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Rationnel
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Platine Paclitaxel +/- Bevacizumab

• Standard de première ligne avancée métastatique

• Survie globale de 17,5 mois (1)

Données d’efficacité des anti-PD(L)-1 en monothérapie en
situation après 1ère ligne

• Pembrolizumab/étude KEYNOTE 158 : taux de réponse de 14.3% chez PDL1+ (2)

• Cemiplimab/étude EMPOWER-Cervical 1 : augmentation de la SG de 8,5 à 12 mois 
vs chimiothérapie (HR 0.69 [IC95 0,56-0,84]) (3)

Rationnel à tester anti-PD(L)-1 en association avec 
chimiothérapie +/- Bevacizumab(1)Tewari et al. N Engl J Med 2014

(2) Chang et al. J Clin Oncol 2019
(3) Tewari et al. AnnOncol 2021
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Colombo et al. Annals of Oncology (2021) 32 (suppl_5): S1283-S1346. 10.1016/annonc/annonc741 ; N Engl J Med 2021



Statistiques
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Colombo et al. Annals of Oncology (2021) 32 (suppl_5): S1283-S1346. 10.1016/annonc/annonc741 ; N Engl J Med 2021



Caractéristiques à baseline
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Colombo et al. Annals of Oncology (2021) 32 (suppl_5): S1283-S1346. 10.1016/annonc/annonc741 ; N Engl J Med 2021
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Bénéfice de l’adjonction du Pembrolizumab en SSP et SG

• Dans l’ensemble de la population analysée 

• Indépendamment de l’administration ou non de bevacizumab

Avec toxicité manageable

Efficace?

• sur métastases de novo?

• sur adénocarcinomes?

• sur tumeur PD-L1 négative?

Probable nouveau standard de première ligne

• Attente résultats BEAT-CC
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Maintenance olaparib rechallenge in patients with ovarian 
carcinoma previously treated with a PARP inhibitor: Phase IIIb

OReO/ENGOT Ov-38 trial

Eric Pujade-Lauraine,1 Frédéric Selle,2 Giovanni Scambia,3 Bernard Asselain,4 Frederik Marmé,5 Kristina Lindemann,6 Nicoletta 
Colombo,7 Radoslaw Madry,8 Rosalind Glasspool,9 Coraline Dubot,10 Ana Oaknin,11 Claudio Zamagni,12

Florian Heitz,13 Laurence Gladieff,14 Maria Jesús Rubio-Pérez,15 Paolo Scollo,16 Christopher Blakeley,17 Bob Shaw,17 Isabelle Ray-
Coquard,18 Andrés Redondo19
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and Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., Kenilworth, NJ, USA.
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Rationnel
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Maintenance d’inhibiteurs de PARP après réponse à un doublet à 
base de sels platine : un standard

• En primo traitement d’un carcinome ovarien épithélial de haut grade 

• En rechute platine sensible

Mais rechute dans la majorité des cas

Peut-on envisager une reprise des inhibiteurs de PARP après 
nouvelle réponse à la chimiothérapie à base de sels de platine?



Design de l’étude

Patients

• Relapsed non-mucinous 

epithelial ovarian cancer

• One prior course of PARPi

maintenance therapy

• CR/PR to most recent 

platinum regimen or NED 

after surgery* with no rising 

CA-125

• Documented BRCAm status 

by local testing

• No limit to number of prior 

lines of therapy

BRCAm cohort

• gBRCAm or sBRCAm by 

local testing

• Prior PARPi exposure for 

≥18 months after first-line

chemotherapy or ≥12 

months after second-line 

or later chemotherapy

Non-BRCAm cohort

• gBRCAm negative by local 

testing; may include patients 

with undetected sBRCAm

• Prior PARPi exposure for 

≥12 months after first-line 

chemotherapy or 

≥6 months after second-

line or later chemotherapy

2:1 randomisation stratified by: 

• Prior bevacizumab

• ≤3 vs ≥4 prior lines of platinum-based 

chemotherapy

Olaparib 300 mg bid 
or 250 mg bid if 300 mg 

not previously tolerated

(N=74)

Placebo

(N=38)

Maintenance therapy

Until disease progression

Olaparib 300 mg bid 

or 250 mg bid if 300 mg 

not previously tolerated

(N=72)

*NED was permitted if optimal cytoreductive surgery conducted prior to chemotherapy.

bid, twice daily; CA-125, cancer antigen 125; CR, complete response; gBRCAm, germline BRCA mutation; HRQoL, health-related quality of life; NED, no evidence 

of disease; PFS, progression-free survival; PR, partial response; RECIST, Response Evaluation Criteria in Solid Tumours; sBRCAm, somatic BRCA mutation.

Primary endpoint

• Investigator-assessed PFS 

(modified RECIST 1.1)

Placebo

(N=36)

Pujade-Lauraine et al. Annals of Oncology (2021) 32 (suppl_5): S1283-S1346. 10.1016/annonc/annonc741



Caractéristiques patients
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BRCAm cohort (N=112) Non-BRCAm cohort (N=108)

Olaparib (N=74) Placebo (N=38) Olaparib (N=72) Placebo (N=36)

Median (range) patient age, years 58.5 (37–80) 61.5 (44–87) 66.5 (29–81) 62.5 (43–77)

No. of prior lines of any chemotherapy, n (%)

2

3

4

>4

5 (7)

31 (42)

21 (28)

17 (23)

3 (8)

16 (42)

11 (29)

8 (21)

10 (14)

31 (43)

11 (15)

20 (28)

5 (14)

17 (47)

6 (17)

8 (22)

No. of prior lines of PBC, n (%)

2

3

≥4

12 (16)

36 (49)

26 (35)

3 (8)

19 (50)

16 (42)

17 (24)

32 (44)

23 (32)

5 (14)

20 (56)

11 (31)

Response to PBC prior to study entry, n (%)

Complete

Partial

Missing

15 (20)

58 (78)

1 (1)

13 (34)

25 (66)

0

19 (26)

53 (74)

0

11 (31)

25 (69)

0

Pujade-Lauraine et al. Annals of Oncology (2021) 32 (suppl_5): S1283-S1346. 10.1016/annonc/annonc741



Augmentation statistiquement significative de la SSP avec olaparib
dans la cohorte BRCAm

Avec bénéfice clinique prolongé
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BRCAm cohort

Olaparib
(N=74)

Placebo
(N=38)

Median follow-up for PFS, months 4.1 2.8

Events, n (%) 65 (88) 38 (100)

Median PFS, months 4.3 2.8

HR 0.57 (95% CI 0.37–0.87); P=0.022
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Pujade-Lauraine et al. Annals of Oncology (2021) 32 (suppl_5): S1283-S1346. 10.1016/annonc/annonc741



Augmentation statistiquement significative de la SSP avec olaparib
dans la cohorte non-BRCAm

Avec bénéfice clinique prolongé
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Pujade-Lauraine et al. Annals of Oncology (2021) 32 (suppl_5): S1283-S1346. 10.1016/annonc/annonc741

Non-BRCAm cohort

Olaparib
(N=72)

Placebo
(N=36)

Median follow-up for PFS, months 2.9 2.8

Events, n (%) 48 (67) 30 (83)

Median PFS, months 5.3 2.8

HR 0.43 (95% CI 0.26–0.71); P=0.002330%
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Dans la cohorte non-BRCAm, bénéfice quel que soit le statut HRD

Analyses exploratoires
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Olaparib
(N=29)

Placebo
(N=16)

Events, n (%) 21 (72) 13 (81)

Median PFS, months 5.3 2.8

HR 0.52 (95% CI 0.26–1.10)

Olaparib

25%

15%

64%

Placebo

31%
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Non-BRCAm cohort: HRD-positive

Olaparib
(N=30)

Placebo
(N=11)

Events, n (%) 18 (60) 8 (73)

Median PFS, months 5.4 2.8

HR 0.49 (95% CI 0.21–1.23)

34%

60%

Placebo

Olaparib18%
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Pujade-Lauraine et al. Annals of Oncology (2021) 32 (suppl_5): S1283-S1346. 10.1016/annonc/annonc741



Bénéfice en SSP quel que soit le sous groupe*
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Use of prior bevacizumab

Yes

No

Number of prior regimens of platinum-containing chemotherapy

≤3

≥4

Whether a patient had a CR or PR with the most recent course of 

chemotherapy at baseline 

CR†

PR 

Duration of previous PARPi exposure

<18 m (BRCAm); <12 m (non-BRCAm)

≥18 m (BRCAm); ≥12 m (non-BRCAm)

All patients

Number of patients with events/ 

total number of patients (%)

65/74 (88)

32/35 (91)

33/39 (85)

40/47 (85)

25/27 (93)

13/15 (87)

51/58 (88)

25/27 (93)

40/47 (85)

Olaparib Placebo

38/38 (100)

17/17 (100)

21/21 (100)

23/23 (100)

15/15 (100)

13/13 (100)

25/25 (100)

16/16 (100)

22/22 (100)

48/72 (67)

27/43 (63)

21/29 (72)

32/47 (68)

16/25 (64)

10/19 (53)

38/53 (72)

20/31 (65)

28/41 (68)

30/36 (83)

18/22 (82)

12/14 (86)

18/24 (75)

12/12 (100)

9/11 (82)

21/25 (84)

15/17 (88)

15/19 (79)

HR (95% CI)

10.1

Olaparib better Placebo better

Number of patients with events/

total number of patients (%)

Olaparib Placebo
HR (95% CI)

10.1

Olaparib better Placebo better

BRCAm cohort Non-BRCAm cohort

Not all predefined subgroups are shown. *No statistical evidence of interaction;
†In the non-BRCAm cohort, subgroup not analyzed due to <20 PFS events, as prespecified in the statistical analysis plan. m, month.

Pujade-Lauraine et al. Annals of Oncology (2021) 32 (suppl_5): S1283-S1346. 10.1016/annonc/annonc741



Pas de nouveaux effets indésirables décrits
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Pujade-Lauraine et al. Annals of Oncology (2021) 32 (suppl_5): S1283-S1346. 10.1016/annonc/annonc741

BRCAm cohort Non-BRCAm cohort

Olaparib (N=74) Placebo (N=38) Olaparib (N=72) Placebo (N=36)

Median (range) duration of treatment, months 4.73 (1.0–36.9) 3.35 (1.9–16.6) 3.98 (0.1–34.2) 2.86 (1.8–9.2)

Any TEAE, n (%) 64 (86) 33 (87) 66 (92) 31 (86)

Grade ≥3 TEAEs, n (%) 11 (15) 2 (5) 15 (21) 3 (8)

Serious TEAEs, n (%) 5 (7) 0 11 (15) 2 (6)

TEAE leading to dose interruption/reduction, n (%) 18 (24) 6 (16) 28 (39) 2 (6)

TEAE leading to treatment discontinuation, n (%) 2 (3) 0 1 (1) 0

AEs of special interest, n (%)

New primary malignancies* 1 (1) 1 (3) 1 (1) 0

MDS/AML 0 0 0 0

Pneumonitis/ILD 0 0 0 0

AE data includes events that started or worsened in severity between first dose and 30 days after last dose of study treatment. AEs were graded using CTCAE version 4.03

*New primary malignancies were oesophageal squamous cell carcinoma in one olaparib patient and breast cancer in one placebo patient in the BRCAm cohort, and basal cell carcinoma in one olaparib patient in the non-

BRCAm cohort. 

AML, acute myeloid leukaemia; ILD, interstitial lung disease; MDS, myelodysplastic syndrome; TEAE, treatment-emergent adverse event. 



Conclusion essai OReO
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Efficacité de la reprise de 
maintenance de l’olaparib

• Dans une population prétraitée

• En terme de PFS

• Quelque soit le statut BRCA ou HRD

Sans nouveaux signaux de toxicité 
accrue

Survies sans progression moindres 
qu’en première maintenance

• Exploration des mécanismes de résistance

Vers un changement de pratique?

Baert et al. Annals of Oncology (2021) 

Reconsidérer la résistance aux sels de
platine et reprendre des doublets à
base de sels de platine




