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Edad y performance status (ECOG)

4 Co-morbilidades

| Situacion socio-familiar

« Valoracion pre-quirdrgica (CT vs PET vs laparoscopia)
Capacitacion del equipo quirurgico

Histologia

BRCAyY HRD

® Perfil molecular mas alla de HRD (CCNE1, RAD51,...)

Microambiente tumoral
Enfermedad residual tras cirugia primaria
Respuesta a quimioterapia neoadyuvante (RECIST)
o Enfermedad residual tras cirugia de intervalo
" Complicaciones post-quirdrgicas
' Cinética de eliminaciéon de CA-125 (KELIM)
HIPEC
Bevacizumab

2 PARP inhibitor

Mecanismo de resistencia a platino y PARPI
Efectos secundarios de farmacos
Acceso y reembolso de farmacos....
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DIAGNOSTIC WORKUP L a
IS NACT THE BEST OPTION FOR THIS PATIENT? WHAT IF YOU DON’T INCLUDE PET IN THE WORKUP?




GCIG Sixth Ovarian Cancer Conference on Clinical Research

Statement 1 e

HR___(85%Cl)
1-10mmvs.Omm: 270 (237;3.07)
>10mmyvs. 1-10mm: 1.34 (121;1.49)

wow e —

Selection of patients for neoadjuvant chemotherapy or primary
cytoreductive surgery (PCS) (32 of 33 groups approved, one opposed) S RN

PCS after assessment in an expert gynecological oncology unit ; L%,

is preferred. Neoadjuvant chemotherapy followed by interval R S ettt
cytoreductive surgery (ICS) is a valid alternative only if PCS is - R AR
not feasible. TEITITIiiiciic

Du Bois et al. Cancer 2009
Vergote et al. Lancet Oncol 2022; 23: e374-84

What is the impact of complete cytoreduction in the
era of biological and maintenance therapy?




SOLO-1 Trial: Subgroup Analysis

>

Upfront surgery Interval surgery B Residual disease No residual disease
Olaparib Placebo Olaparib Placebo Olaparib Placebo Olaparib Placebo
1.0 + . Events/total patients (%) 51/161(32) 58/85(68) | 48/94 (51) 35/42(81) 1.0 4 Events/total patients (%) 29/85 (53)  23/29 (79) | 70/200 (35) 69/98 (70}
0.9 4 E ] “ﬁ..,.__‘ Median PFS, months NR 15.3 336 9.8 0.9 - Median PFS, months 29.4 1.3 NR 15.3

HR (95% CI} 0.44 (0.25 10 0.77) 0.33 (0.23 to 0.46)

"t o HR (95% CI) 0.31(0.21 to 0.46) 0.37 (0.24 t0 0.58)

0.8 0.8
0.7 0.7 -

0.6 0.6 -

0.5 - S
044 L e 0.4 1 .

0.3 - 0.3 - E

TimEmEEEEEREEEE,

ammEnnm O|apar'|b/res'|dua| rammmEmEnEspEnsnsnanjfunaning
= (Olaparib/no residual
0.1 - ===:=== Placebo/residual

== Placebo/no residual
— T T T T T | B N . e — T T T — T — T T T T T T T T — T T — T

I
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
Time Since Random Assignment (months) Time Since Random Assignment (months)

No. at risk: No. at risk:

=emmmmn 167 148 142 139 135 129 127 119 113 100 96 92 79 66 34 26 3 ===ueme B5 51 47 44 41 35 35 33 31 26 23 23 19 16 8 7
— 94 87 82 77 73 68 63 61 55 45 40 39 30 21 10 9 1 m— 200 184 177 172 167 162 155 147 137 119 113 108 90 70 36 28
-------- 85 78 73 61 47 41 40 36 30 28 28 25 22 17 4 3 1 —e=eeen 29 26 24 18 12 9 8 8 8 7 7 6 5 4 1 1
- 43 38 30 21 18 15 13 11 11 11 10 6 6 5 2 2 0 m— 98 90 79 64 53 47 45 39 33 32 31 25 23 18 5 4

LLTTETTH Olaparib/upfront . B
0.2 4 —— Olaparib/interval
0.1 o =======' Placebo/upfront
= Placebo/interval

Patients Event Free (proportion)

Patients Event Free (proportion)
o
(4]

o o o W
o o o o
o o o o
o o o o
= o b~ O
o o W o
o o o O
o o o o
o o o o

Paul DiSilvestro et al. J Clin Oncol 2020
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FSMD == ANNALS %a
ONCOLOGY

driving innovation in oncology

REVIEW

European experts consensus: BRCA/homologous recombination deficiency
testing in first-line ovarian cancer
I. Vergote'", A. Gonzalez-Martin®?, I. Ray-Coquard”, P. Harter®, N. Colombo®, P. Pujol’, D. Lorusso®, M. R. Mirza®,

B. Brasiuniene'’, R. Madry”, J. D. Brenton’?, M. G. E. M. Ausems™>, R. Biittner'* & D. Lambrechts'®, on behalf of the
European experts’ consensus group'

Table 5. Genetic testing in the clinic: consensus statements

Consensus statements Level of contributor
agreement (%)°

Germline and/or tumour BRCA status and, if 97
BRCA WT, tumour HRR deficiency status should be

determined after primary diagnosis and ideally

before the end of first-line chemotherapy

Ann Oncol. 2022 Mar;33(3):276-287.
s —




HRD TESTING

WHAT WE KNOW

Quality of sample is crucial

HRD is Prognostic!, Predictive of
response to platinum? and Predictive

of response to PARPi?3

Any gene panel for non-BRCA

HRRmut is not predictive*

Correlation of Academic and Industry
HRD platforms with Myriad range

from 0.85 to 0.96°

Academic platforms have similar
predictive value than Myriad®

PFS probability

PFS probability

OS probability

== HRD+, olaparib

0 10 20 30 40 50 60 70 80
Time [months]

Number at risk:

D
Leuven HRD test
1.00

0.75

0.00 $
0 10 20 30 40 50 60 70 80
Time [months]
Number at risk:
A

Leuven HRD test
== HRD+. olapari

0O 10 20 30 40 50 60 70 80

Time [months]

Number at risk:

HRD+,olaparib 169 169 160 142 131 120 82 17
HRD+,placebo 87 85 79 69 62 58 36 3
HRD-plaparib 114 106 84 64 52 41 23 3
HRD-placebo 48 46 41 32 24 19 7 1

ococoo

PFS probability

PFS probability

OS probability

HRD+,olaparib 164 164 156 137 127 117 82 18
HRD+,placebo 78 76 70 62 55 49 31 3
HRD-plaparib 128 120 96 76 62 46 22 2
HRD- place

Myriad myChoice HRD test
== HRD-. olaparl
== HRD+, piacebo

== HRD-, olaparis
== HRD- placebo

0 0 20 30 40 50 60 70 80
Time [months]

Number at risk:

Myriad myChoice HRD test
1.00

0.75

0 10 20 30 40 50 60 70 80
Time [months]

Number at risk:

Myriad myChoice HRD test
1.00
0.75
0.50
0.25
0.00

0 10 20 30 40 50 60 70 80
Time [months]
Number at risk:

ocococo

sbo 54 52 47 36 29 25 10 2

1. Swisher et al. Gyn Oncol 2022 ; 2. Gonzalez-Martin et al. Eur J Cancer 2023; 3. Ray-Coquard et al. NEJM 2019;
4. Pujade. SGO 2021; 5. Weichert et al. ESMO 2022; 6. L. Loverix et al. Eur J Cancer 2023



HRD TESTING

WHAT WE KNOW

Quality of sample is crucial

HRD is Prognostic!, Predictive of
response to platinum? and Predictive
of response to PARPi?3

Any gene panel for non-BRCA
HRRmut is not predictive*

Correlation of Academic and Industry
HRD platforms with Myriad range
from 0.89 to 0.96°

Academic platforms have similar
predictive value than Myriad®

WHAT WE DON’T KNOW YET

Optimal sequence of BRCA testing:
Germinal vs Tumour

Correlation of different platforms for
an individual patient

Real correlation of HRD test result
with HRR function

Implication of other biomarkers (i.e
CCNE1)

Mechanism of primary resistance to
PARPi or secondary resistance
induced by platinum therapy

1. Swisher et al. Gyn Oncol 2022 ; 2. Gonzalez-Martin et al. Eur J Cancer 2023; 3. Ray-Coquard et al. NEJM 2019;
4. Pujade. SGO 2021; 5. Weichert et al. ESMO 2022; 6. L. Loverix et al. Eur J Cancer 2023
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PRE-PARPi ERA
Bevacizumab in front-line

= ESGOQ

Bevacizumab (15mg/kg or 7.5 mg/kg every 3 weeks for maximum of 15 months) o

Yes: 97.5% (ovoters)
improves progression-free survival in patients with stage Ill-IV ovarian cancer and I A Abstain: 2.5%
should be considered in addition to carboplatin and paclitaxel $ 4970 (v
Bevacizumab in the neoadjuvant setting can be considered although the additional f B Yes: 97.5% (30 voters)
improvement in efficacy is not proven with level | evidence No: 2.5% (1 voter)
Bevacizumab can be safely administered in the neo-adjuvant setting before and
after IDS providing the interval between surgery and administration is at least 4-6 Il B Yes: 100% @owiers)
weeks

Colombo N et al, Ann Oncol 2019 and Int J Gynecol Cancer 2019
s



Post-PARPi ERA
What to do with bevacizumab in front-line?

Role of bevacizumab in patients
with HRD-positive tumors (BRCA-
mut or BRCAwt)?

How to manage patients with
HRD-negative tumors? PARPi vs
BEV




Biomarkers for bevacizumab and PARPi (beyond HRD)

1.CD31 (MVD) & tVEGF e Response to platinum-based 1L
2.I1L6 in plasma chemotherapy

3.Visceral fat density (VFD)
4.high c-MET/VEGFR-2 co-localisation
5.Low VEGF-A165b expression

6.TCGA proliferative and
mesenchymal molecular subtypes

Bais C et al. J Natl Cancer Inst. 2017 Nov 1;109(11):djx066. doi: 10.1093/jnci/djx066 (GOG-218)

Alvarez Secord et al. Clin Cancer Res. 2020 Mar 15;26(6):1288-1296. doi: 10.1158/1078-0432.CCR-19-0226. (GOG-218)
Buechel et al. Gynecol Oncol. 2021 May;161(2):382-388. doi: 10.1016/j.ygyno0.2021.02.032. (GOG-218)

Morgan R et al. BMC Med. 2022 Feb 11;20(1):59. doi: 10.1186/s12916-022-02270-y. (ICON-7)

Wimberger et al. Clin Cancer Res. 2022 Aug 24:CCR-22-1326. doi: 10.1158/1078-0432.CCR-22-1326. (ICON-7)
Kommos et al. Clin Cancer Res. 2017 Jul 15;23(14):3794-3801. doi: 10.1158/1078-0432.CCR-16-2196 (ICON-7)

oG s wN P



KELIM & bevacizumab benefit in ICON-7

OS in patients with low-risk disease

100 Favourable KELIM: CT

Favourable KELIM: CT + bev
Unfavourable KELIM: CT
Unfavourable KELIM: CT + bev

60 —

40 —

Survival probability

T T
0 20 40 60 80
Overall survival time (months)

Survival probability

100 —

60 —

40 —|

OS in patients with high-risk disease

Favourable KELIM: CT
Favourable KELIM: CT + bev
Unfavourable KELIM: CT
Unfavourable KELIM: CT + bev

T T
20 40 60 80
Overall survival time (months)

Chemosensitivity, as assessed by KELIM, may be a complementary covariate to consider

Unfavorable KELIM <1.0 | for decision-making about bevacizumab prescription. Approximately 47% of high-risk

Favorable KELIM 21.0

patients may not derive survival benefit from the addition of bevacizumab, however, the
remaining 53% patients with poorly chemo-sensitive diseases may achieve the maximum
survival gain of approximately 9 months.

Colomban O et al. INCI Cancer Spectr. 2020;4(3):pkaa026. doi:10.1093/jncics/pkaa026
s



KELIM & bevacizumab benefit in GOG-218
FIGO stage IV and Stage lll with VRD > 1 cm after PCS

g

0.6

PFS (probability)

KEL unfavorable (bevacizumab)

KEL unfavorable (placebo)

..... KEL favorable (placebo) ~ ===== KEL favorable (bevacizumab)
+ Censored
Group Median Log-Rank  HR (95% CI)
KEL unfavorable (placebo) 5.6 <.001 Ref
KEL unfavorable (bevacizumab) 9.1 0.64 (0.53 to 0.78)
KEL favorable (placebo) 1.7 0.312 Ref
KEL favorable (bevacizumab) 16.3 0.88 (0.68 to 1.13)
Total n = 705

No. at risk:

KEL unfavorable (placebo) 230
KEL unfavorable (bevacizumab) 203
KEL favorable (placebo) 122
KEL favorable (bevacizumab) 150

24 36 48 60 72 8 96 108 120 132 144
Time (months)
6 4 1 0
12 6 3 0
23 13 7 0
26 17 4 0

0.8

0.6

0.4 1

0S (probability)

0.2 4

KEL unfavorable (placebo)
«= === KEL favorable (placebo)

Group

KEL unfavorable (placebo)

KEL unfavorable (bevacizumab)
KEL favorable (placebo)

KEL favorable (bevacizumab)

KEL unfavorable (bevacizumab)
»= === KEL favorable (bevacizumab)

+ Censored
Median Log-Rank HR (95% CI)
29.1 0.023 Ref
35.1 0.79 (0.65 to 0.97)
49.4 0.748 Ref
59.6 1.05 (0.79 to 1.39)
Totaln=711

No. at risk:

KEL unfavorable (placebo) 232
KEL unfavorable (bevacizumab) 206
KEL favorable (placebo) 122
KEL favorable (bevacizumab) 151

24 36 48 60 72 84 96 108 144
Time (months)
87 3 4 0
98 36 5 0
85 45 13 0
106 58 16 0

T T
120 132

FIG 3. Kaplan-Meier curves of the PFS of patients according to treatment arm (arm 3 with bevacizumab concurrent-
maintenance, varm 1 with placebo) in patients with favorable or unfavorable KELIM (KEL) score, in the population of
patients with a high-risk disease (stage IV + stage Ill operated with suboptimal surgery). HR, hazard ratio; KELIM,

ELIMination rate constant K; mPFS, median PFS (months); PFS, progression-free survival; Ref, reference.

FIG 4. Kaplan-Meier curves of the OS of patients according to treatment arm (arm 3 with bevacizumab concurrent-
maintenance, varm 1 with placebo) in patients with favorable or unfavorable KELIM (KEL) score, in the population of
patients with a high-risk disease (stage IV + stage Il operated with suboptimal surgery). HR, hazard ratio; KELIM,
ELIMination rate constant K; mPFS, median PFS (months); OS, overall survival; PFS, progression-free survival; Ref,

reference.

You et al. J Clin Oncol 2022 , Oct 17:JC02201207. doi: 10.1200/JC0.22.01207
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PFS

1
AN

RANDOMIZED CLINICAL TRIALS WITH PARP INHIBITOR AS MAINTENANCE

Study-19?
Olaparib

NOVAS
Niraparib

SOLO-23
Olaparib
(BRCAmMut)

ARIEL-37
Rucaparib

T

ESMO VIRTUAL PLENARY

1. Ledermann. NEJM 2012; 2. Friedlander. Br J Cancer 2018.; 3. Pujade. Lancet Oncol 2017; 4. Poveda. Lancer Oncol 2021; 5. Mirza. NEJM 2016;6. Matulonis. SGO 2021; 7. Coleman. Lancet 2017 ; 8. Coleman. ESGO 2022; 9. Wu. Ann Oncol 2021; 10. Mirza. ESMO Virtual Plenary 2022
11. Moore. NEJM 2028; 12. DiSilvestro. JCO 2022; 13. Gonzalez-Martin. NEJM 2019; 14. Ray-Coquard NEJM 2019; 15. Ray-Coquard. ESMO 2022.; 16. Monk. JCO 2022; 17. Li. SGO 2022; 19. Coleman. NEJM 2019

Study-192
Olaparib

NORA?
Niraparib

SOLO-24
Olaparib
(BRCAmMut)

NORA10
Niraparib

NOVAS
Niraparib

ARIEL-38
Rucaparib

SOLO-111
Olaparib
(BRCAmMut)

Antonio Gonzalez-Martin MD, PhD

PRIMA!3
Niraparib

PAOLA-114
Olaparib —
Bevacizumab

VELIA18
Veliparib

?

ATHENA-
MONOQO?16
Rucaparib

PRIME?
Niraparib

SOLO-112
Olaparib
(BRCAmMut)

PAOLA-11
Olaparib —
Bevacizumab

© AGM




Magnitude of benefit with PARPi is related to biomarker ’.
Even patients with HRp (HRD-) benefit from PARPi

SOLO-11 PRIMA? PAOLA-13 ATHENA-MONO*
PARPi Olaparib Niraparib Olaparib + Bev Rucaparib Niraparib
Control Placebo Placebo Bevacizumab Placebo Placebo
Population BRCAmMut All comers All comers All comers All comers
(Chinese)
HRD test NA MyChoice MyChoice Foundation-One BGI
BRCAmut 0.33 0.40* 0.31* 0.31* 0.40*
M (0.25-0.43) (0.27-0.62) (0.20-0.47) (0.20-0.47) (0.23-0.68)
++| BRCAwt/HRD+ - 0.50* 0.43* 0.58* 0.58*
(0.31-0.83) (0.28-0.66) (0.33-1.01) (0.36-0.93)
+ BRCAwt/HRD- - 0.68* 0.92* 0.65* 0.41*
(0.49-0.94) (0.72-1.17) (0.45-0.95) (0.25-0.65)
*exploratory The aim of the table is not the cross-trial comparison

1. Moore. NEJM 2018; 2. Gonzalez-Martin. NEJM 20193; 3. Ray-Coquard. NEJM 2019;
4. Monk. J Clin Oncol 2022: 5. Li.SGO 2022




Benefit with PARPi is sustained and prolongs OS in BRCA and HRD

PRIMA | =

HR&/BRCAmM

Hazad rafo, 0.45 (95% C1.0.32-084)

HRd/BRCAmMut

e

| P

IEREEREEER]

52150 145 1352 1261110109100 98 & B1 78 78 71 70 70 68 63 80 8 50 % 20 25 #32
700680 51 423D MWT BBV UUNNBOIDT IO

182022 26 26 28 30 32 34 36 38 40 &2 4 46 38 50 W 54 50 58 60

1o

HRABRCAW
Mazard o, 0.66 (3% C1.0.44-100)

HRd/BRCAwt

Estimated PFS function, %

3 8 8

2 4 6 B 10121 15182022 26 26 28 30 2 M 36 36 40 42 44 46 48 50 2 54 56 58 60

SEITIEES
——
.
c 1004 HRp
% PR—
5
» HRp/BRCAwt
0.

08 (%)

Median OS, months

Olaparib Placebo

260) (n=131)
84 (32.3) 65 (49.6)
NR 75.2

I HR 0.55 (95% CI, 0.40 to 0.76); P = .0004 I

=1l

Placebo

02 4 6 81012 % 161820 22 2 2 25 30 32 34 35 38 40 & 44 48 48 50 52 54 56 58 &0

wiamNmseTITTT

Montns since randomization

T

6

60

Time from randomization (months)

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
132 130 129 128 126 121 117 114 109 105100 9 91 89 85 & 70 77 70 50 44

— T — —
18 24 30 36 42 48 54 60 66 72 78 84 90 96 102
Time Since Random Assignment (months)

O|aparlb 250 252 246 236 227 214 203 194 185 177 170 165 159 157 1563 79 o
128 125 114 108 100

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

54 52 21

(v)ameco 2. GCIG

Olaparib +bev  Placebo + bev

(N=255) (N=132)

Events, n (%) 93(36.5) 69(523)
Median OS, months  75.2 (unstable)* 573
S-year OS rate, % 655 484

Patients receiving a PARP inhibitor

1. Gonzalez-Matrtin. Eur J Cancer 2023; 2. DiSilvestro et al. J Clin Oncol 2023; 3. Ray-Coquard. Ann Oncol 2023




Newly diagnosed FIGO stage IlI-IV EOC '.

likelihood of complete cytoreduction

Low

y

3 (4) cycles of neoadjuvant

BRCA testing

paclitaxel-carboplatin
v

Interval Cytoreductive Surgery
Followed by 3 cycles
of paclitaxel-carboplatin
with or without bevacizumab

» (germline and/or somatic)
HR testing

High |

A

Primary Cytoreductive Surgery

y

A\ 4
A

y

BRCA mut
v

Olaparib / Niraparib
Olaparib-bevacizumab

6 cycles of paclitaxel-carboplatin
with or without bevacizumab

Maintenance options

A

BRCA wt/ HRd
v
Niraparib
Olaparib-bevacizumab

BRCA wt/ HRp
!

Niraparib
Bevacizumab
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How to chose maintenance for patients in first-line if HR-deficient ? ’

PARPi if good

response to

( KELIM ) platinum

RECIST PARPi +
_CRS (if NACT) | consider

Bevacizumab if
poor response
to platinum

BRCAmut/wt
HRd
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How to chose maintenance for patients in first-line if BRCAwt/HRproficient ? ’

Non VRD -
(or Bevacizumab)

BRCAwt

PARPi if good

HRp response to
~ KELIM ) platinum
RECIST Bevacizumab
_CRS (if NACT) , if poor

response to
platinum




Muchas Gracias!
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