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i) Liens d’intéréts

« Orateur pour un laboratoire pharmaceutique : Non

 Prise en charge par un laboratoire pharmaceutique de
la participation a un congres national ou international :

« Amgen, Chugai, Eisai, Pfizer
- Consultant : Non

 Investigateur principal d’'un essai de I'industrie
pharmaceutique : Non

- Parts sociales ou action dans un Ilaboratoire
pharmaceutique : Non
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Colombo KN826 ESMO 2021

Pembrolizumab plus Chemotherapy versus
Placebo plus Chemotherapy for Persistent,
Recurrent, or Metastatic Cervical Cancer:
Randomized, Double-Blind, Phase 3
KEYNOTE-826 Study

Nicoletta Colombo,! Coraline Dubot,2 Domenica Lorusso,? Valeria Caceres,* Kosei Hasegawa,®
Ronnie Shapira-Frommer,® Krishnansu S. Tewari,” Pamela Salman,® Edwin Hoyos Usta,®

Eduardo Yarfiez,© Mahmut Gumus,!" Mivael Olivera Hurtado de Mendoza,!2 Vanessa Samouélian,1?
Vincent Castonguay,’ Alexander Arkhipov,'> Sarper Toker,'® Kan Li,'® Stephen M. Keefe,1®

Bradley J. Monk,'” on behalf of the KEYNOTE-826 Investigators

The NEW ENGLAND
JOURNAL of MEDICINE

ORIGINAL ARTICLE

Pembrolizumab for Persistent, Recurrent, or
Metastatic Cervical Cancer
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Rationnel

Platine Paclitaxel +/- Bevacizumab

e Standard de premiere ligne avancée métastatique
e Survie globale de 17,5 mois (1)

Donnees d'efficacité des anti-PD(L)-1 en monothérapie en
situation apres 1¢ ligne

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

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

Rationnel a tester anti-PD(L)-1 en association avec
prascirzessa Chimiotherapie +/= Bevacizumab

(3) Tewari et al. AnnOncol 2021
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]
Design
Colombo KN826 ESMO 2021

KEYNOTE-826: Randomized, Double-Blind,
Phase 3 Study

Pembrolizumab 200 mg IV Q3W
for up to 35 cycles
+
Key Eligibility Criteria Paclitaxel + Cisplatin or Carboplatin IV Q3W
. . for up to 6 cycles?
* Persistent, recurrent, or metastatic +
cervical cancer not amenable to Bevacizumab 1; mg/kg IV Q3W
curative treatment

* No prior systemic chemotherapy
(prior radiotherapy and leafpe?;;g C?,g;?s
chemoradiotherapy permitted)

+
+ ECOG PS Qor1 Paclitaxel + Cisplatin or Carboplatin IV Q3W

for up to 6 cycles?
+

Bevacizumab 15 mg/kg IV Q3W
Stratification Factors
« Metastatic disease at diagnosis (yes vs no) End Points

« PD-L1 CPS (<1 vs 1to <10 vs 210) * Dual primary: OS and PFS per RECIST v1.1 by investigator
+* Planned bevacizumab use (yes vs no) *» Secondary: ORR, DOR, 12-mo PFS, and safety

» Exploratory: PROs assessed per EuroQol EQ-5D-5L VAS

sPaclitaxel: 175 mg/m2 Cisplatin: cisplatin 50 mg/m2. Carboplatin: AUC 5 mg/mL/min. The 6-cycle limit was introduced with protocol amendment 2, although participants with ongoing clinical
benefit who were folerating chemotherapy could continue beyond 6 cycles after sponsor consultation.

CPS, combined positive score (number of PD-L1—staining cells [tumor cells, lymphocytes, macrophages] divided by the fotal number of viable tumor cells, multiplied by 100},
PROs, patient-reported outcomes; VAS, visual analog scale. KEYNOTE-826 ClinicalTrials.gov identifier, NCT03635567.
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Statistiques

Overallalpha controlled at one-sided 2.5%
acrossall comparisons and analyses

Hypothesis1 Hypothesis4

PFS, CPS21 Population O3S, CPS 21 Population
a=0.004 a=0.016

Hypothesis 2 Hypothesis 5

PFS, All-Comer Population OS, All-Comer Population
a=0 a=0

Hypothesis 3 Hypothesis 6

PFS, CPS210 Population 0S, CPS 210 Population
a=0.001 a = 0.004

Prespecified analysis plan allows alpha from successful
hypotheses to be passed to other hypotheses
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Caractéristiques a baseline

Pembro Arm?

(N = 308)

Placebo Arm?

(N = 309)

Pembro Arm? Placebo Arm?

(N = 308) (N = 309)

Age, median (range) 51y (25-82) 50y (22-79)

_ECOG PS1 128 (41.6%) 139 (45.0%)

Squamous cell carcinoma 235 (76.3%) 211 (68.3%)
“PD-L1CPS

<1 35 (11.4%) 34 (11.0%)

110 <10 115 (37 3%) 116 (37 .5%)

=10 158 (51.3%) 159 (51.5%)
Prior therapy

Chemoradiation or
radiation with surgery

Chemoradiation or
radiation only

Surgery only

None

71(23.1%)

156 (50.6%)

23 (7.5%)
58 (18.8%)

79 (25.6%)

142 (46.0%)

24 (7.8%)
64 (20.7%)

Stage at initial diagnosis (FIGO 2009/NCCN 2017 criteria)

67 (21.8%)

58 (18.8%)

=The treatment regimen in both arms included chemo + bev.
Bincludes participants with para-aortic lymph node involvement

Data cutoff date: May 3, 2021.
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I 85 (27.6%) 93 (30.1%)
Il 5(1.6%) 8(26%)
A 4 (1.3%) 8 (2.6%)
B 46 (14.9%) 42 (13.6%)
VA 7(2.3%) 4(1.3%)
VB 94 (30 5%) 96 (31.1%)
Disease status at study entry

Metastatic® 58 (18.8%) 64 (20.7%)
Persistent or recurrent with 199 (64.6%) 179 (57.9%)
distant metastases

Persistent or recurrent without 51 (16.6%) 66 (21.4%)

distant metastases

Bevacizumab use during the study

196 (63.6%)

193 (62.5%)

WWW.onco-nouvelle-aquitaine.fr

. These participants were diagnosed with stage IVB disease and entered the study with no prior treatment for cervical cancer.
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f) PFS: PD-L1 CPS 21 Population

100+
90+ |
' 12-morate (95% CI)
804 \ 45.5% (39.2-51.5)
' 34.1% (28.3-40.0)
70+ : [HR 0.62 (95% Cl, 0.50-0.77) ]
< 60+ P < 0.001
E 50-
40-
Ptsw/ Median,mo
30 = Event (95% ClI)
20- Pembro + 97.5% 104
Chemo* Bev (9.7-12.3)
10+ Placebo+ 72.0% 8.2
0 Chemo Bev (6.3-8.5) .
0 3 6 9 12 15 18 21 24 27
No. at risk Months
273 238 208 143 112 101 66 34 10 0
275 229 170 103 81 63 38 13 1 0

Response assessed per RECIST vi.1 by investigator review.

Data cutoff date: May 3, 2021.
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f) PFS: All-Comer Population

100=
90- |
: 12-morate (95% CI)
80- | 44.7% (38.8-50.4)
1 33.5% (28.0-39.1)
70- | [HR 0.65 (95% CI, 0.53-0.?9)]
< 60- P < 0.001
g 504
40+ a L
Ptsw/ Median,mo _I"""'"-'—'U.ud_.,
30+ Event (95% Cl)
20 - Pembro + 28.4% 10.4
Chemot Bev (9.1-12.1)
104 Placebo+ 73.1% 8.2
0 Chemo t Bev (6.4-8.4) .
0 3 6 9 12 15 18 21 24 27
No. at risk Months
308 263 229 155 123 110 70 35 10 0
309 259 195 113 89 71 39 13 1 0

Response assessed per RECIST v1.1 by investigator review.
Data cutoff date: May 3, 2021.
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PFS: PD-L1 CPS 210 Population

100+
90 |
' 12-mo rate (95% CI)
804 \ 44.6% (36.3-52.5)
1 33.5% (25.9-41.2)
70+ ; [HR 0.58 (95% ClI, 0.44-0.7?)J
< 60- P < 0.001
E 50+
40=- - : I.I_u'u'll.l.l_l_lh_l_w
Ptsw/ Median,mo
30= Event  (95% ClI)
20 - Pembro + 59.1% 10.4
Chemo it Bev (8.9-15.1)
104 Placebo+ 73.0% 8.1
0 Chemot Bev (6.2-8.8) .
0 3 6 9 12 15 18 21 24 27
No. at risk Months
158 138 124 80 62 58 35 21 7 0
159 131 95 60 47 35 19 3 0 0

Response assessed per RECIST v1.1 by investigator review.
Data cutoff date: May 3, 2021.
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OS: PD-L1 CPS 21 Population

100+ | 12-mo rate (95% Cl) | 24-mo rate (95% CI)
90 | 75.3% (69.7-80.0) | 53.0% (46.0-59.4)
1 63.1% (57.0-68.5) \ 41.7% (34.9-48.2)
80 - ' =
20~ [HR 0.64 (95% CI, 0.50-0.81) ]
P < 0.001
_ 60-
a2
o 90-
(@]
404
Ptsw/ Median,mo
30+ Event (95% Cl)
20 - Pembro + 43.2% NR
Chemot Bev (19.8-NR)
104 Placebo+ 56.0% 16.3
0 Chemo Bev (14.5-19.4) | |
0 3 6 9 12 15 18 21 24 27 30
No. at risk Months
273 260 250 229 204 181 132 82 34 6 0
275 261 235 206 168 140 100 55 25 4 0

Data cutoff date: May 3. 2021.
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WWW.onco-nouvelle-aquitaine.fr

Colombo et al. Annals of Oncology (2021) 32 (suppl_5): S1283-51346. 10.1016/annonc/annonc’741 ; N Engl J Med 2021



OS: All-Comer Population

100~ | 12-mo rate (95% CI) | 24-mo rate (95% Cl)
904 | 74.8% (69.5-79.3) | 50.4% (43.8-56.6)
50 | 63.6% (57.9-68.7) | 40.4% (34.0-46.6)
204 [HR 0.67 (95% Cl, 0.54-0.34)]
<
. 60- P < 0.001
==
o 504
o]
40+
Ptsw/ Median,mo
30+ Event (95% Cl)
204 Pembro + 44 8% 24.4
Chemo* Bev (19.2-NR)
104 Placebo+ 56.3% 16.5
0 Chemo* Bev (14.5-19.4) |
0 3 6 9 12 15 18 21 24 27 30
No. at risk Months
308 291 277 254 228 201 145 89 36 6 0
309 295 268 234 191 160 116 60 28 4 0

Data cutoff date: May 3, 2021.
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OS: PD-L1 CPS 210 Population

100~ | 12-mo rate (95% CI) | 24-morate (95% Cl)
90 - | 75.7%(68.2-81.7) | 54.4% (45.5-62.4)
50 | 61.5% (53.4-68.6) | 44.6% (36.3-52.5)
204 [HR 0.61 (95% Cl, 0.44-0.34)]
. 60- P = 0.001
=
w3 50-
O
40-
Ptsw/ Median, mo
30+ Event  (95% CI)
20 - Pembro + 41.8% NR
Chemo Bev (19.1-NR)
104 Placebo+ 55.3% 16.4
0 Chemo Bev (14.0-25.0) |
0 3 6 9 12 15 18 21 24 27 30
No. at risk Months
158 149 144 132 118 106 76 46 21 3 0
159 151 135 116 95 &1 56 31 15 1 0

Data cutoff date: May 3, 2021.
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)

PFS: Protocol-Specified Subgroups,  OS: Protocol-Specified Subgroups,
All-Comer Population All-Comer Population

No. of Events/ HR (95% Cl)
No. of Participants No. of Events/ HR (95% Cl)
No. of Participants

Overall A06/617 0.65 (0.53-0.79)

Age Overall 312/617 0.67 (0.54-0.84)
<65 years 345/517 0.63 (0.50-0.78) Age
265 years 61/100 — 0.77 (0.42-1.42) <65 years 265/517 0.64 (0.50-0.82)

Race =65 years 47/100 - 0.88 (0.47-164)
White 239/360 0.70 (0.53-0.91) Race
All others 139/221 0.64 (0.45-0.90) White 189/360 0.68 (0.50-0.91)

ECOG performance-status score All others 107/221 0.70 (0.47-1.04)
] 197/3 0.65(0.48-0.87) ECOG performance-status score
1 2071267 0.69 (0.52-0.93) 0 141/348 0.68 (0.49-0.96)

combined positive score 169/267 0.68 (0.50-0.94)
<1 51/69 0.94 {0.52-1.70)

T e 2022010 1t0 <10 0,67 (0.46-0.97)
e 061 (0.47-0.79) =10 154/317 0.61 (0.44-0.84)
Hp 172/998 0] 74 ” ﬂ_] ““

Metastatic disease at diagnosis Yes 166/389 0.63 (0.47-0.87)
No 269427 0.58 (0.45-0.75) Metastalic disease at diagnosis

Yes 104/190 0.84 (0.56-1.26)
025 05 10 20 40 No 208/427 0.61 (0.46-0.80)
Favors Favors
Pembro + Chemo Placebo + Chemo 0.25 0.5 1.0 2.0 4.0
Response assessed per RECIST w11 by investigator review + Bev + Bev Favors Favors
Data culoff date: May 3, 2021. Pembro + Chemo Placebo + Chemo

+ Bev + Bev
Data cutoff date: May 3, 2021.
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All-Cause AEs,
Incidence 220% in Either Arm

70 -
61.2 Grade
60 A 57.9 12 35
56.4
4 53 4 Pembro + Chemo = Bev . .
50 + Placebo + Chemo * Bev .
- 437
= 40 | 39.7
] 355
E 1 33.0
= 29.8
o 30 A 287 28.3
E 27.2 25_?25_9 25_425-5 25_427.2 75 g 25 6
- 241530 23.8 235 23.1 »id
20.5 -
20 A 19.9 20.1
10 -
D .
Ed . \ . +
‘\0 \'b da' Qﬁ ] [s) '\'b \'(\‘b‘\ . & ﬁt & > \fb {?." \(b Q
e((\ 2! R & oS ‘ > .z"\Q- QQ' d{é 6-\\\5 R0 N & . @ 0-2‘!,.3] ¢g° 6’9 ;33’
S o° <2 2 «? R <& CF 4° )@ e o8 R @ S
P 's) OQ% ?6- \L@\)@(\Q & & S TER ¥ A& 3.','0
¥ Q NS @)‘ o
o

Data cutoff date: May 3, 2021.
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f) Conclusion

Bénéfice de I'adjonction du Pembrolizumab en SSP et SG

 Dans I'ensemble de la population analysée
e Indépendamment de I'administration ou non de bevacizumab

Avec toxicité manageable

e sur métastases de novo?
e sur adénocarcinomes?
e sur tumeur PD-L1 négative?

Probable nouveau standard de premiere ligne
e Attente résultats BEAT-CC

202 mm@ eSS WWW.onco-nouvelle-aquitaine.fr
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Maintenance olaparib rechallenge in patients with ovarian
carcinoma previously treated with a PARP inhibitor: Phase lllb
OReO/ENGOT Ov-38 trial

Eric Pujade-Lauraine,! Frédéric Selle,? Giovanni Scambia,® Bernard Asselain,* Frederik Marmé,® Kristina Lindemann,? Nicoletta
Colombo,” Radoslaw Madry,2 Rosalind Glasspool,® Coraline Dubot,'® Ana Oaknin," Claudio Zamagni,?

Florian Heitz,'3 Laurence Gladieff,'* Maria Jests Rubio-Pérez,"® Paolo Scollo,'® Christopher Blakeley,'” Bob Shaw,!” Isabelle Ray-
Coquard,'® Andrés Redondo'?

1ARCAGY-GINECO, Paris, France and GINECO; 2Groupe Hospitalier Diaconesses Croix Saint-Simon, Paris, France and GINECO; 3Fondazione Policlinico Universitario A. Gemelli, IRCCS, Rome, Italy and MITO;
4ARCAGY-GINECO, Paris, France and GINECO; ®University Hospital Mannheim, Medical Faculty Mannheim, Heidelberg University, Mannheim, Germany and AGO; ¢Oslo University Hospital, Norway and Faculty of
Medicine, Institute of Clinical Medicine, University of Oslo, NSGO; “European Institute of Oncology IRCCS and University of Milan-Bicocca, Milan, Italy and MANGO; 8Szpital Kliniczny Przemienienia Parnskiego
Uniwersytetu Medycznego im. Karola Marcinkowskiego, ul. Szamarzewskiego 82/84, 60-569 Poznan, Poland and PGOG; °Beatson West of Scotland Cancer Centre and Institute of Cancer Sciences, University of
Glasgow, UK and NCRI; °Oncologie Médicale, Institut Curie Saint Cloud, Paris, France and GINECO; 1Vall d'Hebron Institute of Oncology (VHIO), Hospital Universitari Vall d’Hebron, Vall d’Hebron Barcelona Hospital
Campus, Barcelona, Spain and GEICO; 2IRCCS Azienda Ospedaliero-universitaria di Bologna, Bologna, Italy and MITO; *3Kliniken Essen-Mitte, Essen, and Center for Oncologic Surgery Charité Campus Virchow-
Klinikum, Charité — Universitatsmedizin Berlin, Freie Universitéat Berlin, Humboldt-Universitat zu Berlin, and Berlin Institute of Health, Germany and AGO; “Institut Claudius Regaud IUCT-Oncopole, Toulouse, France and
GINECO; 5Reina Sofia University Hospital, Cordoba, Spain and GEICO; Ospedale Cannizzaro, Catania, Italy and MITO; 17AstraZeneca, Cambridge, UK; 18Centre Léon Bérard and University Claude Bernard Lyon,
France and GINECO; 1°La Paz University Hospital, Madrid, Spain and GEICO

ClinicalTrials.gov identifier: NCT03106987 | This study was sponsored by AstraZeneca and is part of an alliance between AstraZeneca
and Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., Kenilworth, NJ, USA.
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f) Rationnel

Maintenance d’inhibiteurs de PARP apres réponse a un doublet a

base de sels platine : un standard

e En primo traitement d’un carcinome ovarien épithélial de haut grade
e En rechute platine sensible

Mais rechute dans la majorité des cas

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

WWW.onco-nouvelle-aquitaine.fr




Design de lI'étude

Patients

B EWEVO

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

or

Non-BRCAm cohort

» gBRCAm negative by local
testing; may include patients
with undetected sSBRCAm

Prior PARPI exposure for

or

Maintenance therapy

Olaparib 300 mg bid
or 250 mg bid if 300 mg

not previously tolerated
(N=74)

Placebo
(N=38)

2:1 randomisation stratified by:

* Prior bevacizumab

<3 vs 24 prior lines of platinum-based
chemotherapy

Olaparib 300 mg bid

or 250 mg bid if 300 mg

not previously tolerated
(N=72)

Placebo
(N=36)

Until disease progression

[
»

Primary endpoint

Investigator-assessed PFS
(modified RECIST 1.1)

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

nngrﬁﬁ,stwice 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, progresswn-free survival, PR, partial response; RECIST, Response Evaluation Criteria in Solid Tumours; sSBRCAm, somatic BRCA mutation.

Pujade-Lauraine et al. Annals of Oncology (2021) 32 (suppl_5): S1283-51346. 10.1016/annonc/annonc/41



) Caractéristiques patients

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 5(7) 3 (8) 10 (14) 5 (14)
3 31 (42) 16 (42) 31 (43) 17 (47)
4 21 (28) 11 (29) 11 (15) 6 (17)
>4 17 (23) 8 (21) 20 (28) 8 (22)
No. of prior lines of PBC, n (%)
2 12 (16) 3(8) 17 (24) 5 (14)
3 36 (49) 19 (50) 32 (44) 20 (56)
>4 26 (35) 16 (42) 23 (32) 11 (31)
Response to PBC prior to study entry, n (%)
Complete 15 (20) 13 (34) 19 (26) 11 (31)
Partial 58 (78) 25 (66) 53 (74) 5(69)
Missing 1(1) 0 0 0
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Augmentation statistiquement significative de la SSP avec olaparib

dans la cohorte BRCAm

Avec bénéfice clinique prolongé

100 BRCAm cohort
90 o
Olaparib Placebo
80 - (N=74) (N=38)
% 0 7 Median follow-up for PFS, months 4.1 28
% _ 60 - Events, n (%) 65 (88) 38 (100)
§ % 07 Median PFS, months 4.3 28
Eé 40 - 35%
3 HR 0.57 (95% CI 0.37-0.87); P=0.022
2 30
& 19%
- o 13%
10 - ‘I_LLIE ® ® ° Olaparib
| @
0 I I I I I I I I I I I I I I I I 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
No. at risk Time from randomisation (months)
Olaparib 74 66 38 25 23 16 13 7 7 6 4 4 3 2 2 1 1 1 1
Placebo 38 36 15 5 4 1 0

B- @M
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Augmentation statistiquement significative de la SSP avec olaparib

100

80 -

70 -

60

50

40 -

and death (%)

30

Patients free from disease progression

dans la cohorte non-BRCAm

Avec bénéfice clinique prolongeée

30%

114%

Median follow-up for PFS, months
Events, n (%)

Median PFS, months

Olaparib

7))

Non-BRCAm cohort

Placebo
(N=36)

2.9
48 (67)
5.3

2.8
30 (83)
2.8

HR 0.43 (95% Cl 0.26-0.71); P=0.0023

- [ % ¢ Olaparib
10 Placebo
L
o 1 1 1 1 1 1 1 1 1 1 1 1 1
0 6 10 12 14 16 18 20 22 24 26 28 30 32 34 36

No. at risk Time from randomisation (months)

Olaparib 72 12 7 5 5 5 4 2 1 1 1 1 1 1 0

Placebo 36 2 0

B- @M
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Dans la cohorte non-BRCAm, bénéfice quel que soit le statut HRD
Analyses exploratoires

Non-BRCAm cohort: HRD-positive Non-BRCAm cohort: HRD-negative
100 Olaparib Placebo 100 Olaparib Placebo

5 90 4 (N=29) (N=16) 90 A (N=30) (N=11)

[72]

g” 80 - Events, n (%) 21(72) 13 (81) 80 - Events, n (%) 18 (60) 8 (73)

o 70 - 64% ian PES 70 - .

;; g o Median PFS, months 5.3 2.8 . 60% Median PFS, months 54 28

mv 1 -

25 HR 0.52 (95% Cl 0.26-1.10) HR 0.49 (95% CI 0.21-1.23)

'; 8 50 - 50 1

o T

E 40 A . 0

3 °  |31% 25% 01 L 434%

..: 30 1 30 |-0 ® .
£ 20 20 118% L Olapanb.
o 10 - 115% Olaparib 10 - Placebo

0 Placebo | 0
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 3

No. at risk Time from randomisation (months) Time from randomisation (months)
Olaparib 29 24 12 5 4 3 1 1 1 1 10 30 25 14 6 6 4 4 4 4 3 1 1 1 1 1 1 10
Placebo 6 12 4 2 2 0 11 10 1 0
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Béneéfice en SSP quel que soit le sous groupe*

[

BRCAm cohort Non-BRCAm cohort
Olaparib ~ Placebo Olaparib Placebo
Number of patients with events/ HR (95% CI) Number of patients with events/ HR (95% CI)
total number of patients (%) : total number of patients (%)

All patients 65/74 (88) 38/38 (100) —@— 48/72 (67)  30/36 (83) —— |
Use of prior bevacizumab : :
Yes 32/35 (91) 17/17 (100) —®—T— 27/43 (63)  18/22 (82) —®—
No 33/39 (85) 21/21 (100) — : 21/29 (72)  12/14 (86) o :
Number of prior regimens of platinum-containing chemotherapy 1 1
<3 40/47 (85) 23/23 (100) —.—: 32/47 (68)  18/24 (75) ———@——— :
24 25/27 (93) 15/15 (100) @ + 16/25 (64)  12/12 (100) ° t
Whether a patient had a CR or PR with the most recent course of : |
chemotherapy at baseline : !
CRt 13/15 (87) 13/13 (100) ® | 1019 (53)  9/11(82) :
PR 51/58 (88) 25/25 (100) —@ 38/53(72) 21/25(84) ———@—— |
Duration of previous PARPi exposure 1 1
<18 m (BRCAm); <12 m (non-BRCAm)  25/27 (93) 16/16 (100) IO 20/31(65)  15/17 (88) ® X
218 m (BRCAm); 212 m (non-BRCAm)  40/47 (85) 22122 (100) —@— 28/41 (68) 1519 (79) @ ]

1 1

0.I1 P T T T T T LI | T T R 0'Il P T T T T T LI | T )

Olaparib better Placebo better

Olaparib better Placebo better

Not all predefined subgroups are shown. *No statistical evidence of interaction;

fIn the non-BRCAm cohort, subgroup not analyzed due to <20 PFS events, as prespecified in the statistical analysis plan. m, month.
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Pas de nouveaux effets indésirables deécrits

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 23 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.
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Conclusion essai OReO

Efficacité de la reprise de ANNALS
maintenance de |'olaparib ONCOLOGY
e Dans une population prétraitée

e En terme de PFS The systemic treatment of recurrent ovarian cancer revisited

1 QUE'QUG soit le statut BRCA ou HRD 11;.B:eF:t‘lr‘:;,léilfeDr‘reézzrljé 55?1::"; or n:;gg?:rjeu:lj, é?,.g?r;jle;nf::g:::-.a: rﬂy’, 1. van der Velden?, P. Blecharz’,

Sans nouveaux signaux de toxicité
accrue Reconsiderer la resistance aux sels de

platine et reprendre des doublets a
base de sels de platine

e Exploration des mécanismes de résistance

Vers un changement de pratique?

WWW.onco-nouvelle-aquitaine.fr

Baert et al. Annals of Oncology (2021)



MERCI

www.onco-nouvelle-aquitaine.fr




