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Despite curative intent, the majority of patients with advanced
ovarian cancer relapse following fuigie multimodal therapy
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Hallmarks of Cancer: The Next Generation

Douglas Hanahan'2* and Robert A. Weinberg®*
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ARTICLE

doi:10.1038/nature10166

Integrated genomic analyses of ovarian
carcinoma

The Cancer Genome Atlas Research Network*®

C. Homologous Repair (HR) Alterations
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- DNA in cells is constantly damaged and
repaired.

- Single strand breaks (SSBs) are one of
the most common types of DNA damage,
and the most lethal form of DNA damage
is double strand breaks (DSBS).

- Eachtype of DNAdamageis detected
andrepairedby a specificprocess
collectivelyknownasthe DNAdamage
response (DDR).

- Specific proteins and enzymes are
involved in the processes that repair
damaged DNA
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¢.Quée es HRD?
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PARPiI Exploits the baseline vulnerability of cells with inherent
DNA repair deficiency (DRD)

Increase in double-
strand breaks in
replicating cells

Trapped PARP on
single-strand breaks

Double-strand breaks

|
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HRR-deficient cancer cell Normal cell
Reliance on error prone Repair of double-strand
pathways leads to DNA damage x breaks via the HRR
accumulation and cell death pathway and cell survival

1..Murai J. et al. Molecula€ancefMherapeutics2014:13(2):433143. 2.PommierY. et alSciencelranslationaMedicine. 2016:8(362):362psB70O Connor, MoClell2015



Lapresenciade unestadoHRD saleterminamediante dos
estrategiasbasicas
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Test de HRD

— Las guias actuales de las principales sociedades oncolégicas, como ESMO y SEOM-
— GEICO, recomiendan la implementacion de pruebas HRD en el diagnéstico inicial de
todas las pacientes con cancer de ovario epitelial de alto grado. -8

Valor predictivo 2

¢, El motivo? Valor pronéstico 2
AEI disponer del resultado del test HRD:

_ .. Vision mas amplia de la
I Ayuda a la toma de decisiones e 1L biologia tumoral. 3

1 Tiene valor pronéstico y predicti¥o

AEI test deHRDayudaa predecir el beneficio de los iPARP
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SPECIAL ARTICLE

ESGO—ESMO—ESP consensus conference recommendations on ovarian
cancer: pathology and molecular biology and early, advanced and recurrent

disease™

J. A. Ledermann’’’, X. Matias-Guiu”***, F. Amant™®°, N. Concin’-®, B. Davidson’'’, C. Fotopoulou'!,
P

driving innavation in encology

Se recomienda realizar el test de inestabilidad
genomica , ya que proporcionan informacién
predictiva util para la toma de decisiones de
terapia de mantenimiento en 1L .1

A. Gonzélez-Martin'?, C. Gourley”, A. Leary'%, D. Lorusso'*''°, S. Banerjee'’, L. Chiva'®, D. Cibula'’, N. Colombo®**,

S. Croce’’, A. G. Eriksson'™?*, C. Falandry’*'**, D. Fischerova'’, P. Harter®’, F. Joly”’, C. Lazaro™, C. Lok®, S. Mahner’®?°,
F. Marmé*3%-31, €. Marth’, W. G. McCluggage®?, I. A. McNeish'*, P. Morice**, S. Nicum®, A. Oaknin®*, J. A. Pérez-Fidalgo®*,
S. Pignata®®, P. T. Ramirez’’, I. Ray-Coquard®®, I. Romero®®, G. Scambia'*''°, J. Sehouli"®*, R. Shapira-Frommer®,

S. Sundar®-*, D. S. P. Tan*

5.46,:47.48 €, Taskiran®’, W. J. van Driel°, |. Vergote®, F. Planchamp™’, C. Sessa’’ & A. Fagotti'*-'®"

\%

Para la realizacion del test molecular es preferible utilizar muestras al diagndstico y sin tratamiento _ previo de la
paciente.!

Es necesario un minimo de 30% de células tumorales para el diagnostico molecular.!

Se recomienda el analisis de mutaciones BRCA (germinales y/o somaticas) en el diagnéstico  de pacientes con
carcinoma tubo-ovarico de alto grado no mucinoso, independientemente del estadio _.%

Se debe usar un test de inestabilidad genémica que haya sido clinicamente validado en grandes cohortes o en
ensayos de fase IIl.

ESGEuropea

n Syniaetcy Dofgb tEBHIMO=Soci edad Europea EBPOBuoobdOpgam H@dikeyprdfmeRat Hdlneqy; CO=c8&ncer de ovario.
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Homologous recombination deficiency in ovarian cancer: Global expert
consensus on testing and a comparison of companion diagnosrics

Stanislas Quesada <! Frederique Penault- Llorca ™
', Maseimo Barberis”, Robert L. Coleman', Nicaletta Colombo ™

“5%, Iain A. McNeish', Angelica Nogueira- llud.rlz\ms Ana Daknin®,
Sandro Plsnmm Erlc Pujade-Lauraine ™ Eurmvle Rouleau
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'HRD en CO: Globakpert consensusn testin

Estudio colaborativo entre [8ociedad Europea de PatologigSP) y el grupos
miembros de ENGOT, donde 99 expertos de 31 paises analizaron el impacto
predictivo de laHRDen el uso de lo8°ARPsn el cancer de ovario.

Ademas, compararoh4 pruebas diagnosticas diferenteabarcando tanto
opcionescomercialegcomo MyriadMyChoic®CDxPlus,FoundationOn®CDxy
SOPHIADMTMDXxHRD CEVD comacadémicas

. on behalf of the expert consensus grou
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1. Aetiology of HRD

HR TEST CATEGORIES

3. Prior HRD exposure

ion, insertion,
mmn and rearrangement signatures

COMPOSITE TESTS

Figure 1. Methods for detecting h repair

(HRD).
HR, homologous recombination. Individual assays [HRDetect, loss of heterozygosity [LOH), NtAl (number of subchromosomal regions with allelic imbalance extending to
the telomere), large scale transitions (LST) and genomic instability scores (GIS)] are described in the text. The two commercially available assays that combine BRCA
mutation and GISs are described in the green box.

Los métodos clinicamente validados para detectar
HRD en CO recién diagnosticado requigrarebas
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— GUIAS ESMO Algoritnte manejo y tratamiento en Cancer epitelial de ovario avanzado
Estrategiaterapeuticaal diagndéstico del CO

Newly diagnosed EOC (FIGO stage HI-IV)
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Factores a considerar en la eleccidon de tratamiento de 1 linea del C

HR-D (including BRCA 1/2)

Genomic profile i

> Age
- . Hipenangen Comorbidities
Risk of tromboembolism

R

Newly diagnosed
Advanced Epithelial
Ovarian cancer

MAI
i HIA i
FIGO staging NA"

v8

RT=0 | Surgical outcome
RT>0

PDS
DS

. & . Histology
Timing of surgery C‘_ Histopathology Grading

BRCA: gen de susceptibilidad al cAncer de mama; HRd: deficiente para la recombinacién homéloga; HRp: competente para la recombinacién homéloga; PDS: citorreduccién primaria; IDS: cirugia de intervalo;
BRCAL/2: gen de susceptibilidad al cAncer de mama 1/2.
1. Nero C, Ciccarone F, Pietragalla A, et al. Ovarian cancer treatments strategy: Focus on PARP inhibitors and immune check point inhibitors. Cancers (Basel). 2021;13(6):1298.
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La importancia del mantenimiento en la 1 Linea

Maintenance therapy with PARPis have brought forward a paradigm shift, altering
the natural course of disease in ovarian cancer by extending PFS

Paradigm for the management of MRD

Tumour MRD Relapse
yE Chemotherapy i

Observation

Achieve CR v Regrowth

N7 Maintenance therapy

+

Minimum detectable threshold s
Cure?

MRD relapse

~ A A

z L Y.
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i

A 02
S Sy i

= —
<
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Goals of
maintenance therapy

Prolong benefit following
surgery and chemotherapy

Improve survival
(PFS and hopefully OS)

Manageable toxicity and no
negative effects on QoL
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PARPisave improved outcomes in ovarian cancer for over a decade
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1. SEER*Explorer [Internet] y: peoplle2 0aBfi eyrealwe tthy caqe eat (U Svalpereval eBiectele socha J@MM)ar ySurwe@ldiA7ance Research Program, National
[ cize2ame 6] Available from: 2htObMaV}(mlpiéwmw:MljmrlJegmMoore KN. PARP inhibitors in @0asull s tihah ar@i 180s07P2-@W9-WdTar get Oncol .



La introduccion de la terapia de mantenimiento cARARP$ha
supuesto un cambio de paradigma en el COA e/

ATHE NVON ©

h Rucaparib -
) PRIME (Zai Lab) 4 .
h Niraparib -
P PRIMA3 -~
b Niraparib -
) PAOLR R
) OIapaervacizum'ab Ol apahiely
P soLD -~ 1ILMHRd r &€/ RP
b Ol ap aBrRiCAuUX - a QTasaanpt ®
N 8 T S s
. L Indicaciones . Niraparib Rucaparib
€ inicio del st hasta A echa do S gabROAmt  ILM. independientemente 1L, independientsmene
finalizacion primaria, tal como se indica tras' RC/RP a QT del status HR tras RC/RP a del status HR tras RC/RP a

en clinicaltrials.gov QT basada en Pt’ QT basada en Pt®

basada en Pté

1L: primera linea; 1LM: mantenimiento de primera linea; Bev: bevacizumab; EMA: Agencia Europea del Mediamento; g/sBRCAmut : gen germinal/somatico de susceptibilidad al cancer de mama mutado; HR: recombinacién homéloga; HRd: deficiente
para la recombinacion homdloga; iPARP: inhibidor de la Poli ADP-ribosa polimerasa; Pt: platino; QT: quimioterapia; RC/RP: respuesta completa/respuesta parcial.

1. Clinicaltrials.gov [Internet]. Clinicaltrials.gov. [citado 20 octubre 2024]. Disponible en: https://clinicaltrials.gov/study/NCT01844986. 2. Clinicaltrials.gov [Internet]. Clinicaltrials.gov. [citado 20 octubre 2024]. Disponible en:
https://clinicaltrials.gov/study/NCT02477644. 3. Clinicaltrials.gov [Internet]. Clinicaltrials.gov. [citado 20 octubre 2024]. Disponible en: https://clinicaltrials.gov/study/NCT02655016. 4. Clinicaltrials.gov [Internet]. Clinicaltrials.gov. [citado 20 octubre 2024].
Disponible en: https://clinicaltrials.gov/study/NCT03709316. 5. Clinicaltrials.gov [Internet]. Clinicaltrials.gov. [citado 20 octubre 2024]. Disponible en: https://clinicaltrials.gov/study/NCT03522246. 6. Lynparza [Internet]. European Medicines Agency (EMA).
[citado 29 octubre 2024]. Disponible en: https://www.ema.europa.eu/en/medicines/human/EPAR/lynparza. 7. Zejula [Internet]. European Medicines Agency (EMA). [citado 29 octubre 2024]. Disponible en:
https://www.ema.europa.eu/en/medicines/human/EPAR/zejula. 8. Avastin [Internet]. European Medicines Agency (EMA). [citado 29 octubre 2024]. Disponible en: https://www.ema.europa.eu/en/medicines/human/EPAR/avastin 9. Rubraca [Internet].
European Medicines Agency (EMA). [citado 29 octubre 2024]. Disponible en: https://www.ema.europa.eu/en/medicines/human/EPAR/rubraca. 10. Caruso G, Tomao F, Parma G, Lapresa M, Multinu F, Palaia I, et al. Poly (ADP-ribose) polymerase inhibitors
(PARPI) in ovarian cancer: lessons learned and future directions. Int J Gynecol Cancer. 2023;33(4):431i 43.
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Cancerde Ovaria PrincipalesEnsayod-aselll mantenimiento con IPARRN 12 Linea

POBL AdI BRCA MUT TODAS TODAS TODAS TODAS
OLAPARIB i

FCRMACO VS PL|OLAPARIB BEVACIZUMAB VS NIRAPARIB NIRAPARIB RUCAPARIB
BEVACIZUMAB

DURAEN 2A00S 2A00S  (BEVACIH , \nns 3AC0S 2 A0S

15MESES)

myChoice test, Myriad myChoice test, Myriad

TEST HRD NA - - BGI Genomics assay FoundationOne CDx
Genetics Genetics
OBJETIVO PRIMARIO SLP SLP en pohlam §SLP HRD>>SLP ITT SLP en poblama fSLP HRD>>SLP ITT
. . Q5o
0.30: 95% confidence 0.59; 95% confidence 3250'43’ 95%Cl, 0.31 to hazard ratio [HR], 0.45; HR: 0.47; 95% Cl, 0.31 to
RESULTADO in.ter;/al 0.23 to 0.41 interval [Cl], 0.49 to 0.72; H.R' 0.62: 95% Cl. 0.50 to 95% confidence interval |0.72 HR: 0.52; 95% ClI,
T ’ P<0.001 0 76 o S [CI], 0.341 0.60; 0.40 to 0.68

¢ KISAXE KiSH O\AQEKENBIND 2 ¥ LI NA a2y

Moore et al NEJM 2018; R&pquardet al NEJM 201%0nzaleaVlartin et al NEJM 2019; Li et al SGO 2022k et al J Clin Oncol 2022.
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Cancerde Ovaria PrincipalesEnsayod$-asdll mantenimientocon IPARRN 12 Linea

PAOLA-13 ATHENA-MONO*

PARPi Olaparib Niraparib Olaparib Rucaparib Niraparib
Bevacizumab No No Yes No No
Population BRCAmut All comers All comers All comers All comers
(Chinese)
. NA MyChoice MyChoice Foundation-One BGI
BRCAmU 0.33 0.40" 0.31* 0.31* 040+ | Lamagnitud del
(0.25-0.43)  (0.27-0.62)  (0.20-0.47)  (0.20-0.47) (0.23-0.68) | beneficio del
BRCAwt/HRD+ - 0.50* 0.43* 0.58* 0.58* .tratamlento con _
(0.31-0.83)  (0.28-0.66) (0.33-1.01) (0.36-0.93) | iIPARResta en relacién
BRCAwWt/HRD- - 0.68* 1.0* 0.65* 0.41* con biomarcadores.
(0.49-0.94)  (0.75-1.36) (0.45-0.95) (0.25-0.65)

al @2NJ Yl 3yAlddzR RS 0SYSTAOAZ2 . RS BYH ymMBEWKBNVElY G2 Lt ! wt

*exploratory Theaim of the table is not the crosstrial comparison

1. Moore. NEJM 2018;; 3. R&pquard NEJM 2019; ZzonzaleaMartin. NEJM 2019 4onk. J Clin Oncol 2022;15.SGQ022 Colombo N. ESMO 2024



- 12 Linea Cancer de Ovario: SLPeBRCA

100 ¥~ v
0. Hazard rafio: 0.40 (95% CI, 0.27-0.62)
§ o o I N
H E 90 £ 80 L‘| i |
g 80 Olaparib plus ] ] ! g
E" bevacizumab E L T L W,
£ T 704 Placebo plus 3 60 “-—+4 Niraparib
§ £ E 60 bevacizumab = .
2% F: L st e — T
ay ) i B, e T E | N
H 32 7
b4 g 301 g
F] - 204 | + .
H i ] Hazard ratio for disease progression or death, E‘ 201
E Hazard ratio for disease progression or death, 0.30 (35% Cl, 0.23-0.41) § 104 0.31 (95% CI, 0.20-0.47) Placebo
10 pe0on Placebo L 104
£ 0; . S, T, S . N . T .
T T T T T T T T T T T T T T 0 3 & 9 12 15 18 21 24 27 30 33 36 39 4 45 0 — ——— —
306 9 12 15 18 21 24 27 30 33 36 39 42 45 48 S1 54 57 i i bebeniiuitia 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28

Months since Randomization Months since Randomization

PRIME: HR 0.40 (0.23-0.68)

Median  95% CI

100 %ﬁ HR (95% CI), 0.40 (0.23-0.68) - Rucaparb _ NR __ 258-NR
0 o p<0.001 9 90- Placebo 14.7 6.4-NR
:3:: \ 1 s a0 HR, 0.40; 95% Cl, 0.21-0.75
§ % : g 701
- [— [ e o 607
‘\ e e
0 1 . g 401 i
Moore, NEJM 2018 ) 2 301 :
Ray-Coquard, NEJM 2019 2] e e £ 201 i
Gonzalez-Martin, NEJM 2019 Bl T + Censcred obsarvation g 109 '
Li, JAMA Oncol 2023 e : . n . r . e
Vork Jconzcgzz T R 0T 00 3 & © 1215 18 21 24 27 30 33 36 39

[ Y Paev TR

/ 2f 2Y0 2 HLnd® vedgyadh
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SOLO1: Supervivencia Global

Olaparib Placebo
(N=260) (N=131)
100 T
o0 Events, n (%) 84 (32.3) 65 (49.6)
80 - 73.1% Median OS, months NR 75.2
= 70 - o HR 0.55 (95% CI 0.40-0.76);
= 7 P=0.0004*
g 807 l Olaparib
S ! ! pari
@ 50 7 i ;
g . ' 46.5%5 l_
= . i i 44.3% of patients in the placebo
30 ! : P P
i ! : Piacebo group received subsequent
20 ; ; PARP inhibitor therapy,
10 7 H : compared with 14.6% of
0 T T . T T T T T . ; . : : ; : . 1 patients in the olaparib group
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102
No. at risk Months since randomization *P<0.0001 required to declare statistical significance

Olaparib 260 252 246 236 227 214 203 194 185 177 170 165 159 157 153 79 21 O
Placebo 131 128 125 114 108 100 97 92 &8 80 73 67 60 54 52 21 6 0

DiSilvestrget al. J Clin Oncol 2022



Olaparib + bevacizumab @ Placebo + bevacizumab

(N=157) (N = 80)
Events, n (%) 48 (30.6) 37 (46.3)
B 100 — Median OS, months 75.2 (unstable)® 66.9
5-Year OS rate, % 73.2 53.8
90 —
HR 0.60 (95% Cl 0.39-0.93)
80 —
73.2%

2 70 o
=}
[0]
2 60 —
c
> y
o 50— '
K= .
= :
w40 - :
c H
2 :
= i :
T :

20 — :

10 - :

0 T T | T f T |

0 12 24 36 48 60 72 80
) Time from randomization (months)
No. at risk

Olaparib + bevacizumab 157 156 156 155 155 152 150 144 143 139 134 131 130 127 123 118 117 115 112 99 80 55 42 21 11 2 0
Placebo + bevacizumab 80 79 78 77 76 74 72 71 68 66 64 61 59 58 58 54 54 53 50 40 33 22 17 10 3 1 0

w2 Ij dit NRi hlytdnhyy
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BE &8 B B
| I |

Patients free disease
progression and death (%)
o

12 Linea Cancer de Ovario: SLP.HRD

S-year PFS rate

“-“é- __
¢
PFS (%)
g B
L

Estimated survival function, %

PAOLA-1 (PFS, HRD-positive) PRIMA (PFS, HRD population)? ATHENA (PFS, HRD population)®
2 -

46.1% !
@ H Esn o
H W
204 : 0]
n "\ H o My, P
.
10 19.1‘%5 E”‘" 10}
e Ll L] L) L] Il Ll 1 LI I LELIL L) T T T T
0 12 Yl % i 7] n #0 ! 22 24 26,28 30 32 34 36 26 40 42 44 46 48 50 52 54 56 S 60 6 3 & 9% 1
[ 'I'imtﬁwundonﬂuﬂm (months) [— Time since undomlutim months [ a——
Gttt S0 W5 M3 M B8 S 1M M U 1D L0 8 W T Il E R N, 31 B 325 8 . A : s hmEEEn D " el W OVN US0D) i OO 18
WAMOOONE 10 19 18 i & N @ B 2B R M MK 1 TERER - - Bow W . n o«
Olaparib + Placebo +
p:a = Niraparib
bevacizumab bevacizumab
mPFS, months 46.8 17.6 mPFS months mPFS, months

28.7 113

Rucaparib Placebo

HR 0.41 (95% Cl 0.32-0.54) HR 0.52 (95% Cl 0.40-0.68)

HR 0.47 (95% C1 0.31-0.72)

2 RavCoauard NEJIM 2019 Bonzaleavartin NE.JIM 2019 AMMonk 1 Clin Oncol 202FTewW et al 1 Clin Oncol 2022 (ASCO 2023)



Pacientes vivas (%)
B

Mo enresgo
Olaparib + bevacizumab
Placebo + bevacizumab

ﬂRD+BRCAWt

D+ T pryeery
- Mediana 56, meses 75.2 (mestabley 573
565 afios. % 655 a8

HR 0.6 (95% C1 0.45.085)

T T " T i
0 12 2 36 48 &0 ”
Tiempo desde la aleatorizacidn (meses)

265 253 253 252 252 244 238 231 225215 205 200 195 189 163 176 174 170 164 142 116 83 62 32 17 4 0
132 130 129 128 126 121 117 114 109105 100 96 91 89 86 82 79 77 70 59 442921 9 2 1 0

Eventas 0 (%) ] 32 (s8.2)
Mediona $G, meses R 20
90 - $G5ailos, % sar “a
0 R 071 (95% I 0.45-1.13)
0 -
L
g a
8w !
3o |
. |
10 - }
] ; T T T i T
o 12 2 % ) L] 72
Ho. en feego Tiempo desde la alealorizacin (meses)

Olaparib + bevaclziamab 67 96 96 56 9 91 87 B6 B1 76 71 70 66 63 61 59 58 & 52 45 37 29 22 12 5 2 O

Placebo + bevacizumab 55 64 64 54 54 61 4B 46 44 42 40 39 37 36 33 32 29 28 4 2 15 9 6 2 0

EstudioPAOLAL. SG por estatus HRD

Bm R] (308) 7 (48.3)

Mediana $G. mases 752 unstable) ]
5G 5 afios, % na L

Mutaci - n
e

HR 0.60 (95% 01 0.30-0.03)

® 8
g = 3
0 . I
i - |
g | :
8
o '
N }
0] ;
0 T T T T L4 T
o 2 H * @ & ”
Tiempo desde la aleatorizacién (meses)
No. En esgo

Olaparib + bevacizumab 157 156 156 155 155 152 150 144 143139 124 131 130 127 123118 117115 112 99 80 55 42 21 11 2
Placebo + bevacizumab 80 79 78 77 76 74 72 71 68 66 64 B1 59 58 58 54 54 53 5040 3B 22 17 10 3 1

HRD-

D w Eventas, n (%) o 729) 58 882)
Medana §G meses. E “0a
% 565 afios. % »7 323
!7 HR 1.19 (95% C10.88-163)
-

Paciontas vivas (%)
&
|

P
2+ H
0 o H
¢ T T T T T T 1
] 2 2 % 48 & n 0
o e Tiempo desde la aleatorizacion (meses)
Otapadi + bevacizumab 192 187 106 179169 157 146 135125 119109100 97 89 77 72 66 62 67 43 3 %6 1 &5 1 0

Placeho +bevacizumsb 85 85 B4 83 76 74 7165 60 5 514846 43 413335 W M 1N U M & 5 2 1 0

Fi gwRrEasti maci onededer Kdpl &a
seg¥%n el estado de mutaci - -n
deficiencia de recombinaci-n

(A) Pacientes con
mutaci-n BRCA del tumor. (B)
(C) Pacientes con tumores HRD+ BRCAwt
tumores( edRDl ui dos | os desconocidos).

tumores HRD+, inclui

Cl=intervalo de confianza; HR=Hazard ratio; HRD=deficiencia en la recombinacion
homéloga, del inglés Homologous Recombination Deficiency; SG=supervivencia
global.

1. Ray-Coquard |. et al. Annals of Oncology. 2023;34(8):681-692.

supervivenci
BRCA del
hom- 1l oga.

Pacientes



Estudio PRIMA coNiraparibde Mantenimiento en 12 Linea Supervivencia Global

Overall® HRd* _ HRp®
o 63% vs 64% . 74% vs T4% s
! 3.y OS rat I -y OS rate
% | SO ’ 80 61% vs 61% 80 52% vs 42%
48% vs 51% ' 4-y OS rate ! 3.y OS rate
'4- 0S rate ! 5%\' 56% i
¥ S (]
R 60 i 42% vs 44% 60 : 5.y OS rate 60 I 37% vs 33%
) 1 1 6y OS rat I ! 4y OS rate
3 <Nty i i I ; 29% vs 27%
Ni PBO o o
% Overall population (n:ala;n (n=248) : | ! 0l ! 5.y OS rate
Median OS, mo 488 | ‘ HRd population : | HRp population -
201 "azard ratio (85% CI)| 101 (0.84-123) ! 20 1["Viedian 08.mo . | 20 {[Wedian 05, mo . !
Pvalue 0.8834 | Hazard ratio (95% Cl)] 0.95(0.70-1.29) : Hazard ratio (95% CI)| 0.93 (0.69-1.26) 1
0 0 0
o 0 6 1218 24 30 36 42 48 54 60 66 72 78 84 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
at risk Time since randomlzatlon mo Time smce randomlzatlon mo Tlme smce randomlzatlon mo
Nir 487 480 451 378 334 204 261 227 208 19 39 5 )47 245 238 224 2 173 31 5 ( 2 5
PBO 246 242 223 204 191 171 T a0 e o3 1% 1% 116 112 07 % i 0 75 70 68 67 i 14 3 80 ?e 57 57 g a4 33 31 % 2 21 19 14 2

3-fold higher subsequent PARP inhibitor use in placebo arm than niraparib arm across populations

Patients, %

Subsequent PARP inhibitor therapy?

100
W Nir
15 HRd W PBO
57.7
50

1.7
59

Gn/r\l 57/487 93/246 1 39/247 61126 29152 4171 10/94 2055 : 101169  15/80
Overall HRd (all) HRd/BRCAm  HRd/BRCAwt HRp

Subsequent PARP inhibitor use

.

t 2NJ ljdzS bh KF& RATSNI
M®P/ | N OGSNNaaGgAaAOFa RS

Most predominant in HRd population, with

highest use in HRd/BRCAm population H®P5 2aAa e R dzNJ é}\ 5 y RE
Most patients initiated in the 2L setting 0 q)¢ 7\ LJ2 ﬁ é YdZL,] I O}\ 5 y- )
e, n®¢ NI dF YASY (2 3a0NMRIZDEHRA L
oy mimr s[RI p ®{ dzLJS NIJ A QTBJME A NB 82 8 '}

w . cPA{ S ySOSaArAll I RAOA:

. Gonzalez A, et al. ESMO 2024. Anduwdm.Foralebate 2024
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Estudio PRIMA PFS
seguimiento de 6,2 afnodr{v)

2 NH 2 LJt

EstudioAthenaMono PFS a 4 anos

Overall population

HRd

100 . 100 .
Hazard ratio, 9% CI. 0.66 (0.55-0.78) Hazard ratio, 93% CI. 0.51 (0.40-0.66)
0 )
Whvs 8%
° 3y PFS rate
o ! il
0 ! 2% vs 13%
i : :LyPFSrate .
b L s piy S
| ! 5.y PFS rale
o D i
D) I ! : : == B0 !
06 1216 20 30 % 4 45 5 60 66 72 78 8 0 6 1018 24 30 % LN 60 66 M o
. Time since randomization, mo i Time since randomizatiom: ;

Nrdg7 342 M3 181 153 134 118

08 8 & ™ 88 % 1

PROZ4 150 % 66 31 8 30 % 7 ¥ 2 19 6 1

N 247 200 158 1% 110

0 9 &8 6 67 B 49 28 10

PEO126 91 &7 41 4 8 % 22 8 17 1512 3 0 P

49%

70
s 60
50

ITTt
Rucaparib Placebo
314 120 100+ MPFS, months 202 9.2
(23.0-46.0) (9.1-22.1) 90 (95%CI) (15.6-24.7)  (85-12.2)
HR 0.49 (95% C1 0.33-0.73) 80

HR, 0.53; 95% Cl, 0.41-0.68

42% v
g 40+ M & 40 i 38%
304 1 : 30 : 125% : 3
20— Rucaparib: v 20— Rucaparib! v : .
104~ Placebo : 3 104~ Placebo |
@ + Censor ! ! ' 7 + Censor | '
0 6 12 18 24 30 42 48 60 66 0 6 12 18 24 30 36 42 48 54 60 66
Months Months
Pationts at sk everts) Patients at ik svents)
Rucaparb 185(0) 166(12) 128(46) 106(66) 93(77) 75(85) 6O(88) 62(32) 26(96) ©(97) 2(97) 0(97) Rucaparb 427(0) 354(57) 248 (149) 199 (193) 168 (218) 138 (234) 125 (243) 112 (250) 47 {259) 12 (260} 2(251] 0281
Placsbo 49(0) 36(13) 23(25) 20(28) 15(32) 14(33) 10(36) 10(36) 1(36) 0(38) Placsbo 111(0) 73(34) 43(61) 33(69) 23(78) 21(80) 17(83) 15(84) 484 1(84)

At the primary analysis dafa cutoff (23 March 2022)2 : Rucaparib PFS vs placebo

+ HRD population, 28.7 vs 11.3 months (HR, 0.47; 95% Cl, 0.31-0.72)
« ITT population, 20.2 vs 9.2 months (HR, 0.52; 95% Cl, 0.40-0.68)

Data cutoff date: March 1, 2024

135% of patients receiving ucaparib reached the 2-year treatment cap vs 17% of patients receiving placebo
HR, hazard ratio; HRD, homologous recombination deficiency: ITT, intent-to-treat; PFS, progression-free survival
1. Kristeleit R et al. Abstract 480. Presented at ESMO GYNAE, 20-22 June, 2024, Florence; 2. Monk BJ, et al. J Clin Oncol. 2022;40:3952-3944

1.Gonzélez A, et al. ESMO 2024. 2.Monk et al. J Clin Oncol 202




PRIMA: HRp'

100 —

0 -

MO [ Ny SI

Progression-free survival (%)
g

40
0 — Niraparib
20 -
10
Hazard ratio 0.68; 95% CI 0.48-0.94; P=0.02
° T T T T T T T T T
[ 2 “ 6 8 00 12 2
Months since randomisation
No. st risk
PARPI 189 157 mo o B s oW om; 1 0
Placsbo 8 70 45 2 2% 1B 15 8 1 0
Fopulaion Tenrmonte 880
PRIMA' (niraparib vs placebo)
HRp (n=249) Bivs54 0.68 (0.48-0.94) —
I
HRp/unknown (n=127) 14.0vs 6.5 0.41 (0.25-0.65) ——
e —
HRp (BRCAwtLOH ) (n=138) 12.0vs 64 0.60 (0.40-0.89) —
T
HRp (n=277) 16.6vs 16.2 1.00 (0.75-1.35) —
HRp/unknown (n=419) Not reported 0.92(0.72-1.17) —
0,40 060

Thereare nocompleteddirect headto-headtrials of thesenﬁ%aﬁ'cts
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ATHENA-MONO: HRp?

100 4
90 |
80
70
60 |
50
0]
Rucaparib
a0 _|
20 - - =
Placebo
10 4
Hazard ratio 0.65; 95% Cl 0.45-0.95
o
T T T T T T T T T T T T 1
o 3 9 12 15 18 Fil 24 27 30 33 k] 39
Menths since randomisation
™ w2 w0 o w2 15 s
1 7 1® 0 5 B 3
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Stage IV |Visible residual
disease disease’

High-risk factors:*!

+ StagelVdisease ||

. \(;f;sible residual disease PAOLA-15% 30% 40% - 27%1t

no surgery
surgery | oo
+ PR to chemotherapy?

8
«  BRCAwt, BRCANd, or ) b MONO®
SOLO1%0

CLINICAL RISK

na
IIE

m™ The colours are to indicate the proportion of ‘higher-risk patients’, where green represents the lowest
Quartle " Quartle KeTE0E proportion and red represents the highest proportion. *PRIMA did not include patients with stage Ill RO after
PDS

There are no completed direct head-to-head-trials of these products. These data are from different clinical trials, and since there are inherent limitations in cross-study
comparisons, caution should be exercised in interpreting these data.

a22NB Y3 SaiSRpAMyTbYSRHFH RNV NB S Si &S b DHWYR oW di NRS G lafSd sbodWwi @ tbc WA th/EH BBy V dzidf Domenica_orusso.ESK2022
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Y a tener en cuenta la toxicidad..

‘

- PRIMA PRIME SOLO 1 PAOLAL ATHENA MONO

b A NJ LJ- N. Niraparib
Cualquiergrado %

Grado Il %

Tpenia(42%)  Anemia (18%)
Anemia (31%) Npenia(17%)
Npenia(13%)

“ Fatiga (2%)

Anemia (22%)
Npenia(9%)
Fatiga (4%)

HTA (19%)
Anemoa(17%)

EA méasdrec
DNJ R2

Tpenia(14%) Linfopenia (7%)

Leucopenia (7%) Diarrea (3%) Npenia(6%)

DD §: & Dolorabd(2%)  Fatiga (5%)

Interr dosis
Reducdosis

discontinuaciones 12%

(beva Rucaparib
(n=267) (n=427)

96 97

51 61

HTA (30%) Anemia (29%)
Npenia(3%o) Npenia(15%)

Vémios(2%) AST/ALT (11%)
Dolor abdominal Tpenia(7%)

(2%)

Diarrea (2%) Asteidfatiga
(5%)

24% 61%

7% 49%

6% 12%

1. GonzaleMartin A,et al. NEnglJMed 2019;381:2394402; 2. Li Net al. presentedat SGO 2022, t21 Mar,Phoenix AZ; 3Moore KN,et al. NEnglJMed 2018;379:2498505; 4.RayCoquard, et al. NEnglJ

Maoad 2N10:-201 929918909 E Mank R 1ot al 10 linOnenlOoN2 29 httne//ldnt arn/10 10007100 209 N1 NN2
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MITO 25

4

N=357

FIGO stage llIB-IV
high grade serous
or endometrioid
ovarian cancer,
primary peritoneal
and [ or fallopian-
tube cancer, HRD
positive

Stratification Factor:

*Residual tumor at primary surgery;

+Stage of disease;

*HRD status (BRCA mutated vs BRCA like)

R®S

AN A

ARM A: Carboplatin AUC 5+Paclitaxel 175
mg/fmg q 21 for b cycles + Bevacizumab 15
mg/kgq 21 for 22 cycles

ARM B: Carboplatin AUC 5+ Paclitaxel 175
mg/mqq 21 + Bevacizumab 15 mg/kg for 22
cycles + Rucaparib 600 mg bid g 28 until
progression or unacceptable toxicity

ARM C: Carboplatin AUC 5+ Paclitaxel 175
mg/mgq 21 + Rucaparib 600 bid q 28 mg.
until progression or unacceptable toxicity

g OAl dzYl 6 |

Estudios en Marcha

ENaoT

e s 0 4 e

Primary endpont:

AGO-OVAR 28/ ENGOT ov 57

Study design

[Runinperiod |

; Treatment Period J | Maintenance Phase ]

N=970

AGO (ENGOT model A)

Surgical outcome: POS 0 vs all others
Tumorbiology BRCA status

Study Group

PFS

Z
| 1
435

=

Knalind -

(0 S NJA LtIA Kw t

NIRVANA

My dagnosed FIGO stag I ighvradeseousendometioidovria, alogiantuoe o primaryprtoneal cancr

Feerule patiert > 18

Hehgrack 0C
ROOse ARG
Ferteesagey
Norescia mcr
PS0-1

Primary endpoint
Investigator-assessed PFS
C Wernill  Nepb 2y al 24 months (RECIST
3 W)
TN
E :mmm
D .
= |
) st
4 0s
Safey and toleabity
N30
Ruliste
' {L":'m”,“ Bev + Niraparib will be provided

* Stage Il vs IB/C
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¢,Puede la combinacio?ARP+ inmunoterapia mejorar estos resultados?

¢ Y la Inmunoterapia
como Mantenimiento ?

Strategy Trial(s)

PARP inhibitor + immune checkpoint inhibitor

PARP inhibitors upregulate PD-L1 and show

synergy with PD-L1 inhibitors! fucaparib + nivolumab

olaparib + durvalumab + bevacizumab

Triplet therapy:
PARP inhibitor + immune checkpoint inhibitor + —> olaparib + pembrolizumab +
antiangiogenic agent bevacizumab

FIRST (NCT03602859)
niraparib + dostarlimab + bevacizumab

Col ombo N20ZELHSGO



SLP (inv)

L htb! w@ & ! wt A

ATHENA COMBO

SG

100+ Median 95% CI Median 95% CI
90 - Rucaparib + Nivolumab 15.0 121-174 Rucaparib + Nivolumab ~ 49.4 439-55.3
80 - Rucaparib + Placebo 202 15.6-24.0 1007 Rucaparib + Placebo  58.0 46.7-NR
70 63% HR (95% CI) 1.29 (1.08-1.53) 33 ] HR (95% CI) 113 (0.93-1.38)
g 60 4 70
@ 50 - ' — 601 Rucaparib + Placebo
& 404 ' 3% Rucaparib + Placebo £ o
]
301 | . 3%, . 8
201 Placebo | H H %% ¥ 30 ) Rucaparib + Nivolumab
04— :ﬂmimiﬂm i H H ! Rucaparib + Nivolumab og 4 — Rucaparib + Placebo
+ _Censor H H H H 0- — Rucaparib + Nivolumab OS Maturity 46.5% (401/863)
0 : : : : ; . : i . ; . 104+ Censor
0 6 12 18 24 30 36 42 48 54 60 66 0 T T T T T T T T T T |
R Months o 6 2 18 4 30 % 4 48 5 6 6 72
Ruca+Nivo  436(0) 333(89) 218(174) 150 (224) 136 (244) 122 (253) 98 (267) arizra) 44 (280) 14 (282) 1(283) 0(283) Pabents at risk (events) Mﬂﬂlhs
Ruca+Plac 427(0) 382(57T) 246 (149) 167 (183) 166 (218) 136 (234) 123 (243) 113 (249) 68 (258) 24 (260) 4(261) 0 (281) Ruca+Niwo 436 (0) 41316) 388 (23) 351(53) 312 (89) 272(129) 242 (152) 214(174) 153(103) 66 (203) 17 (207) 1(208) 0 (208)
Ruca+Plac 427 (0} 411(8) 383(29) 353 (57) 312 (94) 275(120) 248 (143) 225(164) 162 (182) a1 (189) 22(193) 0(193)

Y m8s toxi ci

dades

MonkB, et al. ESMO 2024




|O+PARP+ BEVAIO+BEVA vs BEVA

Non-tBRCAm HRD-positive [Eali ENNe Gl !
DUQO La falta de un brazo

Median follow-up,* months 384 331 346

Evets,n (4 Cwes s sun de control conPARPI
' e TR dificulta la

(0.67-1.19) (0.33-0.65)

. 0.z
100 7 interpretacion del
CTxcycle 1* 80 4 .
_ 70l beneficio de la IO
‘ — - - i
50 -
Patents P ; cuando se afade a

+ Newly diagnosed 30 4 ! . Am2

FIGO stage IV AL 20 { Datamaturity across | ; PARPI

high-grade + PFS (RECIST per investigater)in 10 {  all three arms: 56% i Arm 2

epithelial OC CTxt : ol 15 mo Am 3vs Arm 1 —r Tt T

- N B““'Z”’“ak: bl - NonBRCAM HRD-posiiet % 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
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e L 0.66 0.52 1.3 0.63 : 0.68
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Larga supervivencia en Cancer de Ovario Avanzado

Segun laSEOM, i | a rsyperviviente de c8ncer o es aquell
persona que, a los 5 afios del diagndstico y tratamiento, se

encuentra libre de enfermedad , lo que en la mayoria de los casos

significa curacion.!

SEOM=Sociedad Espafiola de Oncologia Médica.

1. Sociedad Espafiola de Oncologia Médica. 2013. Comprehensive Care Plan for Long-Term Cancer Survivors [in Spanish]. https:/www.seom.org/seomcms/images/stories/recursos/PLAN_INTEGRAL_LARGO_SUPERVIVIENTE.pdf. Ultimo acceso: enero de 2025.. Gallego A, Beato C, Brozos

E, De La Cruz S, Vera Garcia R. Spanish Society of Medical Oncology recommendations for comprehensive assessment and care of cancer survivorsdneeds. Clin Transl Oncol. 2024. doi:10.1007/s12094-024-03571-
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