-80%)

- BRCA1 and BRCA2
account for majority of
germline mutations

(75%)

* Lynch syndrome is other
main group (NOT HR)

» Other homologous
recombination genes

NCI Designated Comprehensive Cancer Center




Molecular Profiling of Serous Ovarian Cancer

BRCA1 germline
8% BRCA2 germline

6% BRCA1 somatic
4%
BRCA2 somatic
/ 3%

BRCA1 methylation

// \ 11%
2% Rp1loss EMSY amplification

4%

PTEN loss 6%
CCNE1 amplification Other HRD g%

14% 5%
24% Germline and 9% Somatic mutations in HRD genes
50% of serous cancers are HRD!

Credit: R. Arend; Cancer Genome Atlas Research, Nature.
2011;474:609

MMR germline




OVARIAN CANCER CONVENTIONAL TREATMENT

1. Tumor reductive surgery followed by chemotherapy versus neoadjuvant
chemotherapy with an interval debulking

» Surgical goal to reduce tumor to microscopic or at least to under 1 cm in
terms of largest remaining lesions (RO vs. R1)

2. Adjuvant Chemotherapy (except in rare Stage | patients)
- Combination chemotherapy with taxane/platinum agent +/- bevacizumab
* Intraperitoneal or HIPEC chemotherapy in selected patients

3. Maintenance therapy (PARP inhibitor and/or bevacizumab) in selected
patients (some advocate ALL patients)

4. Clinical trial if available
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CURRENT NCCN MAINTENANCE GUIDELINES FOR OVARIAN CANCER

STAGE II, lll, IVY
POST PRIMARY TREATMENT
No
bevacizumab
used during
primary
Stage lI-IVY therapy
(post primary
treatment)
+ Imaging?
as clinically
indicated:
« C/AIP CT,
MRI, PET/CT,
or PET (skull
base to mid-
thigh)
Bevacizumab
used as part
of primary

therapy

CT is performed with oral and IV contrast (unless contraindicated) and rectal contrast

as needed

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY

Complete response (CR)Y
or
Partial response (PR)

or
}.' or

MAINTENANCE THERAPYYM:X
Observe (if CR)|

. Monitoring/
" Follow-Up (OV-6)

Niraparib |

BRCA1/2 Rucaparib
wild-type or < or
unknown9Y Therapy for Persistent Disease or Recurrence (OV-7)
::a;rl: c:l:sesaizﬁm ——» Therapy for Persistent Disease or Recurrence (OV-7)
Germline g
or somatic Olaparlb (category 1)
ol Nlra arib (category 1)
mutation CRY/PR - P gory .
Rucaparlb
or
Observe for select stage Il disease with CR Monitoring/
.. ™ Follow-Up (OV-6)
Homologous recombination (HR) B . b _
proficient or status unknown * SeNaciaNna »
CRY/PR Bevacizumab + olaparib (category 1)
wild-type or deficient ———" Bevacizumab + niraparib (if unable to tolerate olaparib)
unknown? or
Stable disease Bevacizumab
Germline or Progression Therapy for Persistent Disease or Recurrence (OV-7)
or somatic . .
BRCA1/2 <: Bevacizumab + olaparib (category 1)
mutation . |
CR"/PR "~ |Bevacizumab + niraparib (if unable to tolerate olaparib)
or —
ibY Monitoring/
oOrIaparlb Follow-Up (OV-6)
NiraparibY
or
RucaparibY
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PARP INHIBITOR USE IN OVARIAN CANCER

* December 2014-May 2020 YT
* Nine FDA approvals for PARP inhibitors in e
ovarian cancer H H
* Maintenance after frontline treatment - - --- |
* Monotherapy for recurrent ovarian cancer h H i H i
- Maintenance after treatment for recurrent MAINTENANCE — FRONT-LING ‘\ MAINTENANCE — PS-ROC | |

platinum sensitive ovarian cancer

- May 2022 to the present

* A series of Dear Health Care Provider Letters
with withdrawals and restrictions to prior
approvals

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY NCI Designated Comprehensive Cancer Center 9



RESULTS OF THE PARP MAINTENANCE TRIALS

SOLO-1

(Olaparib)

PAOLA-1

(Olaparib + Bev)

PRIMA
(Niraparib)

PRIME
(Niraparib)

ATHENA
(Rucaparib)

ITT

BRCA-mt

HRD-Test Positive

HRD/BRCA-wt

HRD-Test Negative

Median Follow-up

56.0vs 13.8
HR: 0.33

57.6 mos

22.1vs.16.6
HR: 0.59

37.2vs 21.7
HR: 0.31

37.2vs 17.7
HR: 0.33

28.1vs 16.6
HR: 0.43

16.6 vs 16.2
HR: 1.0

27.4

13.8v 8.2
HR: 0.62

22.1vs 10.9
HR: 0.40

219vs 10.4
HR: 0.43

19.6 vs 8.2
HR: 0.50

8.1vs5.4
HR: 0.68

13.8

24 .8 vs 8.3
HR: 0.45

NR vs 10.8
HR: 0.40*

*BRCA population is gBRCA only

24.8vs 11.1
HR: 0.58*

*BRCA population is gBRCA only

NR

14.0vs 5.5
HR: 0.41

27.5

20.2vs 9.2
HR: 0.52

NR vs 14.7
HR: 0.40

28.7vs 11.3
HR: 0.47

NR

12.1vs9.1
HR: 0.65

NR

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY NCI Designated Comprehensive Cancer Center



Maintenance Olaparib in Patients with Newly Diagnosed Advanced
Ovarian Cancer

Kathleen Moore, M.D., Nicoletta Colombo, M.D., Giovanni Scambia, M.D., Byoung-Gie Kim, M.D., Ph.D., Ana Oaknin, M.D., Ph.D., Michael
Friedlander, M.D., Alla Lisyanskaya, M.D., Anne Floquet, M.D., Alexandra Leary, M.D., Gabe S. Sonke, M.D., Ph.D., Charlie Gourley, M.D.,
Ph.D., Susana Banerjee, M.D., Ph.D., et al.

° Hazard ratio Of disease prog reSSion A Progressi::(-)f:eeSurvivalasAssessedbylnvestigators E
or death: 0.3
« Patients with germline or somatic

BRCA1/2 mutations
e “SOLO-1”

40-
30+

Patients Free from Disease Progression
and Death (%)

° International SuU periority trial Shcwed :Z: :(a(z;(;glratiofordiseasepvogressionordeath.o.w (95% CI, 0.23-0.41) —
70% redUCtion in riSk c0 5 é ; ll2 1'S 1l8 le 2l4 2'7 3'0 3l3 3l6 3'9 412 4l5 418 SIl Sl4 517 610
. . onths since Randomization
 Updated 7 year overall survival still | v o
. R70 0 e EEbETesE NS RS E R R B
favors olaparib 67% vs 46% (HR-
0'55) Moore K et al, New Engl J Med 2018

DiSilvestro P et al, JCO 2022



PRIMA (UPDATED): PFS SUBGROUPS
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Gonzalez-Martin A, Eur J Cancer 2023; 189
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OLAPARIB PLUS BEVACIZUMAB FIRST-LINE MAINTENANCE IN OVARIAN CANCER:
FINAL OVERALL SURVIVAL RESULTS FROM THE PAOLA-1/ENGOT-OV25 TRIAL

l. Ray-Coquard et al.

Olaparib + bevacizumab  Placebo + bevacizumab

(N =537) (N =269)
Events, n (%) (55% maturity) 288 (53.6) 158 (58.7)
100 — Median OS, months 56.5 51.6
5-Year OS rate, % 47.3 M5
90 HR 0.92 (95% C10.76-1.12); P= 0.4118
80 —
< 70 -
<
®
= 80+
c
@
o 50—
K -
=
2] -
2 40
Q2
©
a 30—
20 —
10 —
o T T T T f T 1
0 12 24 36 48 60 72 80
Time from randomization (months)
No. at risk

Olaparib + bevacizumab 537 530 528 517 503 480 463 440 420 398 376 357 347 329 308 295 286 276 262 217 169 113 82 40 19 4 0

Placebo + bevacizumab 269 267 264 261 250 242 229 220 208 199 188 179 166 160 154 146 139 132 121 96 76 51 37 20 5 2 O

Figure 1. Kaplan—Meier estimates of overall survival in the intention-to-treat population. Shown are Kaplan—Meier estimates of the rate of freedom from death.
Cl, confidence interval; HR, hazard ratio; OS, overall survival.

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY

Conclusions: Olaparib plus bevacizumab
provided clinically meaningful OS
improvement for first-line patients with
HRD positive ovarian cancer
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DUO-O, a placebo-controlled, double-blind study, investigates the efficacy and safety of PC + bevacizumab + o
durvalumab followed by maintenance therapy with bevacizumab + durvalumab + olaparib in patients with newly
diagnosed non-tBRCAm advanced OC"23

Primary endpoints’?

* PFS (RECIST per
investigator) in Arm 3

1,2
CTx cycle 1* At Cycle 2 HArmj T
- T - — Non-tBRCAm HRD-
g d positive
— Non-tBRCAmM ITT
Patients23 R
* Newly diagnosed Arm 2 CTxt .
FIGO stage Ill-IV PC + bev + X bevacizumab total 15 months
high-grade durva M + Key Secondary
epithelial OC bevacizumab durvalumab+tota| 24 months Endpoints!2
* Non-tBRCAm durvalumab olaparib placebo total 24 months « PFS (RECIST per
« Treatment-naive Arm 3 investigator) in Arm 2
« Primary debulking  Stratified by: vs Arm 1
or planned interval  Timing and PC + bev + CTxt bevacizumab total 15 months — Non-tBRCAm ITT
debulking surgery ~ outcomes of durva + ola ¥ = opulation
cytoreductive bevacizumab durvalumab total 24 months pop
surgery + + « OS
Geographical durvalumab olaparib total 24 months » Safety
region: Europe
or North America
or Other regions
DUO-O also included an independent, single-arm open- Patients with CR/PR/NED or SD
label, tBRCAm cohort - results not presented were permitted to receive maintenance therapy$'2

Dosing and schedule: bevacizumab (15 mg/kg IV q3w); durvalumab (1120 mg IV g3w); olaparib (300 mg po bid); chemotherapy: paclitaxel 175 mg/m? IV q3w and carboplatin at AUC5 or AUCE IV g3w. *With or without bevacizumab
according to local practice; 'Cycles 2-6; + Genomic instability score 242 assessed prospectively by Myriad MyChoice CDx assay; Safety criteria required to be met for entry into the maintenance phase. Abbreviations in slide notes.

49 1. Harter P, et al. Presented at ASCO Annual Meeting 2023. 2-6 June. Chicago, lllinois.2. Harter P, et al. Presented at SCO Annual Meeting 2024. March 16-18. San Diego, California. 2. NCT03737643. Available at:
httos://clinicaltrials_aov/ct2/show/studv/NCT03737643 (Accessed March 2024)
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Final PFS for non-tBRCAm ITT patients in the 1L setting W
DUO-O DCO-2 September 18, 2023 m3 * PFS Onl_y significantly
Arm 1vs Arm 2 & 3 u durva + ola better Wlth both

N=378

100
Median follow-
90 AR 345 3341 320 d b d
80 1 Events, n (%) 283 (75) 257 (69) 221 (58) u a I u m a a n
70 53.0 Median PFS,! 1
g = Magtun 193 206 2541 o) I a p ari b
S 2 0. 0.61
@ 50 : SR CER S 710 (051:073) Shs -
=l ' p=0.
£ o % * Unsurprisingly, biggest
20 Data maturity across e - Armz impaCt in HRD
10 all three arms: 67% H \
0 T T T T T T ; T T T T T T T T 1 po p u I ati O n

T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
No. at risk: Time from randomization (months)
Arm1 378 363 341 297 260 223 196 150 117 95 77 65 50 42 27 15 6 1
Arm 2 374 354 335 302 255 222 190 161 130 109 87 7 54 43 27 16 8 0
Arm 3 378 367 352 324 287 267 244 205 178 144 116 87 70 56 35 18 5 1

*In censored patients; TMedians and rates were estimated by the KM method (medians are unstable in arms with <50% maturity); *HRs and Cls were estimated from a stratified Cox PH model. Model was stratified by
timing and outcome ofcyloreductive surgery for the non{BRCAm HRD-pasiive populaion, and by ting and outcome of cyoreductve surgery and geographic regon for the non-(BRCAM T population, allvs. A 1

5 P value was calculated from a stratified log-rank test. Statistical significance for Am 3 versus Arm 1 was achieved at the interim PFS analysis in both the non-tBRCAm HRD-positive (DCO1 = December 5, 2022; HR
0.49 (95% C1 0.34-0.69]; £<0.0001) and nGhBRGAM ITT (DGO = December 5, 2002. HR 0.63 [35% CI 0.52-0.76]; P<0.0001) populations: the updated analysis (DCO2) is descriptive in nature for A 3 versus Am
1, 50 no P value i reported. The comparison of Arm 2 versus Arm 1 in the non-tBRCAm HRD-positive population was not part of the predefined MTP and so was not formally tested. The comparison of Arm 2 versus
Am 1 was not statistically significant at the time of the interim PFS analysis and so was retested at the final PFS analysis: the boundary for declaring statistical significance at the final PFS analysis was 0.0248 (Arm 2 vs
Arm 1) for 2.5% alpha. MTP, multiple-testing procedure.

Abbreviations in slide notes.

Unstratified Subgroup Analysis of HRD-negative Subpopulation - Final
Longest observed mPFS in Arm 3 for non-tBRCAm HRD-positive patients o PFS (predefined)g P y g Pop o

in the 1L setting — Final PFS results

DCO-2 September 18, 2023; HRD-negative subpopulation

Arm 3
DCO-2 September 18, 2023 :
p i PC +bev + Preplanned Exploratory Analysis
Arm 1vsArm 2 & 3 cuva o & . Median foll -
- N=140 Arm 1 vs Arm 2 & Arm 3; edian follow-up, 310 341 302
Sedarii months
ledian follow-
up,* months 384 33.1 34.6 100 + Events, n (%) 173 (80) 152 (76) 144 (68)
Events, n (%) 94 (66) 89 (60) 57 (41) 90 mPFS,t months 7S 154 21.1
Median PFS,t 80 HR (85% Cl) vs Arm 1% 0.92 0.68
months 233 251 451 704 (0.74-1.14) (0.54-0.85)
e~ 0
< A 0.89 0.46 2 601
@ (0.67-1.19)8  (0.33-0.65) =
a o 50
w
o 40
204 30+ P
Data maturity across all three arms: AT 20 : Arm 3
4 56% T H
10 104 Data maturity across all 130.9 Am2
0 T T T T T T T f T T T T T T T T 1 three arms: 75% 126.1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 0 T T T T T T T T T T T T T T T T T
No. at Time from randomization (months) 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
arigks 143 141 136 126 116 105 95 80 63 54 45 42 33 27 16 9 3 1 No. at risk: Time from randomization (months)
Am2 148 142 136 128 118 112 102 89 68 50 45 36 29 22 13 9 5 0 216 203 188 159 135 12 97 68 52 39 30 22 16 14 10 6 3 0
Arm3 140 138 135 131 120 116 111 103 94 8 66 50 41 35 22 13 3 1
Arm2 199 189 177 153 120 97 78 65 56 44 37 31 23 19 13 6 3 O
*I d Medi ind d by the KM method (medi tabl h <50% it ); *HR: d Cl ted fr ified Cox PH model. Model ified by
Uming and othcome ofctaracuciv surgery fo the nonBRCAR HRLD.posive popuaton, an by iingand ouisome of yoreduciv surgery and Geographi regon fr the non-BRCAM 1T papulton: *ihe daied Arm3 211 203 191 170 146 133 121 93 76 57 47 36 29 21 13 5 2 0
analysis (DCO2) is descriptive in nature for Arm 3 versus Am 1, so no P value is reported. The comparison of Arm 2 versus Arm 1 in the non-tBRCAm HRD-positive population was not part of the predefined MTP and
so was not formally tested. The comparison of Arm 2 versus Arm 1 was not statistically significant at the time of the interim PFS analysis and so was retested at the final PFS analysis; the boundary for declaring
statistical significance at the final PFS analysis was 0.0248 (Arm 2 vs Arm 1) for 2.5% alpha. MTP, multiple-testing procedure. *In censored patients; Medians and rates were estimated by the KM method (medians are unstable in arms with <50% maturity); *HRs and Cls were estimated from an unstratified Cox PH model
55 Abb’e“:‘”"s ";’5"“ notes, ek . o S 024 Abbreviations in slide notes.
Hartor P, ot ol Prosenited ot st Kool gl 0 3 57 Harter P, et al. Presented at SGO Annual Meeting 2024. March 16-18. San Diego, California. '
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MAINTENANCE AFTER TREATMENT OF PLATINUM SENSITIVE RECURRENT
OVARIAN CANCER

* 3/2017 — niraparib — all
* 8/2017 — olaparib — all
* 4/2018 — rucaparib — all

T 101

MAINTENANCE — PS-ROC
. Niraparib ,
i =
MEETING Rucaparib ~

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY NCI Designated Comprehensive Cancer Center



DATA SHOWING ABOUT POTENTIAL WORSE OUTCOMES FOR BRCA GERMLINE
WILDTYPE PATIENTS

OS Kaplan Meier curve for the non-gBRCAmut HRD positive subgroup OS Kaplan Meier curve for the non-gBRCAmut cohort

100 4 - Censored Observations
100 4 = Censored Observations ¥ Nirapard
. * Niraparib Placebo
Placebo HR (95 % Cl)  1.06 (0.813,1.369)
HR (95 % Cl)  1.29 (0.849,1.949)
80 g
80 . ~ Median OS 34.8 months for placebo
o Median OS 41.4 months for placebo z
Ed c
< g
<
3 £ 60+ /
c 60 4 -
= 3
s 2
g 3
@ g 404
g = :
g &
= . . s
“ 204 Median OS 31.0 months for niraparib
20
0+
o T T T T T T T T T
0 12 24 36 a8 60 72 84 96
12 24 386 48 60 72 84 o6 Time Since Randomization (months)
Time Since Randomization (months) Nirapanb 234 215 149 96 73 H4 36 1 0
Niraparib 106 97 73 51 40 A 23 0 Placebo 116 103 72 56 39 29 21 1 0
Placebo 56 52 42 33 22 18 13 1 0

Data cutoff of 3/31/2021 — OS detriment to patients in non-gBRCAmut and non-gBRCAmut/HRD+ cohorts

Non-gBRCA, HRD+: mOS 35.6 vs 41.4 months, HR 1.29 (0.85 - 1.95)
Non-gBRCA, overall: mOS 31.0 vs 34.8 months, HR 1.06 (0.81 - 1.37)
gBRCA+: mOS 40.9 vs 38.1 months, HR 0.85 (0.61 — 1.20)

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY NCI Designated Comprehensive Cancer Center 17




Nov 2022 - comeany restricts indication for niraparib
second-line maintenance to gBRCA+ population

November 2022
IMPORTANT PRESCRIBING INFORMATION
Subject: (niraparib) Important Prescribing Information for the maintenance treatment of

adult patients with non-g BRCAmut recurrent epithelial ovarian, fallopian tube, or primary
peritoneal cancer who are in a complete or partial response to platinum-based chemotherapy in
second or later line setting.

Dear Health Care Provider:

This letter is an update to the DHCP Letter dated May 2022. This letter is to inform you that, at the request of
the FDA, we will restrict the indication of (niraparib) for the maintenance treatment of adult
patients with recurrent epithelial ovarian, fallopian tube, or primary peritoneal cancer who are in a complete or
partial response to platinum-based chemotherapy received in the second or later line setting to the
gBRCAmut patient population only; GSK is in discussions with the FDA to update the USPI

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY NCI Designated Comprehensive Cancer Center 18




Nov 14, 2022 — FDA requests Comeany to voluntarily
limit rucaparib maintenance to BRCA+ patients

FORM 8-K

CURRENT REPORT
Pursuant to Section 13 OR 15(d)
of the Securities Exchange Act of 1934

Date of Report (Date of Earliest Event Reported): November 14, 2022

On November 14, 2022, at the request of the FDA., (the “Company™) met by teleconference with the FDA to discuss the overall

survival (OS) data from the Company’s ARIEL3 clinical trial. The ARIEL3 dataset formed the basis for the approval of rcaparivin  the US in April 2018

and in Europe in January 2019 respectively, as second-line maintenance treatment in adult patients with recurrent epithelial ovanan, fallopian tube, or

primary peritoneal cancer who are in a complete or partial response to platinum-based chemotherapy. The Company submitted final OS data, including

in exploratory subgroups, from the ARIEL3 study to the FDA in September 2022. The FDA requested that the Companv voluntarilv revise the label to

Limit the aindication of rweaparc  this second-line maintenance treatment to tBRCA patients only. The FDA further indicated to the Company that if an
agreement could not be reached on the revised indication, the FDA would convene an ODAC meeting to review this matter. The Company is currently
evaluating FDA's request. ~

SGO 2024
WINTER
MEETING

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY NCI Designated Comprehensive Cancer Center




MAINTENANCE AFTER TREATMENT OF PLATINUM SENSITIVE RECURRENT
OVARIAN CANCER

* 3/2017 — niraparib — - 11/2022 restricted to gBRCAmut
* 8/2017 — olaparib — all
e 4/2018 — rucaparib— =\ = 12/2022 restricted to tBRCAmut

T 101

MAINTENANCE — PS-ROC
Niraparib — gBRCA+

Wl NTERI Olaparib (
MEETING Rucaparib — tBRCA+ -

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY NCI Designated Comprehensive Cancer Center



National NCCN Guidelines Version 1.2024 NCCN Guidelines lndex

U Comprenensive Epithelial Ovarian Cancer/Fallopian Tube Cancer/ Table of Contens
ISCUSSION

Network® Primary Peritoneal Cancer
DISEASE STATUS®.cc.dd RECURRENCE THERAPY FOR PLATINUM-SENSITIVE DISEASEM.f.gg.hh
Combination platinum-
basedlchelmno?herlapy,m Maintenance therapy (if PR or CR)

Radiographic | |Consider preferred for first _ .

and/or clinical secondary recurrence (category 1) * Useful in certain circumstances:

relapse cytoreductive or B » Continue bevacizumab if previously
Platinum- P surgery™ Recurrence therapy™:J treated with chemotherapy +
sensitive and/or bevacizumab;
disease:®® Best suppprtiye care
Complete (NCCN Guidelines for or Monitoring/
remission and ' Palliative Care) Follow-Up
relapse 26 mo » PARPi therapy (for those with BRCA (OV-6)
after completing| 1 _ : 1/2 mutation)K:
prior Biochemical Paﬂ?ggtr'::rt\?::e:r:du/g:"clinical 0 If not previously used (category 1)
chemotherapy relapse (rising relapse 0 If disease has not progressed

::al?:l-ilz?'aanhc:cno during prior PARPI treatment

evide?\cepof Immediate platinumn-‘based ‘

disease) ;en%%rrence therapy™ (category 2B) or

Best supportive care (NCCN _
Guidelines for Palliative Care) Observe o

NCI Designated Comprehensive Cancer Center 23
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Monotherapy for Recurrent Ovarian Cancer

* 12/2014 — olaparib — gBRCA+ ROC
* 12/2016 — rucaparib — g/sBRCA+ ROC
* 10/2019 — niraparib — HRD+ ROC

TREATMENT
MONOTHERAPY
Rucaparib (g/sBRCA+) Ol?parib. (gBRCA+)
Niraparib (HRD+)
MEETING

24

NCI Designated Comprehensive Cancer Center
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SOLO-3

Olaparib TPC
N=178 N=88
PFS2
Number (%) of events 114 (64) 48 (55)
Median PFS2, months 23,6 19.6
HR (95% (1) 0.80(0.56-1,15)
Pvalue 0229
0sS
Number (¥) of events 116 (65) 46 (52)
Median OS, months 349 32.9
HR (95% Q1) .07 (0.76-1.49)
P value 0.714

Mirza M, IJGC, ESGO 2023 Abstr 161;
Penson R, Gynecol Oncol, August 2022

BUT: Mortality in patients with = 3 lines of prior chemotherapy: 70.0% olaparib
vs 54.8% chemotherapy

EMORY

WINSHIP
CANCER

ooooooooooooooooooooooooooooooooo
eeeeeeeeeeeeeeeeeeeeeeeee



Monotherapy for Recurrent Ovarian Cancer

¢ 12/2014 — - 8/2022 withdrawal
e 12/2016 — - 6/2022 withdrawal
* 10/2019 - - 9/2022 withdrawal
TREATMENT
MONOTHERAPRY
Rucaparib{g/sBRCA+) Olaparib-{gBRCA+)
| | ==
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WHAT’S NEXT IN PARPI THERAPY?

Enhancement therapy

* Chemotherapy (DNA-damaging agents)

* Immune checkpoint inhibitors (CTLA-4, PD-1, PD-L1)
* Radiation therapy

Resistance therapy

* P53 targeted agents (WEE-1, COTI-2, selinexor)

CDK inhibitors (ribociclib, palbociclib, roniciclib)
HDAC

HSP90

* MEK

Contextual synthetic lethality (inducing HRD in HR proficient tumors)

* Hypoxia inducement (anti-angiogenesis, EZH2)
* PI3K pathway inhibitors
* ATR/ATM, CDK inhibitors, CHK1/2, pro-apoptotic agents (senolytic)
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Olaparib

SUMMARY OF PARP

Maintenance
therapy in PSROC

(SOLO2)

Niraparib: First-line maintenance treatment —

. . narih e Olaparib
for advanced or _recurrent ovarian cancer WI’[.h O'w ! : L maninsnce P —
complete or partial response to first-line platinum- “"" oc B for 4L+ treatmentn

gBRCAm relapsed OC
based chemotherapy e

Rucaparib: Maintenance therapy in platinum ﬁm@ﬁ@@%-

sensitive recurrent patients

Rucaparib Niraparib Rucaparib

ARIEL4 analysis leads
to withdrawal of 3L+

4L+ treatment in
HRD +ve relapsed OC
(QUADRA)

3L+ treatment in

Olapa rib; BRCAm relapsed OC

(Study 10/ARIEL2)

treatment in BRCAm
relapsed OC

1. First-line maintenance treatment of BRCA Rucaparib 11

mutated advanced ovarian cancer YPr—— Nirapacib
; ; i o L0 Withdrawal of 4L+
2. First-line maintenance treatment of HRD-positive (AREL3) veatment n HRD +ve
. . . - c relapse
advanced ovarian cancer in combination with Niraparib Niraparib
bevaCIZU ma b Maintenance tLZ:g?:’:ﬁlZ’lﬁ? Niraparib
therapy in PSROC Restricted to

diagnosed OC
(PRIMA)

(NOVA) maintenance therapy

in gBRCAm PSROC

3. Maintenance therapy in platinum sensitive
recurrent patients with BRCA mutations

Rucaparib

Restricted to
maintenance therapy
in BRCAm PSROC
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