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The typical course of advanced ovarian cancer'-°

Patients for whom platinum is an
option, formerly “Platinum-Sensitive”
Surgery (primary or IDS) Progression >6 months after completion of

platinum-based chemotherapy
+ primary or adjuvant chemotherapy
+/- bevacizumab

Follow-up

First-Line Relapse/ RSecond /
Treatment First Response? Progression esponse

Disease
- 0,
(70-80%) Stabilization

Stage lll, IV

Patients for whom platinum is not an

option, formerly “Platinum-Resistant”
Progression <6 months after completion of
platinum-based chemotherapy

a Around 5% of patients are primary treatment—refractory, meaning that disease progressed during therapy or within 4 weeks after the last dose.
IDS, interval debulking surgery.
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What can we expect with platinum-based chemotherapy alone?
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Standard 522 471 354 250 198 130 92 59 32 18 3 1

Weekly paclitaxel 523 489 383 279 210 144 92 59 28 17 3 0
Weekly carbo-paclitaxel 521 468 385 281 208 153 99 66 33 15 6 0

compared with standard 3-weekly chemotherapy

Weekly dose-dense chemotherapy can be delivered successfully as first-line epithelial ovarian
cancer treatment without a substantial toxicity increase; it does not significantly improve PFS

Cl, confidence interval; HR, hazard ratio; PFS, progression-free survival.
Clamp AR et al. ESMO Congress 2017; Abstract 4427.




Platinum-based chemotherapy + bevacizumab and
bevacizumab maintenance improved PFS

GOG-0218" ICON7?2
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Bev, bevacizumab; PFS, progression-free survival. 4
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Progression-free survival

GOG-0218: FDA-approved indication
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B, bevacizumab; Cl, confidence interval; CT, chemotherapy; NS, not significant; P, placebo. 5
Bevacizumab package insert. Genentech, Inc; January 2021.



G0OG-0218: final overall survival

Final protocol-specified OS Exploratory subset
Stage IV analyses
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An estimated 50% of epithelial ovarian cancers are HRd, and
approximately 20% harbor BRCA1/2 mutations
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In women with HGSOC, an estimated 1 in 5 will have a BRCA mutation
and an estimated 1 in 2 will be classified as having HRd disease

BRCA, BRCA DNA repair associated gene; BRCAm, BRCA mutated; CDK12, cyclin-dependent kinase 12; EMSY, EMSY transcriptional repressor, BRCA2 interacting; FA, Fanconi anemia; HGSOC, high-grade serous ovarian cancer; HR,
homologous recombination; HRd, HR deficient; HRp, HR proficient; miRNA, microRNA; MMR, mismatch repair; NER, nucleotide excision repair; PTEN, phosphatase and tensin homolog; RAD571C, RAD51 paralog C. 7

Konstantinopoulos PA et al. Cancer Discov. 2015;5(11):1137-1154.



Pivotal trials and regulatory milestones in 1L maintenance

therapy for advanced ovarian cancer

¢ PRIMA*
Niraparib
¢ PAOLA-1°
Olaparib +
bevacizumab

VELIAS
Veliparib + Pt-based
chemotherapy
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Dates shown indicate the year of the publication of the pivotal studies and regulatory approvals for these compounds.

1L, first line; BRCA, BRCA DNA repair associated gene; BRCAm, BRCA mutated; GOG, Gynecologic Oncology Group; Pt, platinum.
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PARP inhibitors are changing the course of disease for

patients with BRCAm/HRd ovarian cancer
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BRCA, BRCA DNA repair associated gene; BRCAm, BRCA mutated; Cl, confidence interval; HR, hazard ratio; HRd, homologous recombination deficient; mo, months; NE, not estimable; NR, not reached; PARP, poly (ADP-ribose)
polymerase.

1. Gonzalez-Martin A et al. ESMO Congress 2022; Abstract 530P. 2. Li N et al. SGO Annual Meeting on Women’s Cancer 2022; Abstract LBA 5. 3. Bradley W et al. SGO Virtual Annual Meeting on Women’s Cancer 2021; Abstract 9
10520. 4. Ray-Coquard | et al. ESMO Congress 2022; Abstract LBA29. 5. Monk BJ et al. ASCO Annual Meeting 2022; Abstract LBA5500.



PFS benefit of PARPi maintenance still present but decreased
in BRCAwt/HRd cohorts compared to BRCAm cohorts

PRIMA: BRCAwt HRd * PAOLA-1: non-BRCAm HRd 3 ATHENA-MONO: BRCAwt HRd 4
=% e 28.1 vs 16.6 mo & 100- 20.3 vs 9.2 mo
T g0 HR 0.66 (95% Cl, 0.44-1.00) ERE HR: 0.43 (95% Cl, 0.28-0.66) s gg: HR: 0.58 (95% ClI, 0.33-1.01)
% 70 ; 704 Olaparib + bevacizumab § 70
» 60 @ 60- (n=97) 5o Rucaparib (n=94)
g 50 g 50 8 50
§ 30 & 30 Placebo + 5 30
2 20 @ 1 bevacizumab ‘@ T
g 10 Placebo (n=55) g ﬁg_ (n=55) g‘) ?g: Placebo (n=25)
° It S o
X > 0 L e e S e e B L m s | =
G0 4 8 121620 24 28 32 36 40 44 48 52 56 60 © 70 5 6 0 121518212627 30333 304245 = 0 3 6 © 12 15 16 21 24 27 30 33 36 39
Time from randomization (months) Time from randomization (months) Time from randomization (months)

PRIME: non-BRCAm HRd 2

24.8 (14.0-NE) vs 11.1 (8.3-13.8) mo
HR: 0.58 (95% Cl, 0.36-0.93; P=0.022)

Niraparib (n=85)

Placebo (n=47)

Progression-free survival (%)
o
o
I

0 3 6 9 1215 18 21 24 27 30 33 36 39
Time from randomization (months)

BRCA, BRCA DNA repair associated gene; BRCAm, BRCA mutated; BRCAwt, BRCA wild type; Cl, confidence interval; HR, hazard ratio; HRd, homologous recombination deficient; mo, months; NE, not estimable; PARPI, poly
(ADP-ribose) polymerase inhibitor; PFS, progression-free survival.
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PARPiI maintenance observed to be less effective in HRp

disease, with mixed PFS results across trials
PAOLA-1: HRD-negative/unknown®
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BRCA, BRCA DNA repair associated gene; BRCAm, BRCA mutated; Cl, confidence interval; HR, hazard ratio; HRD, homologous recombination deficiency; HRp, homologous recombination proficient; mo, months; NE, not estimable;
PARPI, poly (ADP-ribose) polymerase inhibitor; PFS, progression-free survival.

1. Gonzalez-Martin A et al. ESMO Congress 2022; Abstract 530P. 2. Li N et al. SGO Annual Meeting on Women’s Cancer 2022; Abstract LBA 5. 3. Ray-Coquard | et al. ESMO Congress 2019; Abstract 3955. 4. Monk BJ et al. ASCO
Annual Meeting 2022; Abstract LBA5500.



SOLO1 (GOG-3004): OS benefit of maintenance olaparib in BRCAm
newly diagnosed ovarian cancer was sustained beyond the end of

treatment (7-year follow-up data)
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BRCA, BRCA DNA repair associated gene; BRCAm, BRCA mutated; ClI, confidence interval; HR, hazard ratio; NR, not reached; OS, overall survival; PARP; poly (ADP-ribose) polymerase.

DiSilvestro P et al. ESMO Congress 2022; Abstract 5170.



PAOLA-1 (ENGOT-ov25): final OS shows benefit in HRd cohort

5-year OS rate
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Cl, confidence interval; HR, hazard ratio; HRD, homologous recombination deficiency; ITT, intent to treat; OS, overall survival.
Ray-Coquard | et al. ESMO Congress 2022; Abstract LBA29.



PAOLA-1 (ENGOT-ov25): OS subgroup analysis
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Ray-Coquard | et al. ESMO Congress 2022; Abstract LBA29.



PARPi therapy has shown OS detriment in BRCAm recurrent
OC, leading to voluntary withdrawals of treatment indications

PARPi maintenance therapy for recurrent disease — NOVA!

Niraparib May 2022 (GSK, Zejula): the current OS results indicate a possible OS detriment to patients in the overall non-gBRCAm cohort and to patients
in the non-gBRCAmM/HRDpos subgroup who received niraparib maintenance in this setting, as compared to placebo. The reason for this is currently
unknown, and additional efforts are ongoing to determine the potential etiology

PARPi treatment for BRCAm recurrent disease — ARIEL42

Rucaparib June 2022 (Clovis Oncology, Rubraca): Clovis Oncology has voluntarily withdrawn Rubraca for the treatment of adult patients with
deleterious BRCA mutation (germline and/or somatic)-associated epithelial ovarian, fallopian tube, or primary peritoneal cancer who have been treated
with two or more chemotherapies

PARPi treatment for BRCAm recurrent disease — SOLO33

Olaparib August 2022 (AstraZeneca, Lynparza): AstraZeneca has voluntarily withdrawn the Lynparza indication for the treatment of adult patients
with deleterious or suspected deleterious gBRCAm advanced ovarian cancer who have been treated with three or more prior lines of chemotherapy

PARPi treatment for HRD-positive recurrent disease — QUADRA*

Niraparib September 2022 (GSK, Zejula): the voluntary withdrawal of this indication is based on a totality of information from PARP inhibitors in the
late line treatment setting in ovarian cancer. A potential detrimental effect on overall survival was observed with other (non-GSK) PARP inhibitors in two
independent randomized, active-controlled clinical trials conducted in a BRCA mutant 3L+ advanced ovarian cancer population

BRCA, BRCA DNA repair associated gene; BRCAm, BRCA mutated; gBRCAm, germline BRCA mutated; HRD, homologous recombination deficiency; OC, ovarian cancer; OS, overall survival; PARPI, poly (ADP-ribose) polymerase

inhibitor; pos, positive.

1. GlaxoSmithKline. Accessed August 23, 2022. https://www.zejulahcp.com/content/dam/cf-pharma/hcp-zejulahcp-v2/en_US/pdf/ZEJULA%20(niraparib)%20Dear%20HCP%20Letter.pdf/ 2. Clovis Oncology. Accessed August 23, 2022.
https://clovisoncology.com/pdfs/US_DHCPL_final_signed.pdf/ 3. AstraZeneca. Accessed August 31, 2022. https://www.lynparzahcp.com/content/dam/physician-services/us/590-lynparza-hcp-branded/hcp-global/pdf/solo3-dhcp-final- 1 5
signed.pdf/ 4. GlaxoSmithKline. Accessed September 19, 2022. https://www.zejulahcp.com/content/dam/cf-pharma/hcp-zejulahcp-v2/en_US/pdf/iZEJULA%20(niraparib)%20Dear%20HCP %20Letter%20September%202022.pdf



Summary

« Bevacizumab and PARPi maintenance therapy have shown PFS prolongation in newly diagnosed
ovarian cancer’’

« The greatest benefit of PARPi maintenance is observed in patients with BRCAm or HRd disease, which
accounts for approximately 20% and 50% of patients, respectively®8

 There has been no overall survival benefit associated with PARPi maintenance or treatment in the
recurrent disease setting®""

« Recent OS data have shown benefit associated with PARPi maintenance in the 1L setting, with the
greatest effect seen in BRCAm and HRd cohorts and no benefit seen in HRp cohorts'213

1L, first line; BRCA, BRCA DNA repair associated gene; BRCAm, BRCA mutated; HRd, homologous recombination deficient; HRp, homologous recombination proficient; OS, overall survival; PARPI, poly (ADP-ribose) polymerase inhibitor;

PFS, progression-free survival.

1. Burger RA et al. N Engl J Med. 2011;365(26):2473-2483. 2. Perren TJ et al. N Engl J Med. 2011;365(26):2484-2496. 3. Monk BJ et al. SGO Annual Meeting on Women'’s Cancer 2020; Presentation 31. 4. Li N et al. SGO Annual Meeting

on Women’s Cancer 2022; Abstract LBA 5. 5. Bradley W et al. SGO Virtual Annual Meeting on Women'’s Cancer 2021; Abstract 10520. 6. Ray-Coquard | et al. ESMO Congress 2019; Abstract LBA2_PR. 7. Monk BJ et al. ASCO Annual

Meeting 2022; Abstract LBA5500. 8. Konstantinopoulos PA et al. Cancer Discov. 2015;5(11):1137-1154. 9. GlaxoSmithKline. Accessed Sep 27, 2022. https://www.zejulahcp.com/content/dam/cf-pharma/hcp-zejulahcp-
v2/en_US/pdfiZEJULA%20(niraparib)%20Dear%20HCP%20Letter.pdf/ 10. Clovis Oncology. Accessed Sep 27, 2022. https://clovisoncology.com/pdfs/US_DHCPL_final_signed.pdf/ 11. AstraZeneca. Accessed Sep 27, 2022.
https://www.lynparzahcp.com/content/dam/physician-services/us/590-lynparza-hcp-branded/hcp-global/pdf/solo3-dhcp-final-signed.pdf/ 12. DiSilvestro P et al. ESMO Congress 2022; Abstract 5170. 13. Ray-Coquard | et al. ESMO Congress 1 6
2022; Abstract LBA29.
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