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Sélo 2 tratamientos de mantenimiento aprobados en mantenimiento en COA: Bevacizumab 6 iPARP

Toda paciente HRD+ recibird (a priori) un tratamiento de mantenimiento con iPARP

PAOLA-1 es el Ginico EC que combina iPARP y bevacizumab de mantenimiento con resultados positivos

(por el momento)
e e
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; Qué es cancer de ovario HRD?
¢, Qué es cancer de ovario de alto/bajo riesgo?
Tratamientos de mantenimiento en primera linea en COA HRD+ (y
evidencia):
- Bevacizumab

- iPARP
- iPARP+Bevacizumab
¢, Aporta algo Bevacizumab en pacientes HRD+7?
- Argumentos a favor
- Argumentos en contra
Conclusiones




f DNA damage response
- . =TT
Incapacidad de una célula para HHHHH

reparar eficazmente las roturas

A\
de dOble Cadena deIADN LLLLLLLLIL L) Single-strand break - Ll Ll Ll SR RRE o
utilizando la via de reparacion HR | NHEJ
inacién homél S (=i ouP MR l
por recombinacién homéloga ﬁ B O E— S S
(HRR)- PARylation MLLLLLL  LLLLLLL] dedededededdd @ o LLLLLLL
MLLLLALLALLLLLL) lllt(;;}l(.?//\\’l ll2l KuTomh
® — I DNAPK
l../- m:np;irilt')l':?ou WAL Ly, DNA end resection 11 tm 51 Ll
iPARP tratamient - e l’ :
“TTTTITTITIT I I
I no eS un ra amlen O LLLLLLLLLLLLL) o RAI)SI/-_ LALLLLL L))

400 . .
RADS1-ssDNA formation  Error-prone repair

dirigido frente a HRD %)z Dissociaton ‘
lé—/ — 1l
4-----"_D-loopl’omulion

K e’ o, Geome instability
HRD+_ blomarcador LLRLLRLLRRRLLLLLLL] Rapsivul DOA - i — Cell death
predictivo de respuesta a Via de accion de mm,l,m s Gl
iPARP/Platino platino g —r—a




Patients are classified as moderate Patients are classified as high risk if La dlferenCia en IOS % de estas Va rlables en EC CO ndiuona Ia OS

risk if they have all of the following they have =1 of the following

isk factors isk factors: (independientemente del fairmaco a estudio)

- Stage lIl disease - Stage IV disease M
“BRCAM +1CS ornosurgery Bajo el mismo tratamiento, las pacientes de alto riesgo van a vivir

«PCS +VRD or no surgery

“NoVRD +BRCAWL BRCA unknown menos que las pacientes de bajo riesgo

or BRCA missing

« Partial response to CT
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Chase D, Perhanidis J, Gupta D, Kalilani L, Golembesky A, Gonzalez-Martin A. Association of Multiple High-Risk Factors on Observed Outcomes in Real-World Patients With Advanced Ovarian Cancer Treated With First-Line Therapy. JCO Clin Cancer Inform. 2023 Jun;7:62200189
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Hace mucho tiempo, en una
galaxia muy, muy lejana...

CUANDO NO EXISTIA HRD
| ni BRCA...
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ciclos

« Pacientes con CO

primario de nuevo

Repeticion de ciclos cada 3 semanas

primaria

« Pacientes con CO epitelial, n=764 Carboplatino AUC 5 0 6, d1
de trompas de Falopio o bl e
peritoneal primario de nuevo
diagnéstico

« ECOG0-2

« Estadio FIGO IIb-IV ( FIGO
1988) o estadio I-lla de alto
riesgo (grado 3 o histologia n=1528 Carboplatino AUC 5 or 6, d1
de células claras). Paclitaxel 175 mg/m?, d1

« Sometidas a cirugia

. - : Bev 7,5 mg/kg, d1
QJLQHQQU-GIQW primaria o n=764 (Bev s:\t’:miterré% e? ciclo 1 si
inoperables se inicié la QT durante las 4

primeras semanas tras la
cirugia)

Factores de estratificacién:

« Grupo GCIG

« Estadio FIGO y enfermedad residual

* Intervalo planificado entre la cirugia
y el inicio de la quimioterapia (<4
semanas 0 >4 semanas)

Objetivo primario:

Objetivo secundario:

Diferencias:
Inclusién de pacientes: ICON 7 estadio I/Il
N° de brazos: 2 vs 3

Dosis de Bv: 7.5 mg/kg vs 15 mg/kg
Tiempo de bevacizumab: 12 meses vs 15 meses

cizumab for women with newly diagnosed ovarian cancer (ICON7): overall survival res
. J Clin Oncol. 2019 Sep 10:37(26).

2. Tewari et al. Final Overall Survival of a Randomized Trial of Bev.

wumab for Primary Treatment of Ovarian

o o O

X6
ciclos

enfermeda

Supervivencia libre de progresién

Supervivencia global

Intervalo libre de progresién bioquimica

Tasa de respuesta
Toxicidad
Calidad de vida

Bev 7,5 mg/kg cada 3 semanas X 12
ciclos o hasta progresion de
d

Estadio Ill con

Estadio Ill (>1 cm)
Estadio IV

epitelial, de trompas de
Falopio o peritoneal

diagnéstico sometidas a
cirugia citorreductora

enfermedad residual
macroscépica <1cm

induccion Bevacizumat; " Mantenimiento Beyaczumab

Objetivo primario:

Supervivencia libre de

progresion
« Evaluacion del
investigador por
ECIST

Objetivo secundario:

* Supervivencia
global

« Tasa de respuesta

* Seguridad

« Calidad de vida

Bev 15 mglkg™

Bev 15
X 16 ciclos

mglkg*
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de la cirugia

Repeticion de ciclos cada 21 dias

Adaptado de Burger RA, et al. N Engl J Med. 2011. Material suplementario’

Hasta 15 i
meses H

e 3 randomised trial. Lancet Oncol. 2015 Aug:16(8):928-36. doi: 10.

1016/S1470-2045(15)00086-8. Epub 2015 Jun 23.

- Factores de estratificacion (estadio, end residual)
- Objetivos: 1° PFS/2° 0S
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1. Oza etc a._ICONT trial investigators. Standard chemotherapy with or without bevacizumab for women with newly diagnosed ovarian cancer (ICON7): overall survival results of a phase 3 randomised trial. Lancet Oncol. 2015 Aug;16(8):928-36. doi: 10.1016/S1470-2045(15)00086-8. Epub 2015 Jun 23. 2.
Tewari et al. Final Overall Survival of a Randomized Trial of Bevacizumab for Primary Treatment of Ovarian Cancer. J Clin Oncol. 2019 Sep 10;37(26):2317-2328.




A PESAR DE HABER CONSEGUIDO SU

ENDPOINT 1°, FDA NO APRUEBA
BEVACIZUMAB POR NO IMPACTAR EN OS




QT + Bev

Alto riesgo (30% de toda la i
poblacion): E. lll enf residual > R S—_—

1Tcm/E. IV

Proportion alive

meses
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1.004
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A

QT+ Bev mantenimiento

Analisis de estadio V. 73,5% fueron estadio Il
* 26,5% fueron estadio IV

Tiempo medio (meses) de PFS con Qt + Bv: 19.8 (ICON7)/ 14.1(GOG-0218)

————____________I

Trial. Lancet Oncol. 2015 Aug, 16(8)-928-36. dor

TOT0T6/ST470-2073(15)00086-8. Epub 2073 Jur 23,
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Un cancer de ovario HRD+ deberia. ..
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. Responder a platino
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Tratamientos con Bevacizumab O NH;
B e m—————
- ICON 7/ GOG-0218 N K
— A\
Tratamientos con iPARP N
M ~—

- Niraparib: PRIMA (Niraparib vs placebo de mantenimiento tras respuesta a
platino x 3 afios)
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Tratamientos con Bevacizumab H,C—N N F
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- ICON 7 / GOG-0218
Tratamientos con iPARP o
M N
H

- Niraparib: PRIMA (Niraparib vs placebo de mantenimiento tras respuesta a platino x 3 afos)

- Rucaparib: ATHENA-MONO (Rucaparib vs placebo de mantenimiento tras respuesta a platino x 2
anos)
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Tratamientos con Bevacizumab

L caanY —————
- ICON 7/G0OG-0218

Tratamientos con iPARP
M

Niraparib: PRIMA (Niraparib vs placebo de mantenimiento tras respuesta a platino x 3 afios)

Rucaparib: ATHENA-MONO (Rucaparib vs placebo de mantenimiento tras respuesta a platino x 2
anos)

Olaparib:
- SOLO-1: Olaparib vs placebo de mantenimiento tras respuesta a platino x 2 afos

- PAOLA-1: Olaparib (x 2 afios)-Bevacizumab (x 15 meses) vs Bevacizumab x 15 meses de
mantenimiento tras respuesta a platino
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Caracteristicas comunes ensayos iPARP +/- BV
w

B aaans

Toda la poblacidn a estudio y estratificado para HRD/BRCA (SOLO-1%)

Ca. Epitelial de alto grado de ovario, trompa de falopio o primario peritoneal
Estadios lll y IV
Mismo endpoint 1° (PFS) y 2° (PFS2, OS, TFST, TSST, seguridad, QoL...)

Demostrar platino-sensibilidad*




rogression-free survival and safety at 3.5 years of
ollow-up: results from the randomised phase 3
RIMA/ENGOT-OV26/GOG-3012 trial of niraparib
aintenance treatment in patients with newly diagnosed
varian cancer
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A. Gonzalez-Martin et al. / European Journal of Cancer 189 (2023) 112908
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Niraparib first-line maintenance therapy in patients with newly diagnosed

advanced ovarian cancer: final overall survival results from the PRIMA/
ENGOT-0V26/GOG-3012 trial*
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Overall population?

Overall population

Nir
(n=487)

,63% vs 64%
13-y OS rate

; ,48% vs 51 %
! 4-y OS rate

: . 42% vs 44%
1 5.y OS rate

PBO
(n=246)

Median OS, mo 46.6 48.8
Hazard ratio (95% CI) | 1.01(0.84-1.23)
P value 0.8834
0 6 12 18 24 30 36 42 48 54 60 6 T2 78 84

is|
Nir 487 480 451 418

PBO 246 242 223 204

378
191

Time since randomization, mo

334
1

294 261 221 208 192 177 115 39 5
153 138 121 1 105 100 62 17 3

X

HRd?
100 74% vs 14%
I 3-y OS rate
80 : 61% vs 61%
| 4-y OS rate
| . 55% vs 56%
60 | , ! 5-y OS rate
I
! | !
40 I : \
FBU I
HRd population 4 6 \
20 Median OS, mo 71.9 69.8 :
. Hazard ratio (95% CI) | 0.95 (0.70-1.29) !
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Time since randomization, mo
247 245 238 224 207 191 173 156 143 134 126 121 75 31 5

126 126 118 112 107 98 91

82 75 70 68 67 40 14 3

(artin A, et al. presented at ESMO 2024 13 -17 September, Barcelona
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Maintenance olaparib for patients with newly diagnosed
advanced ovarian cancer and a BRCA mutation

(SOLO1/GOG 3004): 5-year follow-up of a randomised,
double-blind, placebo-controlled, phase 3 trial

Susana Banerjee, Kathleen N Moore, Nicoletta Colombo, Giovanni Scambia, Byoung-Gie Kim, Ana Oaknin, Michael Friedlander, Alla Lisyanskaya,

Anne Floquet, Alexandra Leary, Gabe S Sonke, Charlie Gourley, Amit Oza, Antonio Gonzélez-Martin, Carol Aghajanian, William H Bradley,
Eileen Holmes, Elizabeth S Lowe, Paul DiSilvestro

A /
100~ Olaparibgroup  Placebo group

Events 118 (45%) 100 (76%)
80 Median progression-free survival, 56-0 (41-9-NR) 13-8 (111-18-2)
months (95% Cl)

HR 0:33 (95% C1 025-0-43)
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6 12 18 24 30 36 42 48 54 60 66 72 78
Number at risk
(number censored)

Olaparib group 260 (0) 229(16) 212(18) 194(18) 173(23) 140(34) 129(37) 115(42) 101(49) 91(56) 58(85) 30(112) 2(140) 0(142)
Placebogroup 131(0) 103(3)  65(4) 53(4) 41(7) 38(7) 30(9) 24(10) 23(10) 22(10) 16(16) 3(28) 0(31) -

Overall Survival With Maintenance

Olaparib at a 7-Year Follow-Up in Patients With
Newly Diagnosed Advanced Ovarian Cancer and
a BRCA Mutation: The SOL0O1/GOG 3004 Trial

Paul DiSilvestro, MD'; Susana Banerjee, MD, PhD?; Nicoletta Colombo, MD, PhD?; Giovanni Scambia, MD*; Byoung-Gie Kim, MD, PhD%;
Ana Oaknin, MD, PhD®; Michael Fri MD7; Alla Li: MD?; Anne Floquet, MD®°; Alexandra Leary, MD*°%;

Gabe S. Sonke, MD, PhD'?; Charlie Gourley, MD, PhD'3; Amit Oza, MD'*; Antonio Gonzalez-Martin, MD, PhD'>6;

Carol Aghajanian, MD'7; William Bradley, MD*#; Cara Mathews, MD*; Joyce Liu, MD*®; John McNamara, MSc??; Elizabeth S. Lowe, MD?';
Meai-l in Ah.Sea MR RChir MN22- and Kathlean N Manre MN23: an hehalf of tha S01 01 Invactioatare

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

*P<0.0001 required to declare statistical significance
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PFS by BICR was consistent with investigator-assessed PFS, indicating robustness of the result

Olaparib plus Bevacizumab as First-Line

Maintenance in Ovarian Cancer

100 — Olaparib + Placebo +
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Rav-Coquard et al. N Engl J Med. 2019 Dec 19:381(25):2416-2428



Olaparib plus bevacizumab first-line maintenance in ovarian cancer: final

overall survival results from the PAOLA-1/ENGOT-ov25 trial
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Ola::‘r’lb * Placebo + Bev
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Events, n (%) 44 (45.4) 32(58.2)
Median OS, mo NR 52.0
5-yr OS rate, % 54.7 44.2
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HR: 0.71 (95% Cl: 0.45-1.13)
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Objetivo del tratamiento de mantenimiento:
R ————————

- ¢Aumentar PFS + OS?

v v/
X X &7 X

A PESAR DE HABER CONSEGUIDO SU
ENDPOINT 1°, FDA NO APRUEBA

BEVACIZUMAB POR NO IMPACTAR EN OS

;,Aumentar PFS + QoL?
¢,Aumentar PFS + intervalo
libre de platino?
¢,Aumentar PFS + intervalo
libre de quimioterapia?

-% oligoprogresiones candidatas a
tto radical
-N° de lineas de Qt posteriores
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Objetivo del tratamiento de mantenimiento:
O E———— —————

- ¢Aumentar PFS + OS?

PRIMA ATHENA-SOLO-1 PAOLA-1  PAOLA-1 aumenta OS:

MONO - -POor subgrupos moleculares
HRD/HRP):
PFS (BRCA/ / )

/ / / / —" BRCAmut

0S L] -Por grupos de riesgo (clinicos)
X x "’? -HRD+ alto riesgo*

BRCAmut de bajo riesgo (pocos eventos)

HRD+ bajo riesgo (pocos eventos)
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Hierarchical testing procedure in the ITT3S

BRCAmut/HRD+
“ Primary endpoint, tested at the 2-sided p<0.05 BRCAwt/HRD+
S - ‘ HRP
~ = If statistically significant B RC Am Ut /H RD +

Final PFS2 at ~ 53% maturity (~411 events) or after a maximum duration of 1 year following the PFS an BRCAwWt/HRD+
HRP

8 ___ If statistically significant

BRCAmMut/HRD+
Final OS analysis ~60% maturity or after 4 3-year durati e mai analysi icheve J BRCAwt/HRD+

HRP

H
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75.2t 66.9 Events, n (%) 44 (45.4) 32 (58.2)
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Olaparib tablets
300 mg bid x 2 years

. Primary endpoint
Ol b tablet
300 mg bid x 2 years - Investigator-assessed PFS (RECIST v1.1)
Patients
» Newly diagnosed FIGO stage IlI-IV . Key secondary endpoints
high-grade serous or endometrioid + bevacizumab$ . PFS2

ovarian, fallopian tube and/or primary <9 weeks . 0S
peritoneal cancer*

A 4

2:1 randomization stratified by:
First-line treatment NED/CR/PR + tBRCAm status

. R .
* Upfront or interval surgery First-line treatment outcome Post hoc exploratory 5-year OS subgroup analysis'

*  Platinum-taxane-based chemotherapy «  Subgroups by clinical risk, defined as:
plus 22 cycles of bevacizumab™+ — Higher risk: FIGO stage Ill with upfront surgery and
Placebo x 2 years residual disease or neoadjuvant chemotherapy;
stage IV
— Lowerrisk: FIGO stage Il with upfront surgery and
no residual disease
»  Subgroups by HRD status

+ bevacizumab$

Ray-Coquard et al. Ann Oncol. 2023 Aug;34(8):681-692
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PAOLA-1, PRIMA y ATHENA-MONO

aumentan PFS (mantenido en HRD+) | s s wices

Neoadjuvant Chemotherapy for Newly Diagnosed, Advanced
SIN IMPACTO en OS Ovarian Cancer: ASCO Guideline Update

M) Check for updates

Clinical Interpretation

En pacientes HRD+ iPARP en _ _ _
. . . s In patients with response to platinum-based therapy,
monoterapla o en combinacion con options after adjuvant chemotherapy include observation
i i Ali as well as maintenance treatments, and the decision on
Bevacizumab son opciones validas

which option to choose is based on individual patient
factors, such as BRCA status, HRD test results, stage,
extent of response to platinum-based therapy, and patient
preference. If bevacizumab was started with chemother-
apy, the continuation of bevacizumab for up to 12 months
or progression is reasonable. In patients with a germline/
somatic BRCA pathogenic variants or whose cancer is HRD
score positive, PARPi (olaparib and niraparib) are strongly
recommended. Tumor testing for somatic pathogenic

variants and HRD score should be prioritized with 1CS

J Clin Oncol 43:868-891. January 2025
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Review Article

Rationale for combination PARP inhibitor and antiangiogenic treatment K
in advanced epithelial ovarian cancer: A review S

Angeles Alvarez Secord **, David M. O'Malley °, Anil K. Sood €, Shannon N. Westin ¢, Joyce F. Liu ¢

2 Division of Gynecology Oncology, Department of Obstetrics and Gynecology, Duke Cancer Institute, Duke University Medical Center, Durham, NC, United States
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Hipoxia inducida por antiangiogénicos —> Down-regulacién de via HR —> Mayor dependencia de vias de reparacién mediadas por PARP

e

Normalizacién vascular: optimiza llegada de iPARP a células cancerosas
I e——t—— et

Gynecologic Oncology 162 (2021) 482-495



PARP inhibition and angiogenesis
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Efecto sinéroico con IPARP
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_ CP alone CP - BEV
(n=33) (n=235)
1.0 —— CP+BEV
~ CPalone PFS events, n (%) 26 (79) 27 (77)
I II I I I I 0.8 :."1?,'?.'.7.';753).. cl (14.?:215.6) (14.?4?;5.3)
> > azard ratio . . E
& N=68 2 06 gfr»%:rgl)at L;;ja(:kes_:o?g&
[T} £ PFS rate, %
Carboplatin AUC 6 § é‘- 0.4 6-month 81 94
o 1-year 68 88
¢ I .
I Paclitaxel 175 mg/m? E 0.2 Zyear 2 *
ity i A - 2 TTE R b B B % & s
I I I I [a] I I I (N;;.:tBr;Ik . 2 Time (nswnths) )
CP alone 33 21 8 1
[ | |
CP alone CP + BEV
Characteristic (n=33) (n=35)
Median age, years (range) 57 (36-82) 63 (33-78)
ECOG PS, n (%) 0 5(15) 8 (23)
! 2169 24 09 - >% de IQ en grupo BV vs QT (89% vs. 67%);
Origin of cancer, n (%) Ovary 25 (76) 31 (89) p=0 . 029
Primary peritoneal 7 (21) 4 (11) . .
Fallopian tube 10 0 - NO diferencias en tasas de respuesta completa
FIGO stage, n (%) ne 22 (67) 23 (66) 7=
v 1(33) 12(34) macroscopica
Histological sub-type, n (%)  Serous 26 (79) 27 (77) . . . . 7
Adenocarcinoma 515 7 @0) - NO diferencias en % de citorreduccién completa
Endometrioid/other 2 (6) 1@ . .
Histological grade, n (%) Grade 3 (poorly differentiated) 32 (97) 35 (100) = N O d Ife re n Clas e n P F S
Missing 1(3) 0

Int J Gynecol Cancer. 2019 Jul;29(6):1050-1056.
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Efecto sinéroico con IPARP

Argumentos en contra de
BV

No beneficio en QT neoadyuvante
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Mutations in Homologous Recombination Genes “

and Outcomes in Ovarian Carcinoma Patients in ®
GOG 218: An NRG Oncology/Gynecologic =
Oncology Group Study

Barbara M. Norquist!, Mark F. Brady?, Maria |. Harrell', Tom Walsh®%, Ming K. Lee3*4,
Suleyman Gulsuner®?, Sarah S. Bernards', Silvia Casadei®#, Robert A. Burgers,
Krishnansu S. Tewari®, Floor Backes’, Robert S. Mannel®, Gretchen Glaser®, Cheryl Bailey'®,
Stephen Rubin", John Soper'?, Heather A. Lankes', Nilsa C. Ramirez'®, Mary Claire King®*,
Michael J. Birrer'®, and Elizabeth M. Swisher"®

E Adjusted hazards for progression with extended
bevacizumab
i HR for Progression (95% CI)

0.71 (0.60-0.85)
0.82 (0.55-1.21)

1.10 (0.61-2.01)
1.00 (0.56-1.82)

De un total de 1195 pacientes, 307 HRD+:
- 148 (12.4%) BRCA1mut

- 78 (6.5%) BRCAZ2mut

- 81 (6.8%) HRD+/BRCAwt

- >
Bev better  Control better
0S by mutation group

Comparados con el subgrupo de no-mutados:
- Viven mas los HRD+ (PFS/OS)

- BV NO impacta en PFS/OS en este grupo

Proportion surviving

Months on study

Norquist et al. Clin Cancer Res. 2018 Feb 15;24(4):777-783.
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Bevacizumab as maintenance treatment in BRCA mutated patients with

advanced ovarian cancer: A large, retrospective, multicenter
case-control study

D. Lorusso *!, C. Marchetti *', C. Conte *P, E. Giudice ®, G. Bolomini 2, L. Vertechy 2, V. Ceni <, A. Ditto ¢,
G. Ferrandina *”, F. Raspagliesi ¢, G. Scambia **, A. Fagotti *®

L))

Check for

i

- Enero/2015- Junio/2019
- 12 Linea CBDCA-Taxol semanal +/-Bv
- Estatus BRCA conocido

n= 441 (183 Bv vs. 258 no mantenimiento)

Mutaciones BRCA: 148 (58 recibieron Bv)

Cox univariate and multivariate analysis for OS.

Variables Univariate analysis Multivariate analysis

OR (95% CI) P-value OR (95% CI) P-value
Age 1.02 (1.00-1.04) 0.04 1.00(0.98-1.02) 0.53
ECOG 0/21 0.46

BRCAmut/BRCAwt status

RT 0/>0
Bevacizumab yes/no

u. . A X
0.68 (0.38-1.19) _0.17
0.34 (0.64-1.00) 0.053

0.82 (0.50-1.36)

Proabability of Progression

Proabability of Progression

T

WITH BEVACIZUMAB, median PFS: 21 months

WITHOUT BEVACIZUMAB, , median PFS: 17 months

p=0.003

00 12,00 24,00 3600 48,00

Progression Free Survival (months)

BRCAmut population

20 1200

Progression Free Survival (months)

2400 3600

WITH BEVACIZUMAB, median PFS: 24 months

WITHOUT BEVACIZUMAB, median PFS: 22 months

60,00

BRCAwt population

Proabability of Progression

1200 400 3600 a0 60,00

Progression Free Survival (months)

WITH BEVACIZUMAB, median PFS: 20 months

WITHOUT BEVACIZUMAB, median PFS: 15 month:

logy 159 (2020) 95-100




Argumentos a favor de BV

Efecto sinéroico con IPARP

Argumentos en contra de
BV

No beneficio en QT neoadyuvante

udas beneficio en HRD/BRcAmutJ
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Gene Relationship with HR
ATM MRN BRCA1 Favours resection; favours the loading of RAD51
o e BRCAZ  Loads RADSIonthe sONA | 2022-RA-466-ESGO | LONG-TERM RESPONDERS (LTR) TO
. Ak BAORIC. urigar Aok e ety S AL RUCAPARIB IN RECURRENT OVARIAN
MRN' Resection stabilizes the ssDNA/RADS1 filament, extends the intermediates CANCER A SUB'GROUP ANAI.YSIS FROM
BRCA1&D fApsio ::::::a:i::?:;ﬁ:ﬂ;;;htfllc::rli’l‘.. e‘:t't:::ssllr;e intermediates THE RUCAPARIB ACCESS (RAP) PROGRAM
BARD1 Interactor of BRCA1
2 D& AL e s o e v f s, s i SPatl By cEe2
BRCA2 @ MRE11 ber of the MRN complex; signalling of the DSB; initiation of the . . R
BRCA1 & resecton Molecular and clinical determinants of response
PALB2 RADS0 Aember of the MRN plex; signalling of the DSB; initiation of the . . .
RADS1 @ resecton and resistance to rucaparib for recurrent ovarian
Aember of the lex; signalling of the ; initiation of the .
\ - el ceniessneermepsnienetae 1 cancer treatment in ARIEL2 (Parts 1 and 2)
 — w ATM Signalling of the DSB
CHEK2 Signalling of the DSB
RADSI[;}CDXZ] (0] TPS3 g;mrols cell cycle checkpoint, apoptosis and senescence; inhibits B RCA1 ’ B RCA2, RAD51 C y PAL Bz pl"ed |Cen
RADS1C .RADSIC PTEN of AKT1; i HR genes exp! 0 5 .
RA051D§ @ XRcC3 T ———T—] eficacia IPARP
XRCC2 0 CDH1 (Hereditary Diffuse Gastric Cancer)
a STK11 (Peutz-Jeghers syndrome)
| — p———— BRIP1 mutation does not confer sensitivity to PARP inhibition
A. Castaneda?, C. Moyer?, J.L. Gillespie®, R. Doberstein?, F.J. Backes®P,
< D.E. Cohn®®, PJ. Goodfellow®. °The Ohio State University, Columbus,

OH, USA, "The Ohio State University, James Cancer Hospital, Columbus,
OH, USA, The Ohio State University Medical Center, Columbus, OH, USA

Gynecologic Oncology 167 (2022) 404-413; Abstracts / Gynecologic Oncology 154 (2019) 2-288
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BV

Argumentos a favor de BV

No toda mutacidn en HRD

Efecto-sinbrgieo-conlPARE No beneficio en QT neoadyuvante
respondle a iIPARP :I

pudas beneficio en HRD/BRCAMUE

¢, UTILIZAN LOS EC (PRIMA, PAOLA, ATHENA-MONO) EL
ESTATUS HRD COMO CRITERIO DE INCLUSION?

_——

NO. UTILIZAN EL CONCEPTO DE “PLATINO-SENSIBILIDAD”
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‘J,Qué es la platino-sensibilidad? || Distintas definiciones

([SOLO-1: Partial response: 230% decrease in tumor volume from]
the start to the end of chemotherapy or no evidence of disease
on imaging after chemotherapy but a CA-125 level above the
\upper limit of the normal range

S

PAOLA-1: Partial response was defined as radiologic evidence
of disease, an abnormal CA-125 level, or both.

PRIMA: Complete or partial tumor response to platinum-based
regimen per RECIST criteria, either CA-125 in the normal range
or CA-125 decrease by more than 90% during their front-line
therapy, stable for 27 days (no increase >15%)

ATHENA-MONO:complete response or partial response by
RECIST v1.1, or a cancer antigen (CA-125) response by
Gynecologic Cancer Intergroup criteria in patients with non-
measurable disease (>50%)
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‘&Qué es la platino-sensibilidad? ||Distintas definiciones Distintas mediciones

([SOLO-1: Partial response: 230% decrease in tumor volume from]
the start to the end of chemotherapy or no evidence of disease
on imaging after chemotherapy but a CA-125 level above the
lupper limit of the normal range i Clinica (ascitis, disnea,
suboclusion...)

PAOLA-1: Partial response was defined as radiologic evidence

of disease, an abnormal CA-125 level, or both. Radiolégica: RECIST

PRIMA: Complete or partial tumor response to platinum-based
regimen per RECIST criteria, either CA-125 in the normal range Patologica: CRS
or CA-125 decrease by more than 90% during their front-line
therapy, stable for 27 days (no increase >15%) Bioquimica: reduccién de

ATHENA-MONO:complete response or partial response by Ca125/ KELIM
RECIST v1.1, or a cancer antigen (CA-125) response by
Gynecologic Cancer Intergroup criteria in patients with non-
measurable disease (>50%)




Identification of Patients With Ovarian

Cancer Experiencing the Highest Benefit From

. Bevacizumab in the First-Line Setting on the
Basis of Their Tumor-Intrinsic Chemosensitivity
(KELIM): The GOG-0218 Validation Study

KEL unfavorable (bevacizumab)

KEL unfavorable (placebo)

----- KEL favorable (placebo) == === KEL favorable (bevacizumab)
1.0 4 + Censored
Group Median Log-Rank HR (95% CI)
L
08 - TI KEL unfavorable (placebo) 5.6 <.001 Ref
—_— ’ 'Jn.L KEL unfavorable (bevacizumab) 9.1 0.64 (0.53 to 0.78)
Y
E I KEL favorable (placebo) 1.7 0.312 Ref
= 0.6 - ', KEL favorable (bevacizumab) 16.3 0.88 (0.68 ta 1.13)
_g H Total n = 705
g
— 04 4
w
[
o
0.2 A
i e Ll
wggz-t52¥_mi R
T T T T T T T T T T T T
0 12 24 36 48 60 72 84 96 108 120 132 144
Time (months)
No. at risk:
KEL unfavorable (placebo) 230 6 4 1 0
KEL unfavorable (bevacizumab) 203 12 6 3 0
KEL favorable (placebo) 122 23 13 7 0
KEL favorable (bevacizumab) 150 26 17 4 0

No impacto en PFS (HR, 0.96; 95% Cl, 0.79 to 1.17) ni OS

(HR, 1.11; 95% Cl, 0.89 to 1.39) si KELIM FAVORABLE
TR it S
IMPACTO EN PFSY OS EN ALTO RIESGO EN KELIM
DESFAVORABLE (NO EN FAVORABLE)

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

1.0 4 . + Censored
‘-'::!_ Group Median Log-Rank HR (95% CI)
T‘-._‘ KEL unfavorable (placebo) 29.1 0.023 Ref
0.8 “‘;\L KEL unfavorable (bevacizumab)  35.1 0.79 (0.65 to 0.97
“2.-_ _L"\. KEL favorable (placebo) 49.4 0.748 Ref
= 1~‘._‘ KEL favorable (bevacizumab) 59.6 1.05 (0.79 to 1.39
= 0.6 1 "1:':..,,_ Total n =711
E=3 ke
E L]
£ 04
w
o
0.2
T T
0 12 24 36 48 60 72 84 96 108 120 132 144
Time (months)
No. at risk:
KEL unfavorable (placebo) 232 87 31 4 0
KEL unfavorable (bevacizumab) 206 98 36 5 0
KEL favorable (placebo) 122 85 45 13 0
KEL favorable (bevacizumab) 151 106 58 16 0

JINCI Cancer Spectrum (2020) 4(3); J Clin Oncol 40:3965-3974
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Bevacizumab for Newly Diagnosed Ovarian Cancers: Best Candidates

Among High-Risk Disease Patients (ICON-7)

High-risk diseases

Survival probability

Numbers at risk

Unfavorable KELIM;
Chemotherapy alone

Favorable KELIM;
Chemotherapy alone

Unfavorable KELIM;
Chemotherapy +
bevacizumab

Favorable KELIM;
Chemotherapy +

100

80

60

Low-risk diseases

o

100

80

60

40

20

=

Unfavorable KELIM: chemotherapy + bevacizumab

h
py alone

En el grupo de alto riesgo...

Survival Probability
40

20

167

287

178

296

T
20

132
258

138

272

T
60

Overall survival time (months)

7

25

8

21

Los pacientes con KELIM FAVORABLE
no se beneficiaban (OS) de

Bevacizumab (46.6 vs 48.2 meses);
p=0.70; HR 0.93 (95% CI 0.65-1.34)

127

96

117

118

Overall survival time (months)

-Los pacientes con KELIM
DESFAVORABLE se beneficiaban,
aunque no estadisticamente
significativo (p=0.09; HR 0.78 (95% CI
0.58-1.04)

JINCI Cancer Spectrum (2020) 4(3); J Clin Oncol 40:3965-3974
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No beneficio en QT neoadyuvante
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Argumentos a favor de BV

Efecto sinéroico con IPARP

No toda mutacidn en HRD
respondle a IPARP

KELIM desfavorable Yy alto riesgo

Argumentos en contra de
BV

No beneficio en QT neoadyuvante

wolas beneficio en HRD/BRCAMUE

KELIM favorable







-

INTERNATIONAL JOURNAL OF

GYNECOLOGICAL CANCER
X

Outcomes and endpoints of rel(
gynecologic cancer clinical tri

Ainhoa Madariaga
Antonio Gonzalez Martin
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,! Rodrigo Sanchez-Bayona,' Fernanda G Hel =

Other time o event endpoints, including fime from randomizafion fo
progression on the second-line therapy or death (progression-free
survival two) and time to second subsequent therapy, can be used
as secondary outcomes in phase Il clinical trials (Figure 1).*' These

provided by the increase in progression-free survival is maintained
over time, and the disease remains controlled at a longer term.*' In
cases where it is not feasible to ensure regular disease reassess-
ment until the time of second progression, time to second subse-
quent therapy should be used instead of progression-free survival
=hao

¢ Cual es el mejor endpoint subrogado de PFS?

¢ PFS27?

¢ TSST?

¢, QoL?

¢, Tiempo hasta la platino resistencia?

Regulatory agencies recommend that maintenance ftrials
should report the impact in the subsequent line of therapy. Both
progression-free survival two and time to second subsequent
therapy have an important role in studies assessing maintenance
strategies.*' Prolonged administration of a treatment as mainte-

or similar agents; patients could develop cross-resistances and
treatment-related toxicity that might decrease tolerance to subse-
quent therapy. Analysis of the benefit in time to second subsequent
therapy could help to elucidate whether a statistically non-

nance may Teduce e abi IW of pahenfs f0 Denetrt from the same |

INITIAL CR
TREATMENT or
PR

PFS

TFST | Time to first subsequent therapy

TSST | Time to second subsequent therapy

SECOND
® . ST%':ETCS’ETTT oD SUBSEQUENT
TREATMENT

PD

| Progression free survival

> “Sesgado por el
i> (pﬁnmo

| Time to second objective disease progression

J
D

significant difference in overall survival might be real.*!

Madariaga et al. Int J Gyne.

023 Mar 6;33(3):323-332.
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Maintenance olaparib plus bevacizumab in patients with = ®

newly diagnosed advanced high-grade ovarian cancer: -
Main analysis of second progression-free survival in the
phase IIT PAOLA-1/ENGOT-ov25 trial
Olaparib + Placebo +
100 — bevacizumab bevacizumab
n=537 n=269
é § 80 | Events, n (%) 260 (48) 164 (61)
E g o ) 365 326
E % HR 0.78
£ 95% CI 0.64-0.95
g g 40 — P=0.0125
% a 204 \
0 : = = = . 27% of patients in the placebo

— T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
No. at risk Months since randomisation

Olaparib + bev 537 527 515 491 459 434 408 376 339 309 263 217 150 97 72 22 14 3
Placebo + bev 269 266 258 245 226 215 206 190 171 149 131 106 72 40 27 9 4 1 0

arm and 9% in the olaparib arm

received a PARP inhibitor as

their first subsequent treatment

Aumento de PrFrSZ en:

ITT: HR 0.78 (0.64-0.95; p=0.0125)
HRD+: HR 0.56 (0.41-0.77)
HRD+/BRCAwt: HR 0.6 (0.38-0.96)

J

| I— S
¥ 4 HRD-positive,* excluding tBRCAm
HRD-positive,* including tBRCAm
100+ 100
@
8
8E o ol
£
=l
[} Otaparb plus bev 604 Olaparib plus bev
- \
“w
E® e
£5 40
g8
2o
g5 M ; =
® e Placebo plus bev
o
| T e R . TR T PR M R N I S I [ e | % § 12 15 18 21 24 27 30 33 36 39 42 45 48 51 o
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54
3 6 91215 18 21 24 27 30 33 36 39 42 45 48 51 54
No of patients at risk. Months since randomisation Months since randomisation
Ola+bev 265 253 252 247 239 230 223 211 196 184 161137 102 70 54 17 11 3 0 97 96 95 92 87 83 81 77 67 63 53 46 31 24 20 7 5 1 0
Pla+bev 132130127 12511711110999 93 83 71 61 44 26 17 8 4 1 0 55 54 53 52 49 44 43 40 36 30 27 28 15 8 3 1 O
Olaparib + Placebo + Olaparib + Placebo +
bevacizumab bevacizumab bevacizumab bevacizumab
n=255 n=132 n=97 n=55
Events, n (%) 85 (33) 70 (53) 41(42) 33(60)
Median PFS2, months 50.3+ 35.3 50.3¢ 301
HR 0.56 HR 0.60
95% C1 0.41-0.77 95% CI 0.38-0.96

fartin et al. Eur J Cancer. 2022 Oct;174:221-231



PSA-063 ATHENA-MONO Post-Progression Survival Data
Update in Patients With Newly Diagnosed Advanced
Ovarian Cancer

Sharad Ghamande, Rowan E. Miller, Ekaterina Solovyeva, Emily Prendergast, Maria Del Mar

Gordon Santiago, Yong-Man Kim, Ramey Littell, Nuria Ruiz, Paul Bessette

Prespecified Overall population All HRd HRd/BRCAm HRdJ/BRCAwt
secondary efficacy Niraparib | Placebo | Niraparib | Placebo | Niraparib | Placebo | Niraparib | Placebo
endpoint (n=487) | (n=246) | (n=247) | (n=126) | (n=152) | (n=71) | (n=94) | (n=55)
TFST

Median, months 17.0 12.0 26.9 13.9 34.3 14.9 22.5 12.9

i v | 0,74 (0.62-0 89) 0.55(0.43-0.71) 0.45 (0.32-0.62) 0.76 (0.50-1.14)

PFS2

Median, months 30.1 27.6 43.4 39.3 46.6 46.5 38.0 34.1

Endpoint - JHR(55%C)

PFS2 0.74
(Progression-Free Survival 2) | [0.47-1.17]

TFST 0.66

[0.37-0.82]

(Time to First Subsequent
Therapy)

TSST
(Time to Second Subsequent
Therapy)

0.89
[0.43-1.09]

Hazard ratio, 95% CI 0.96 50.79-1 _17!

0.87 (0.66-1.17)

0.90 (0.61-1.32)

0.88 (0.57-1.36)

Presented at ESGO 2025 Annual Meeting; Feb 20-23; Milan, Italy.; Ann Oncol. 2024 Nov,;35(11):981-992.



Argumentos a favor de BV

Efecto sinéroico con IPARP
No toda mutacidn en HRD
respondle a IPARP

KELIM desfavorable Y alto riesgo

PFS2 significativo para PAOLA-1
n +

Argumentos en contra de
BV

No beneficio en QT neoadyuvante

wolas beneficio en HRD/BRCAMUE

KELIM favorable




PSA-063 ATHENA-MONO Post-Progression Survival Data
Update in Patients With Newly Diagnosed Advanced
Ovarian Cancer

Sharad Ghamande, Rowan E. Miller, Ekaterina Solovyeva, Emily Prendergast, Maria Del Mar

Gordon Santiago, Yong-Man Kim, Ramey Littell, Nuria Ruiz, Paul Bessette

Endpoint - JHR(55%C)

PFS2 0.74
(Progression-Free Survival 2) | [0.47-1.17]

TFST 0.66

[0.37-0.82]

(Time to First Subsequent
Therapy)

TSST
(Time to Second Subsequent
Therapy)

0.89
[0.43-1.09]

Prespecified Overall population All HRd HRdJ/BRCAm HRdJ/BRCAwt
secondary efficacy Niraparib | Placebo | Niraparib | Placebo | Niraparib | Placebo | Niraparib | Placebo
endpoint (n=487) | (n=246) | (n=247) | (n=126) [ (n=152) | (n=71) (n=94) (n = 55)
TFST

Median, months 17.0 12.0 26.9 13.9 34.3 14.9 22.5 12.9

i 9 | 0,74 (0.62-0 89) 0.55 (0.43-0.71) 0.45 (0.32-0.62) 0.76 (0.50-1.14)

PFS2

Median, months 30.1 27.6 43.4 39.3 46.6 46.5 38.0 34.1

Hazard ratio, 95% CI 0.96 50.79-1 .17! 0.87 (0.66-1.17) 0.90 (0.61-1.32) 0.88 (0.57-1.36)

Second progression-free survival (%)
wu
o
1

Olaparibgroup  Placebo group

Events 80 (31%)
Median second progression-free  NR (NR-NR)
survival, months (95% Cl)

61 (47%)
421 (35:5-61.0)

HR 0-46 (95% Cl 0-33-0-65)

Slides pi

d at: Society of G

logic Oncology 2021 Virtual Annual Meeting on Women's Cancer; March 19-25, 2021; virtual.

0 T T T T T T T T T T y T 1
6 12 18 24 30 36 42 48 54 60 66 72 78
Number at risk
(number censored)
Olaparibgroup 260 (0) 239 (18) 229(22) 216(24) 195(32) 170(43) 159(45) 141(52) 125(63) 115(70) 78(104) 37(143) 4(176) 0(180)
Placebogroup 131(0) 122(7) 107(17) 92(23) 79(26) 68(27) 56(31) 44(36) 38(39) 35(40) 23(49) 6(64) 1(69)  0(70)




Argumentos a favor de BV

Efecto sinéroico con IPARP

No toda mutacidn en HRD
respondle a IPARP

KELIM desfavorable Yy alto riesgo

PFS2 significativo para PAOLA-L
en HRD+

Argumentos en contra de
BV

No beneficio en QT neoadyuvante

wolas beneficio en HRD/BRCAMUE

KELIM favorable

PFS2 significativo para SOLO-1
(BRCAMUL)




Argumentos a favor de BV

Events, No, (%) 84 (32.3) 65 (49.6)

100 - Median OS, months NR 5.2
90 4 [ #m 055 195% C1. 0.40 10.0.78); £« 0004 |
80 731
70 - [ 7
- L]
§ 60 E H Qlaparib
o 504 E i
o I )
40 i i
30 E E Placebo
20 E E
i :
10 4 H i
i H
0 6 12 18 24 30 36 42 48 54 60 66 72 78 8B4 90 96 102
Time Since Random Assignment (months)
No. at risk:

Olaparib 260 252 246 236 227 214 203
131 128 126 114 108

Placebo

194 185 177 170 165 159 157 153 79 21 0

100 97 92 87 80 73 67 60 H4 52 21 6 O

Argumentos en contra de
BV

No beneficio en QT neoadyuvante

wolas beneficio en HRD/BRCAMUE

KELIM favorable
PFS2 significativo para SOLO-1

OS clinicamente significativo
paAra SOLO-L

L

)




Argumentos a favor de BV

Efecto sinéroico con IPARP
No toda mutacidn en HRD
respondle a IPARP

Rechallenge BV: MITO16

KELIM desfavorable Yy alto riesgo
PFS2 significativo para PAOLA-1

o

Carboplatin-based doublet plus bevacizumab beyond
progression versus carboplatin-based doublet alone in
patients with platinum-sensitive ovarian cancer:
arandomised, phase 3 trial

Sandro Pignata, Domenica Lorusso, Florence Joly, Ciro Gallo, Nicoletta Colombo, Cristiana Sessa, Aristotelis Bamias, Vanda Salutari, Frédéric Selle,
Simona Frezzini, Ugo De Giorgi, Patricia Pautier, Alessandra Bologna, Michele Orditura, Coraline Dubot, Angiolo Gadducci, Serafina Mammoliti,
Isabelle Ray-Coquard, Elena Zafarana, Enrico Breda, Laure Favier, Antonio Ardizzoia, Saverio Cinieri, Rémy Largillier, Daniela Sambataro,

Emmanvel Guardiola, Rossella Lauria, Carmela Pisano, Francesco Raspagliesi, Giovanni Scambia, Gennaro Daniele, Francesco Perrone, on behalf of
the MITO16b/MANGO-0V2/ENGOT-ov17 Investigators*

dard chemo- i b
therapy group group
Median progression-free survival, months (95% CI)  8-8(8-4-9-3) 11.8(10-8-12-9)
g 754 Hazard ratio 0-51 (95% C1 0-41-0-65), stratified log-rank p<0-0001
-g —— Standard chemotherapy group
2 —— Bevacizumab group
c
2
a
4
g
£ o5
0 T T T T T T T 1
0 6 12 18 24 30 36 42 48
Time since randomisation (months)
Number at risk
(number censored)
Standard chemotherapy group 203 (3) 137 (25) 35(35) 10 (38) 5(40) 1(41) 0(41) 0(41) 0(41)
Bevacizumab group 203 (1) 179 (9) 83(29) 30(40) 9(42) 3(45) 0(45) 0(45) 0(45)

Chemotherapy plus or minus bevacizumab for platinum-sensitive ovarian cancer patients recurring after a bevacizumab containing first line treatment: The randomized phase 3 trial MITO16B-MaNGO OV2B-ENGOT OV17.. JCO 36, 5506-5506(2018).



OCEANS: a randomized, double-blind, placebo-
controlled phase III trial of chemotherapy with or
without bevacizumab in patients with platinum-
sensitive recurrent epithelial ovarian, primary
peritoneal, or fallopian tube cancer

Bevacizumab combined with chemotherapy for
platinum-resistant recurrent ovarian cancer: The
AURELIA open-label randomized phase III trial

Argumentos en contra de
BV

No beneficio en &T neoadyuvante

wolas beneficio en HRD/BRCAMUE

KELIM favorable

PFS2 significativo para SOLO-1
(BRCAMUL)
OS clinicamente significativo

OCEANS Y AURELIA son EC
sitivos

Aghajanian et al. Gynecol Oncol. 2015 Oct;139(1):10-6.
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Tumour Review

A review

Bradley J. Monk > @,

# GOG Foundation, Philadelphia, PA, U:
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Conclusions and future persg

Bevacizumab is an establist
and recurrent AOC; however, id
is still debated. Recent results
bevacizumab with olaparib as i
both higher- and lower-risk pat
While the use of bevacizumab ¢
relevant in first-line treatment i
provided some insights into p
ment. Various factors that ma
considered (Table 4), includi
score), relevant clinical subgro
neoadjuvant vs. upfront surgern
history of cardiovascular dis
perforation or renal dysfunctior
such as NIRVANA-1 and AGO-(
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Optimal bevacizurrTable 4

Factors that might influence use of bevacizumab.

Biomarkers

Relevant clinical
subgroups

Contraindications for
bevacizumab

alize treatment with bevacizume.

Cancer Treat Rev 2025 Jun-137-102045

S ———________

BRCAm (for use in combination with olaparib)
HRD score (for use in combination with olaparib)
KELIM score

Higher vs. lower risk

Residual tumor

Neoadjuvant vs. upfront surgery

History of cardiovascular disease, including risk
factors for arterial/venous thrombosis and
hypertension

Risk factors for renal dysfunction

History of bleeding or blood clotting disorders
Recent surgery

Pregnancy
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PODCAST

Should all advanced BRCA-mutated patients in response to first-line
platinum-based chemotherapy receive PARPi + bevacizumab as
maintenance therapy?

M. Turinetto'*, I. Ray-Coquard” & C. Gourley®

Department of Oncology, University of Torino at Ordine Mauriziano Hospital, Turin, Italy; “Centre Léon Bérard Department of Medicine and Centre de Recherche en
Cancérologie de Lyon, Lyon Recherche Innovation Contre le Cancer (LYRICAN), Université Claude Bernard Lyon I, Lyon, France; *Nicola Murray Centre for Ovarian
Cancer Research, Cancer Research UK Scotland Centre, Institute of Genetics and Cancer, University of Edinburgh, Edinburgh, UK

Candidatos a combinacién:
Estadio IV
Respuesta parcial al platino
Enf residual tras cirugia
Derrame pleural

M

Aunque es posible argumentar que los pacientes con tumores
BRCA probablemente se beneficien al maximo de PARPi y, por lo
tanto, es posible que no necesiten bevacizumab en
primera linea, todavia no tenemos un prueba formal de
la comparacién directa, que estard disponible con los
resultados del ensayo NIRVANA-1

D ————

Clinical Trial Protooal
For reprint orders, please contact: reprinte@fururemeaicine com

NIRVANA-1: maintenance therapy with
niraparib versus niraparib-bevacizumab in
patients with advanced ovarian cancer

Syminz Sgluinr‘-!c‘-", Pauline Corbaux'-?, kabelle Ray-Coguard?, Myong Checl Lim*, Kosei

Hasegawa®, Els Van Nieuwenhuysen®, Antonio Gonzabez!, Francesco Raspaghies® & Gilbes
Frayer %

https://doi.org/10.1016/j.esmoop.2024.102983
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PAOLA 1

Olaparib+Bevacizumab vs
Placebo+Bevacizumab

e ——

Beneficio olaparib-Bv vs.\
Niraparib: 6.2 m

PRIMA
<

Niraparib vs placebo

SOLO1

Olaparib vs placebo

GOG-0218
Quimioterapia+B

Quimioterapia
ICON7
o

quimioterapia

apia

733

g — Beneficio Olaparib-Bv vs. Bv
A% iy SLP o muer
—— 115 m
|\
AN ((::';)3_;;7) ‘ SLPomuerte
A * mg,_gzz) ‘ SLP o muerte \
1 — Beneficio Niraparib vs
HR 0,43
B (0,31-059) . placebo : 11 m
A B HR 0,62
n (0,50-0,76) [ SLP
HR 0,30 | sLp
(0,23-0,41)
- R0,71
e ﬂ
1873
A i (03.1.05) | s
1528
0 12 18 24 30 36 42 48 54 OSes

N g 0 sSBRCA mut

* HR competente

HR deficiente (BRCA 1/2 excluido)

Control B Experimental

Adaptado de Nero C, et al. Cancers (Basel). 2021’

Referencia: 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 Mar 15;13(6):1298.



La SUPERVIVENCIA (PFS/0S) viene determinada por:

- Elfdrmaco a estudio

- LAS CARACTERISTICAS INTRINSECAS DE LA POBLACION |

SOLO-1 PAOLA-1 ATHENA- PRIMA

MONO
E. IV (%) 17 30 25 35
PDS 63 51 49 33
R2 (%) 23 40 25 47
NAC (%) 35 42 51 67
Respuesta 18 27 18 31
parcial

BRCAwt BAJ C;‘ RIESGO UpdatZd‘}rogression-free survinI?nd final ALTO 7R‘?E SGO

= overall survival with maintenance olaparib =
plus bevacizumab according to clinical risk
> 0S in patients with newly diagnosed advanced <0S
ovarian cancer in the phase Il PAOLA-1/
ENGOT-ov25 trial




fos:
- PAOLA-1, brazo Olaparib-BV: 55.2%
- PRIMA, brazo Niraparib: 55%

m HRda
100 74% Vs 14%
80 - - I 3-y OS rate
— 83.0%! 80 : [ 61% vs 61%
£ 707 ' | 4y OS rate
@ 60- | ! | 55% vs 56%
5 ' '54.3’&: 60 1 | ! 5.y OS rate
z %7 : : : ! !
1
g 4 E ., Oiparb + bev 40 L |
- 1 I 1 DRO |
0 X X X Placebo + bev HRd population 4 6 !
L ! ] : 201 ["edian 08, mo 719 | 698 :
104 : : : 0 Hazard ratio (95% Cl) | 0.95 (0.70-1.29) !
u D 1I2 2{_‘ é ‘Ia é ﬁ 'ﬁ 0 ™7 6 T |1|2| |1|8|. |2|4| 13.101 |3|6| |4|2| |4|8| .15-41 .16101 16161 17121 17181 |8|4| T
Time from randomization (months) Time since randomization, mo
e e 247 245 238 224 207 191 173 156 143 134 126 121 75 31 5
lacebo oy 8 8 B K1 85 81 TH TN TI 0 06 € 5T % 5 B 4 47 6 M M MW 4 D 126 126 118 112 107 98 91 8 75 70 68 67 40 14 3

nted at ESMO 2024 13 -17 September, Barcelona



Design: Phase Il, Single-Arm, Open-Label Study

Patients with newly diagnosed high-grade serous
or endometrioid stage IlIB or IV epithelial ovarian,

fallopian tube, or peritoneal cancer who achieved a OVARIO PRI MA

CR, PR, or NED result after front-line platinum-based

chemotherapy + bevacizumab
o Estadio IV Estadio IV
21,9% 35%

All patients underwent tissue testing
for HRD status at enrollment

o o
Niraparib (200 or 300 mg QD) + bevacizumab (15 mg/kg Q3W) PDS 37’ 1 /0 PDS 33 /0

Niraparib starting dose Bevacizumab R2 2 6 7 % R2 4 7 %

200 mg: <77 kg and/or Maximum of 15 months,
platelet count <150,000/uL including first-line treatment
(0]
PR 31%

300 mg: All others PR 41 ’9%

h

Endpoint Data cutoff
BRCAwt 63,8% BRCAwt 70%

Efficac PFS rate at 18 months® | December 24, 2020
i
y Median PFS June 16, 2021

Safety Treatment-related AEs | December 24, 2020

aPrimary endpoint.

ASCO 2025. Péster
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mPFS
- OVARIO, brazo Niraparib-BV: 28.3 m
- PRIMA, brazo Niraparib: 24.5 m

Me
28.

Censored observations!
HRd

dian PFS (95% CI)
months (19.9-NE months)

"

T

20

Estimated survival function (%)

Median PF$ (95% Cl)
14.2 monthg (8.6-16.8 months)

. Median PFS (95% ClI)
¢ 12.1 months (8.0-NE months)

A A AA

]

e e

Number of patients at risk
HRd 49

HRp 38

HRnd 18

46

16

23
12

38
19
1"

12

15

18

21

2

4 27 30 33 36

Time since first study dose (months)

37
14
8

29
6
7

26
4
6

20
4
5

90

80

707

60

50

40

Estimated PFS function, %

30

204

10+

“

Hazard ratio
(95% Cl)

Placebo
mPFS

Niraparib
Population mPFS

1-year HRd (n=373) 245 mo 1.2mo 0.52 (0.40-0.68)
I PFS rate
1
2-year 3-year 4-year
PFS rate 1| PFS rate | PFS rate

44%

47%

17%

0

Patients at risk

Niraparib 247 236 222 200 190 174 159 144 138 125 119 116 110 103101 101 99 92 87 82 71 48 45 38 21 17 15

LI
0 2 4 6 8

1 1 1.1 1.1 1 1 1 1.1 1. 1T 1T § T T T T 1T
10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60

Months since randomisation

IS
N
o

Placebo 126 118102 91 76 66 57 47 46 41 36 35 34 32 28 28 26 26 256 25 24 11 10 7 5 2 2 2 1 0O

ASCO 2025. Poster
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Y

¢ OVARIO (niraparib + bevacizumab) - HRD

e N=49

Mediana PFS = 28.3 meses

Eventos (progresion o muerte) =~ 49% - Aproximadamente 24 eventos (ya que la madurez era del
50.5%)

Disefio: fase Il, no controlado

ul Analisis estadistico aproximado — comparacion de tasas de eventos
Queremos comparar las proporciones de eventos en ambos grupos:

OVARIO: 24/49 = 49%

* PRIMA: 154/245 = 62.9%

Podemos aplicar una prueba de diferencia de proporciones (prueba z para dos proporciones).

» PRIMA (niraparib) - HRD
e N =245 (niraparib en HRD)
¢ Mediana PFS = 21.9 meses

« Eventos (progresion o muerte) = 154 (seguin texto: “primary analysis was performed after progression
or death in 154 patients with HRD")

» Disefio: fase lll, controlado

fi# calculo
Usamos:
p1— P2
Y A O YA
p(L-p)(5 + ;)
donde:

° p1= 0.49, ny = 49

o po = 0.629, ny = 245
__ 24+154 __ 178 ~ 0.605

* P= forods ~ 204

Sustituimos:

0.49 — 0.629 —0.139 -0.139  —0.139 _

z = ~ ~ ~ ~ —1.69
\/0.605(1 _ 0.605)(%9 + Tis) \/0.239(0.0245 + 0.0041) \/0.00676 0.0822

Esto da un valor de p = 0.09, lo que no alcanza significacion estadistica al 5%, aunque es cercano.
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Curvas de Supervivencia Global - HRD+ Alto Riesgo (Tratamiento vs Placebo)

1.0 = PAOLA-1: Olaparib + Bev
—=—PRIMA: Niraparib
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»+++ PRIMA: Placebo
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Curvas de Supervivencia Global - HRD+ Alto Riesgo (Tratamiento vs Placebo)

1.0f ——— PAOLA-1: Olaparib + Bev
—=—PRIMA: Niraparib
PAOLA-1: Placebo + Bev
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Curvas de Supervivencia Global - HRD+ Alto Riesgo (Tratamiento vs Placebo)

1.0 = PAOLA-1: Olaparib + Bev
—=—PRIMA: Niraparib
PAOLA-1: Placebo + Bev
» PRIMA: Placebo

5 0.8
)
E
0.6}
]
)
J
J
]
1
; 04 :
] He comparado las proporciones de muertes a los 5 afios entre los dos brazos que mencionaste:
]
) * PAOLA-1 (olaparib + bevacizumab, HRD+ alto riesgo): 55% vivas - 45% muertas

0.2}

* PRIMA (niraparib, HRD+): 55% vivas - 45% muertas
ul Resultado del test exacto de Fisher:
0.0 i i i i
. 10 20 29 * Odds ratio: 1.0
Tiempo (meses)
» Valor p: 1.0




Argumentos a favor de BV

Efecto sinéroico con IPARP

No toda mutacidn en HRD
respondle a IPARP

KELIM desfavorable Yy alto riesgo

PFS2 significativo para PAOLA-L
en HRD+
Rechallenge BV: MITO16

Argumentos en contra de
BV

No beneficio en &T neoadyuvante

wolas beneficio en HRD/BRCAMUE

KELIM favorable

PFS2 significativo para SOLO-1
(BRCAMUL)
OS clinicamente significativo
pAYA SOLO-1
OCEANS Y AURELIA son EC

pos’ut’wgs

CHAT GPT dice que BV no aporta J
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- iPARP en monoterapia o en combinacién con bevacizumab son opciones
validas como tratamiento de mantenimiento en pacientes HRD+

- Es mas discutible el papel de la combinacién en pacientes BRCAmut
(resultados de PFS, PFS2 y OS de SOLO-1)

- Existen factores, como la platino-sensibilidad (KELIM) o el alto riesgo que

definen mejor el subgrupo de pacientes que mas se benefician de la
combinacién (estudios retrospectivos, post-hoc...)




\.’ ‘
- En los préximos afos, debido al “boom” de nuevos farmacos/EC en marcha en

cancer de ovario/ estudios basket es probable que existan distintas terapias
(diferente mecanismo de accién, diferente toxicidad...) con beneficio para la

misma indicacion.

GLORIOSA: A randomized, open-label, phase 3 study of
mirvetuximab soravtansine with bevacizumab vs.
bevacizumab as maintenance in platinum-sensitive ovarian,
fallopian tube, or primary peritoneal cancer.

Authors: David M. O'Malley, Tashanna K. N. Myers, Claudio Zamagni, Elisabeth Diver, and Domenica Lorusso ' AUTHORS INFO & AFFILIATIONS




La ciencia nos ensena, en efecto,

Bilbao

12-13
junio
2025

a someter nuestrarazénala
verdad y a conocery juzgar las Miguel de
cosas tal como son, es decir, Unamuno.
como ellas mismas eligen sery

no como quisiéramos que fueran.

Plaza Miguel de Unamuno.
Casco Viejo. Bilbao




