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Epidemiologia:

Estimacion de nuevos casos
por ano en Espana:
3584

Sintomas inespecificos

Diagnostico en estadios
avanzados

Supervivencia 5a = 40%
(R{=ple7:N\Y)

Mujeres
Figura 15, Tasas de incidenca y mortalidad estimadas por cincer en Espafia para ambos sexos (excluides los tumares authneas no-melanamal.
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Diagnadstico:
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Seroso de alto grado (70%)

Histologia:

Endometrioide (10%)

Carcinoma de células claras (6-10%)

Epitelial (90%)

Seroso de bajo grado (5%)

Cancer de

ovaric Germinal

Mucinoso (3-4%)

Estroma

Indiferenciado, mixto, carcinosarcoma,
Mesonefrico-like, Brenner maligno

WHO Classification of Tumours Editorial Board. Female Genital Tumours: WHO Classification of Tumours: IARC, Lyon, France, 2020. + A AN L ATOL&BW. V-—ocﬂaa-ﬁ—



Caracterizacion molecular:

Table 2. Selected genomic alterations and their frequencies in high-grade serous ovarian carcinoma

Gene Alterations Low-Grade Ovarian C lear Endometrioid Mucinous from the TCGA 2.
Serous Cancer Cell Carcinoma
Mutations Gene Frequency of Mutations Frequency of Copy Number Alterations b
BRAF 33% 2:38%P: 16% ¢ 0% € 1% f 24% 2 0% X: 23% 1. 59, m. TP53 96% 0.9%
KRAS 19% P 35% a:219% © <1% 2 7% f <1%2 50% X 68% 1: 65% M BRCAI © 12% 0.6%
PIK3CA 11% P 25% €:33% f 12% © 14% ™ BRCA? 11% 2%
PTEN 20% d 0% ©; 5% { 14%J:31% © 39% M MYC 0% 31%
ARID1A - 46% 8; 57% b 30% 8 9% ! MECOM 0.2% 222/0
CTNNBI - 0% ©; 3% f 23% ©; 24% ) 5% ™ CCNET 0% 20%
CDKN?A _ i ’ 199, m PRKCI 0.6% 19%
TP53 j j j 570, m. 500, | EIF5A2 0% 18%
° e’ PIK3CA 0.6% 17%
Copy number alterations NOTCH3 0.9% 11%
, — , - KRAS 0.6% 11%
ERBB?2 (HER2; gain) - 14% 1 - 12% ™: 199, © RABS 0% -
AKT?2 0% 6%
AURKA 0% 3%
PIK3R1 0.3% 2% d
AKT1 0% 3%
ERBB?2 0.9% 2%
. ] KIT 2% 1%
Distintas IeS|ones precursoras FGF1 0% 1%
.. : EGFR 2% 0.4%
Distintas alteraciones moleculares BRAF 0.6% 5%
PTEN 0.6% 6% d
RB1 2% 70, d
: . NF1 4% 6% d
Carcinoma seroso de alto grado: el o o
caracterizado por TP53, BRCAy FoXMI o o
Inestabilidad gendmica. CD9 0.3% 6%
RAB11FIP4 0% 3% d
FGFRL1 0% 3%

2 The Cancer Genome Atlas Research Network [16]; ® Other genes with copy number alterations exceeding
a frequency of 15% include NDRGI1, EPPK1, PLEC, RECQL4, PTK2, EXT1, and RAD21; ¢ Promoter

hypermethylation is also present in 12% of BRCA1; and ¢ Represented by all or mostly all copy number deletions.

Rojas V, et al. Int J Molec Sciences. 2016 + ONp—ONACL s Wﬁ“ V"«Cﬂ'aﬁ'




Caracterizacion Molecular
Carcinoma de alto grado:

Aproximadamente el 50% de los
carcinomas de alto grado tienen
déficit de recombinacidn
homologa (20% debida a

mutacion en BRCA 1 o 2).

Pronostico

BRCA
mut

Potencial Beneficio IPARP

BRCA 1&_2 mplicacion

* Prondstico
Predictivo de respuesta

neredofamiliar si
germinal

Test HRD

* Pronostico
* Predictivo de respuesta

Otros
genes RH

* No predictivos de
respuesta

 Implicacion
heredofamiliar si
germinal

+ av—oncey petioniy yidey



¢ Cirugia primaria o Neoadyuvancia?

Newly diagnosed EOC (FIGO stage IlI-1V)

V

Likelihood of complete

Low cytoreduction [lll, A]

Adequate biopsy tissue for

histology and molecular
testing [lll, A]

NV

BRCA1/2 (germline and/
or somatic) and HRD status I, A] or with bevacizumab

testing [, A] I, B; MCBS 4]

3 cycles of neoadjuvant
paclitaxel—-carboplatin alone

High

Primary cytoreductive

surgery [lll, A]

AV

BRCA1/2 (germline and/
or somatic) and HRD status
testing [l, A]

A.Gonzalez-Martin, et al. Ann of Oncolgy. 2023

qt%%pugb 2023
]2

Estudio radiologico preoperatorio
+/-
Laparoscopia

Condiciones generales y
comorbilidades
de la paciente.

+ av—oncey petioniy yidey
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Estudio Poblacién NUumero de Tasa de R=0 SLP SG
pacientes

¢, Cirugia primaria o Neoadyuvancia?

EORTC 55971 FIGO HIC-IV 336 vs 333 19 vs 51.2% 12 vs 12m
(Vergote |, et al. Analisis conjunto?:
NEJM 2010) 27.6 vS 26.9m
CHORUS (Kehoe FIGO Ill-IV 276 vs 274 17 vs 39% 10 vs 12 m

S, et al. Lancet
Oncol 2015)
SCORPION FIGO IIIC-IV 84 vs 74 47 vs 7T7% 15 vs 14 m 41 vs 43 m
(Fagotti A, et al. Int Pl >8 0<12
J Sin evidencia de
Gyn Cancer 2020) retraccion del
mesenterio.

La neoadyuvancia ha demostrado no inferioridad en estudios con limitaciones importantes.

Se recomienda cirugia primaria en las pacientes en que la valoracion inicial realizada por un equipo
experto considere la citoreduccion primaria factible.

Se recomienda reservar la neoadyuvancia para las pacientes en que no se consideren
resecables o no sean operables.

Vergote |, et al. Lancet Oncolgy. 2018 ONp—ONACL s ATWM‘S" V"«Cﬂ'aﬁ'
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Estudio TRUST: se

TRUST
Trial on Radical Upfront Surgical Therapy

Patients with ovarian-, /’ plp

fallopian-tube or ‘
peritrc)meal cancer Optional Maintenance

FIGO stage llIIB, llIC
and resectable stage

e.
IV % C
P

Optional Maintenance

Primary Endpoint: Overall Survival

Key Secondary Endpoints: PFS, PFS2, TFST, TSST, QoL measured by EORTC QLQ-C30, OV28, EQ-5D-3L, Safety
Randomization Strata: Center, Age-ECOG combination (<65yrs and ECOG 0 vs > 65yrs or ECOG >0)

Qualification process for participating centers to ensure high surgical quality

—

6 Surgery E Carboplatin AUC 5/6 E Paclitaxel 175 mg/m? P ———

P therapy, other options possible
- Optional Maintenance o

NCT02828618 4= onances, Wv.o&aa—




Bevacizumab:

Newly diagnosed EOC (FIGO stage llI-1V)

N
Likelihood of complete

Low

L cytoreduction [lll, A] J

Adequate biopsy tissue for

histology and molecular
testing [lll, A]

N

BRCA1/2 (germline and/
or somatic) and HRD status

3 cycles of neoadjuvant
paclitaxel—carboplatin alone

i [1, A] or with bevacizumab
testing DA [Il, B; MCBS 4]

Interval cytoreductive Interval cytoreductive surgery not
surgery possible possible and no overt disease progression

{ {

Interval cytoreductive surgery
[1, A], followed by 3 cycles

3 cycles of paclitaxel—
carboplatin alone [l, A]

of paclitaxel—carboplatin
alone [l, A] or with
bevacizumab [ll, A; MCBS 3]2

or with bevacizumab
[, B; MCBS 3]2

A.Gonzalez-Martin, et al. Ann of Oncolgy. 2023

High

Primary cytoreductive

surgery [lll, A]

fies ~N

BRCA1/2 (germline and/
or somatic) and HRD status
testing [l, A]

6 cycles of paclitaxel—
carboplatin alone or

with bevacizumab
[I, A; MCBS 4]2°

qw 2023




Bevacizumab, resultados antes de
la Introduccion de IPARP:

GOG 0218

ICONT

Front-line: Eplthallal
OV, PP or FT cancar

. Carboplatin AUCE
Paclitaxel 175 mgm32
1:1:1
Carboplatin AUCE
b Paclitaxel 175 mgim?
T E T T R

Cylotoxic
(6 cycles)

« Gtage lll optimal

Carboplatin AUCE
Paclitaxel 175 mgm?

(macroscopic)
« Gtage Il suboptimal
« Stage IV

N=1800 (plannad)

Stratification varlables:
+ GOG performance status [PS)

+ Stageidebulking status

Maintenance
(16 cycles)

DR BB BN carbopiatin Aucs
BR BBl paciitaxe 175 mgim

BB BB BB carbopiatin aucs
BB BB B Fecitaxe 175 mgim:

15 months

FIGO stage

« HIA i high risk: Grade 3
or chear cell histology (10%) 1:1

s IB-1V: All grades and
histological subtypes

* Patlants with inoparable
stage IV disease
aligible after blopsy only
if no further surgary
planned

N=1528"

Aumento de la SLP
Analisis exploratorio/retrospectivo:

GOG 218: aumento SG en FIGO IV
ICON 7: aumento SG en alto riesgo (FIGO IV o
FIGO Ill sin cirugia o cirugia R>0)

Proportion Surviving Progression Free

Patients at risk:
CPP 625 199

Patients with event, n (%)

CPP CP + Bev
(n = 625) (n = 625)

423 (68) 418 (69)

CP + Bev - Bev
(n =623)

360 (58)

1.0

Median PFS, mo

10.3 1112

14.1

0.9

5.8 (95% Cl)

Stratified analysis HR 0.908

(0.795-1.040)

0.717
(0.625-0.824)

One-sided P (log rank) .16

<.001

0.7

Updated median PFS, mo : 12.8

18.2

0.6

Stratified HR (95% Cl)

0.83 (0.70, 0.98)

0.62 (0.52, 0.75)

0.5 Two-sided p-value

Not significant

<0.0001

0.4

0.3

0.2 CP
CP + Bev
0.1 CP + Bev — Bev

0

0

CP +Bev 625

CP + Bev — Bev 623

24

Time Since Randomization, mo

33
29
38

A Updated Data, Progression-free Survival

8

~N
w
1

Standard
chemotherapy

Alive without Progression (%)
N w
w o

]

T T T T T T T T LJ T T L)
0 3 6 9 12 1S 18 21 24 27 30 33 36
Months since Randomization
No. at Risk
Standard chemo- 764 693 474 350 221 114 39

therapy
Bevacizumab 764 716 599 430 229 107 27

B Updated Data, Progression-free Survival in Patients at High Risk
for Progression

¥ 100+

=

2

a 75

E uuuuuuuuuu b
o 50

2 chemotherapy
=

‘s 25

=

* 0

T T T T T T LJ T T T T 1
0 3 6 S 12 15 18 21 24 27 30 33 36
Months since Randomization
No. at Risk
Standard chemo- 234 205 100 63 30 13 S

therapy
Bevacizumab 231 213 163 94 35 13 1

C uUpdated Data, Overall Survival

100~
754
X Standard
§' chemotherapy
T so-
(<
3
@
25
O IIIIIIIIIIIII
o 3 6 9 12 15 18 21 24 27 30 33 36 39
Months since Randomization
No. at Risk
Standard chemo- 764 741 724 703 672 646 623 542 421 304 212 132 71 26
therapy
Bevacizumab 764 753 737 717 702 680 657 592 459 329 228 129 69 19

D Updated Data, Overall Survival in Patients at High Risk
for Progression

100
evacizuma
= 754
E
S 50 Standard
g chemotherapy
@
25+
o ''''''''''''
0O 3 6 9 12 15 18 21 24 27 30 33 36 39
Months since Randomization
No. at Risk
Standard chemo- 234 226 219 208 194 175 166 137 107 67 46 25 15 6
therapy
Bevacizuma b 231227 222214208 199 186 164 134 94 65 31 18 4

Burger RA, et al. NEJM 2011. Perren TJ, et al. NEJM 2011; Oza A, et al. Lancet Oncol 2016
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Bevacizumab resultados segun biomarcador

A B Regimen
— 1. BRCA 1/2/HRD = no; regimen=CT+B — B
mm w J BRCAT/ZAHRD = no; regimen=CT+B —» P
Genetic Category Events Total Median — = 3. BRCA1/2HRD = no; regimen=CT+P =P
1. BRCA 12 161 226 61.2 e 4, BRCA 1/2/HRD = yes; regimen = CT + B — B
= = = 2. HRD lother] >/ 81 562 = = = 5. BRCAT/2/HRD = yes; regimen =CT + B — P
=== = 3. Wild type/no mutation 723 888  42.1 —— = 6. BRCA I/ZHRD = yes; regimen =CT + P = P ANnallsis exploratorio.

1.00 1.00

Events Total Median GOG 218:

225 281 434

251 307 423 BRCAmut y HRD

247 300 404

8 120 626 (mutaciones en genes HRR

63 79 £3.5

70 108 625 no BRCA)

=

'-..4

T
]

o

]

T
]

Alive (proportion)
Alive (proportion)
=

0.25 - 0.25 - — - factor prondstico
\-E'_‘ e - no factor predictivo de
s me A am o ' ' ' 0 12 24 36 48 60 72 96 120 144 beneficio

0 12 24 36 48 60 72 96 120 144
Time in Study (months)

Time in Study (months)

MNo. at risk Mo. at risk
1 276 273 204 172 139 111 90 AR [ 0 1 281 269 226 173 123 91 70 35 4 0
2 81 79 69 58 47 37 31 17 0 2 307 293 244 177 131 94 68 37 3 0
3 888 844 701 519 369 264 208 108 12 0 3 300 282 231 169 116 79 68 36 5 0
4 120 120 107 883 72 58 48 27 4 0
E 79 77 73 61 46 33 24 11 1 0
& 108 105 93 81 68 66 49 27 1 0

_ BRCA1 BRCAZ ATM ATR BARD1 BLM BRIP1T CHEK2 MRETIA NBN PALB2 RAD5IC RADSID RBBPS SLX4 XRCC2

148 78 12 5 3 5 19 2 2 3 6 7 7 8 2 3
_ BRCA1 BRCA2 ATM ATR BARD1 BLM BRIPT CHEK2 MRET1A NBN PALB2 RAD5IC RAD51D RBBPS SLX4 XRCC2
. v ¢ - : - 2 - - - - - - - 3 - -

Oza A, et al. Lancet Oncol 2016 + ONp—ONACL W‘S’*V%&Aﬁ'




Probabilidad de supervivencia libre de progresion
alos 5anos en laerapreviaalos IPARP

Pacientes que reciben
tratamiento adyuvante 3

ensayos (N=2029) Periodo libre de enfermedad >5a

' 0
AGO-OVAR 9 4% : 5.9%
Gemcitabina-paclitaxel-carboplatino }
FIGO |-l

vs paclitaxel-carboplatino

Bevacizumab-paclitaxel-carboplatino
vs paclitaxel-carboplatino

\\ 1%
AGO-OVAR 7
Paclitaxel-carboplatino + topotecan | FIGO |l
vs paclitaxel-carboplatino |
SONY  FIGO IV

®Eno LDF = LDF |

— s o s o e o e e e e e EEe EEe EEe EEe M e e Eae e e e e )

You B, et al. Br J Cancer 2022
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Estudios de mantenimiento
con IPARP en primera linea:

BRCA MUT
OLAPARIB OLAPARIB NIRAPARIB NIRAPARIB RUCAPARIB
TODAS CON
BEVACIZUMAB
2 ANOS 2 ANOS 3 ANOS 3 ANOS 2 ANOS
(BEVACIZUMAB 15
MESES)
NA myChoice test, myChoice test, BGI Genomics assay FoundationOne
Myriad Myriad CDx
Genetics Genetics
SLP SLP en toda la SLP HRD>> SLP en toda la SLP HRD>>
poblacion SLPITT poblacion SLPITT
0.30; 95% 0.59; 95% HR: 0.43; 95% ClI, hazard ratio [HR], HR: 0.47; 95% Cl,
confidence confidence interval 0.31 to 0.59 0.45; 95% 0.31t0 0.72
interval, 0.23 to 0.41 [Cl], 0.49t0 0.72; HR: 0.62; 95% ClI, confidence interval HR: 0.52; 95% ClI,
P<0.001 0.50t0 0.76 [Cl], 0.34-0.60; 0.40 to 0.68
_ _ _ W‘f\wq » \r—@dﬂ. L&‘
Moore et al NEJM 2018; Ray-Coquard et al NEJM 2019; Gonzalez-Martin et al NEJM 2019; Li et al SGO 2022; Monk et al J Clin Oncol 2022. + 0 ! E




Caracteristicas de las pacientes:

+ | id.os

Moore et al NEJM 2018; Ray-Coquard et al NEJM 2019; Gonzalez-Martin et al NEJM 2019; Li et al SGO 2022; Monk et al J Clin Oncol 2022.
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Pacientes BRCAmMut OS a 7anos $E
estudio SOLO 1.

0 N, (%) S o (a0 B é 100 Events, Na. |%) 135 (51.9) B T4 8
vents, No, (% 2 .
100 Median OS, months NR 75.2 - = Mocin TRST. mamhe e i3, ,

¥ o 9 MR 0.37 (8%% C1, 0.28 to 048 55%
90 - HR 0.55 (95% Cl, 0.40 to 0.76); P = .0004 C @ :

c o 80 necesitan
= = S 70 otros
0 . w = 60 . tratamiento

N : QO (o] 51.7
= 60 -+ : Olaparib &, ; 50 45.9 (,25%
e l -
& : whi= ; | “am curadas con
! ~— " " Adpan .
40 - ; EE X 221 o iPARP?
' e 20 - S —
30 - : ‘6 = : Flooetx . -
20 - E Q. g 0 " " (,ZOA)
: 2 curadas sin
10 - : = :
i »h 0 6 12 18 24 30 36 42 48 54 60 68 72 78 B4 90 95 102 IPARP?
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 Time Since Random Assignment {months)
Time Since Random Assignment ( NO. it rigk:

No. at risk: 44.3% de las Olaparih 250 240 223 203 190 160 147 141 13212 NS NS 1NN 102 75 31 5 0O
Olaparib 260 252 246 236 227 214 203 194 185 177 170 165 1% Placobo 131 114 79 55 &8 39 32 728 286 20 2% 24 24 0 & 4 1 O

Placebo 131 128 125 114 108 100 97 92 8 80 73 67 6 pacientes en el brazo
control recibieron
IPARP en lineas

posteriores vs 14,6%
en el brazo de olaparib

DiSilvestro P, et al. J Clin Onc 2023 4= anonces W v—dﬂﬂﬁ'




Pacientes BRCAmMut:

1W 2023
O

Supervivencia global pacientes
BRCAmut PAOLA-1

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% CI1 0.39-0.93)
80 —
73.2%
9 _
PFS (HR) 0,38 0,40 0,40 0.48 £

o)
= 60 —
e
: ]
o 50 — 5 —-
< \
= :
o 40 :
c :
Q0 :
g w- i .

20 — E

10 5

0 | | | | ! | |
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 115112 99 80 55 42 21 11 2 O
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 O

+ av—oncey petioniy yidey

| Ray-Coquard I, et al NEJM 2019; Gonzalez-Martin A, et al NEJM 2019; Li et al SGO 2022; Monk B, et al J Clin Oncol 2022; Ray-Coquard | et al Ann Onc 2023
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Pacientes HRD:

PRIMA: HRd1 PRIME: HRd?
—~100 + 100 -
< 90 - 90 -
T 80 - 80 -
S 70 A 70 -
o 607 | Niraparib 60 - ~_ Niraparib
L 501 ks & pivilennlienlboefveslerdie s 1O e T e e e el el e
c 40 - T e - 40 7 Placebo
-% 30 - e Placego 30 - . A .
201 20 7
& )] Hazard ratio 0.43; 95% C| 0.31-0.59; P<0.00° 101 Hazard ratio 0.48; 95% CI 0.34-0.68; P<0.001
1 1 1 1 1 1 1 1 1 1 1 1 1 1 O 1 1 || || 1 1 1 1 1 1 1 1 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 0 3 5 9 12 15 18 21 24 27 30 33 36 39
No. at risk Months since randomisation No. at risk Months since randomisation
Niraparib 247 231 215 189 184 168 111 76 66 42 22 19 13 4 0 Niraparib 170 150 139 130 121 112 102 93 75 51 26 10 0 0
Placebo 126 117 99 79 70 57 34 21 21 11 5 5 4 1 0 Placebo 87 76 60 43 35 31 29 28 24 16 12 4 1 0
ATHENA-MONO: HRd?3 PAOLA-1: HRd*
1007 100 -
& 907 90 -
g oo %0
T 70 .
» 60 Rucaparib 50 - Olaparib + bev
é 3]0 i e e I it R P -
c 407 40 -
g 30 - 30 -
% 20 - Placebo 20
O - . . Placebo + be
£ 18 Hazard ratio 0.47: 95% Cl 0.31-0.72: P<0.001 18 Hazard ratio 0.33: 95% Cl 0.25-0.45: P<0.00 v
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
No. at risk Months since randomisation No. at risk Months since randomisation
Rucaparib 185 175 165 143 127 110 100 82 59 36 22 12 3 0 Olaparib + bev 255 2562 242 236 223 213 169 155 103 85 46 29 11 3 0
Placebo 49 43 35 32 22 21 18 11 8 4 2 0 Placebo 132 128 117 103 91 79 54 44 28 18 8 5 1 1 0

+ av—oncey petioniy yidey

1. Gonzalez-Martin et al NEJM 2019, 2. Li et al SGO 2022, 3. Monk et al J Clin Oncol 2022 4. Ray-Coquard et al NEJM 2019




PAOLA-1 Supervivencia Global:

HRD (+BRCAmMut) HRD (BRCAwt)

Olaparib + bevacizumab Placebo + bevacizumab

(N = 255) (N=132) Olaparib + bevacizumab  Placebo + bevacizumab
(N=97) (N = 55)
Events, n (%) 93 (36.5) 69 (52.3) C
Events, n (% 44 (45.4 32 (58.2
A 100 - Median OS, months 75.2 (unstable)° 57.3 100 vents, n (%) (45.4) (58.2)
Median OS, months NR 52.0
5-Year OS rate, % 65.5 48.4
90 — 90 — 5-Year OS rate, % 54.7 44.2
HR 0.62 (95% Cl 0.45-0.85)
HR 0.71 (95% Cl 0.45-1.13)
— o _
L 70 e 70
= °
g e
2 60 — S 007
: : -
7 50 — l
o 507 _§ :
= : “ 40 :
£ 407 : g :
C \ 1
() ' =} '
= ' S 30 — -
o - : o :
S 30 : :
i 20 - :
20 — : :
5 10 :
10 — : :
' :
i 0 | | | | i | |
0 | | | | | | |
0 12 24 36 48 60 72 80
0 12 24 36 48 60 72 80
. o _ Time from randomization (months)
_ Time from randomization (months) No. at risk
No. at risk Olaparib + bevacizumab 97 96 96 96 96 91 87 86 81 76 71 70 66 63 61 59 58 55 52 45 37 29 22 12 5 2 0
Olaparib + bevacizumab 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 O Placebo + bevacizumab 55 54 54 54 54 51 48 46 44 42 40 39 37 36 33 32 29 28 24 21 15 9 6 2 0

Placebo + bevacizumab 132 130 129 128 126 121 117 114 109105 100 96 91 89 86 82 79 77 70 59 44 29 29 9 2 1 O

Ray-Coquard | et al Ann Onc 2023 + ONp—ON LA ) Wﬁﬂ V-ar.cﬂ.ﬂ‘&
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Pacientes HRP: $E

PRIMA: HRp' ATHENA-MONO: HRp?

100 —

100 __
90 —
90 __|
80 —
80 |
S 70 —
= 70
2
> 60 —
a 60 _|
[}
o 50 —
< 50 |
i)
n 40 —
g 40 __|
(@)
o 30 —
a 30 __|
20 —
20 __|
o]
10 — Placebo
Hazard ratio 0.68; 95% CI 0.49-0.94: P=0.02 10 —
0 Hazard ratio 0.65; 95% CI 0.45-0.95
| | | | | | | | | | | | | 0
0 2 4 6 8 10 12 14 16 18 20 22 24 26 ' ' ' ' ' ' ' ' ' ' ' ' '
) o 0 3 6 9 12 15 18 21 24 27 30 33 36 39
Months since randomisation
Months since randomisation
No. at risk
PARPi 169 157 113 81 73 53 34 23 20 10 5 1 0
189 142 89 68 42 15 8
Placebo 80 70 45 29 24 18 15 8 6 5 1 1 0
49 27 16 10 5 3 3

En primera linea, el estado de HRD claramente es un predictor de la
magnitud del beneficio del mantenimiento con IPARP.

El estado de HRD no excluye las pacientes que no se van a beneficiar
del mantenimiento con IPARP.

+ av—oncey petioniy yidey

1. Gonzalez-Martin et al NEJM 2019, 2. Monk et al J Clin Oncol 2022




Mantenimiento con IPARP;

Interval cytoreductive
surgery possible

{

Interval cytoreductive surgery
[I, A], followed by 3 cycles

of paclitaxel—carboplatin
alone [l, A] or with
bevacizumab [Il, A; MCBS 3]2

Interval cytoreductive surgery not
possible and no overt disease progression

{

3 cycles of paclitaxel—
carboplatin alone [I, A]

or with bevacizumab
[ll, B; MCBS 3]2

6 cycles of paclitaxel—
carboplatin alone or

with bevacizumab
[I, A; MCBS 4]2°

N
BRCA1/2-mut

|

Olaparib (2 years)“
[1, A; MCBS 4; ESCAT I-A]?°
or niraparib (3 years)®
[1, A; MCBS 3; ESCAT I-A]?°

or olaparib—bevacizumab (2 years)®®
[I, A; MCBS 3; ESCAT I-A]?° maintenance

N

BRCA1/2-wt/
HRD-positive

|

Niraparib (3 years)¢
[1, A; MCBS 3; ESCAT I-A]>°
or olaparib—bevacizumab (2 years)“*

[I, A; MCBS 3; ESCAT I-A]?°
maintenance

A.Gonzalez-Martin, et al. Ann of Oncolgy. 2023
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N

BRCA1/2-wt/
HRD-negative

!

Bevacizumabse [l, A; MCBS 3]°
or niraparib (3 years)¢

[ll, B; MCBS 3] maintenance

+ av—oncey petioniy yidey



Factores a considerar para elegir
tratamiento de mantenimiento

Preferencia

de la
paciente

. Age
Pe_r f'.l de _ FHypertension Comorbidities
toxicidad Risk of tromboembolism

: . HR-D (including BRCA 1/2)
Genomic profile g

Volumen
tumoral.

INAI
FIGO staging ”/’V AA""
Derrame

IV B
pleural o
ascitis

Newly diagnosed
Advanced Epithelial
Ovarian cancer

RT=0 | Surgical outcome
RT>0

Respuesta
a platino

Histology

PDS Histopathology Grading

IDS

Timing of surgery C’:z

Acceso al

farmaco

+ av—oncey petioniy yidey

Nero C, et al Cancers 2021
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o3 ey
Perfil de toxicidad-tolerancia-calidad de vida: SE

Toxicidad hematolégica Toxicidad digestiva Riesgo Sd mielodisplasico - Leucemlla aguda mieloide
(menor que en la recaida)

PRIMA PRIME ATHENA-MONO géog‘rfgi SOLO1
Adverse event Niraparib Niraparib Rucaparib bevagizumab Olaparib
(n=484) (n=255) (n=425) y (BRCAmM, n=260)
(n=535)
Grade 23 TEAE 70 55 61 57 39
Any serious TEAE 32 19 Not reported 31 21
T_EAE I_eadln_g to treatment 12 7 12 20 12
discontinuation
TEAE leading to dose reduction /1 40 49 41 28
TEAE leading to treatment interruption 80 63 61 54 52
Median follow-up, months 13.8 27.5 26.1 22.7 40.7

Sin diferencias significativas en calidad de vida. Probable incremento de la calidad de vida por el aumento del tiempo sin

enfermedad y sin nuevos tratamientos.

+ av—oncey petioniy yidey

Gonzalez-Martin A, et al NEJM 2019; Li et al SGO 2022; Monk B, et al J Clin Oncol 2022, Ray-Coquard I, et al NEJM 2019; Moore K, et al NEJM 2018



Respuesta a platino:

Chemotherapy response
score (CRS)

Valoracion anatomopatologica de los
cambios post quimioterapia
neoadyuvante en el omento de |la
pieza quirurgica

TR gAY -
AP TN '5.“\': ‘ :

L TN :W. - % -3_»_ .'.\ __'
‘ : ::'w .J‘\~ ’0"C;:1*{' )

Tumor con
Infiltrado
Inflamatorio
linfocitico

Bohm S, et al. J Clin Oncol 2015

Tumor y cambios
de regresion
facilmente
Identificables y
distribuidos
uniformemente,
en cualquier
proporcion.

Depositos
tumorales escasos
y distribuidos
iIrregularmente en
medio de cambios
regresivos de
guimioterapia
extensos.




Respuesta a platino:

Cinética Ca 125 High-risk diseases Low-risk diseases
KELIM 3 Favorable KELIM: chemotherapy - Favorable KELIM: chemotherapy
Favorable KELIM: chemotherapy + bevacizumab Favorable KELIM: chemotherapy + bevacizumab
o mOS, 29.7 vs 20.6 months; 2
— absolute difference, 9.1
Constante de latasa de mondhe, HRt =0.78 98%C), .
eliminacién de Ca 125. : 8- - : LI
Se calcula en base ala g S - g v
cinética longitudinal del -
descenso de Ca 125 tras R - ot .
- - nfavorable : chemotherapy + bevacizumab Unfavorable KELIM: chemotherapy + bevacizumab
IOS 3 prlmerOS CICIOS de Snfavorable ::lt.::ll chemoiheraz; alone: Unfavmr:blel(EUM:chemgth:rz::yyal;::ve3
platino. B | r | | : , ; —
0 20 40 60 80 0 20 40 60 8o
. cy ey verall survival time (months . Overall suraval time (months)
Indicador de sensibilidad a oreralsunvatiime fmonths) Nurmbers t s SOl
platino.
www.biomarker-kinetics.org/CA-125-neo Parece que el beneficip de anadir bevaciz_umab seria ;ignificativo entre
.. www.biomarker-kinetics.org/CA-125 las pacientes de alto riesgo que ademas tienen un Kelim desfavorable.

(median OS 29.7 vs. 20.6 months, HR 0.78, 95%CI 0.58-1.04).

. ONp—OANCL Y Arw-smﬂﬁﬁ\r-—bcﬂ-ﬁﬁ"
Lauby A, et al. Cancers 2022. You B, et al. Clin Canc Res 2020l +


http://www.biomarker-kinetics.org/CA-125-neo
http://www.biomarker-kinetics.org/CA-125-neo
http://www.biomarker-kinetics.org/CA-125-neo
http://www.biomarker-kinetics.org/CA-125-neo
http://www.biomarker-kinetics.org/CA-125-neo
http://www.biomarker-kinetics.org/CA-125-neo
http://www.biomarker-kinetics.org/CA-125-neo
http://www.biomarker-kinetics.org/CA-125-neo
http://www.biomarker-kinetics.org/CA-125-neo
http://www.biomarker-kinetics.org/CA-125-neo
http://www.biomarker-kinetics.org/CA-125-neo
http://www.biomarker-kinetics.org/CA-125-neo

"SEO0
¢ Qué anade bevacizumab a la terapia de mantenimiento con IPARP?

Total patients, N
(Randomisation)

Biomarker status

Primary endpoint

Treatment arms

2023

p!

NIRVANA-1*! AGO-OVAR 28*2

390 (1:1)

Unselected

PFS

CT £ bevacizumab, followed by maintenance
niraparib + bevacizumab

1.NCT05183984; 2. NCT05009082

970 (1:1)
Unselected

PFS

CT £ bevacizumab, followed by maintenance
niraparib + bevacizumab

+ av—oncey petioniy yidey



c,Puede la iInmunoterapia mejorar estos resultados?

JAVELIN 100 * Che ithout avelumab followed by

|O avelum ce versus chemotherapy alone

IMAGYN

» Atezolizuma b, and Chemotherapy for

Newly Diag or IV Ovarian Cancer
Bev + 10
DUO_O * DUO-O: Arandomized phase lll trial of durvalumab in
combination with chemotherapy and bevacizumab,
- followed by maintenance durva, bev and olaparib, In
BGV+|O+|PARP newly diagnosed advanced ovarian cancer patients.

. QN p—ONCLYr Wﬁﬁ\r«b{ﬂﬂﬁ"
Monk BJ, et al. The Lancet 2021. Moore K, et al. J Clin Oncol 2021. Harter P, et al. ASCO 2023 +
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DUQO-O: 550

CTx cycle 1*
: > —_— .
Patients Endpoints
©® Newly diaghosed
FIGO stage lllchV Primary endpoints
hlg.h-gr.ade Arm 2 ® PFS (RECIST per investigator)
epithelial OC CTxt _ in Arm 3 vs Arm 1
_ _ PC + bev + X Bevacizumab total 15 months INAM 5 VS AfM N
® No prior systemic durva n N ©3 Non-tBRCAmM HRD-positive®
etz o Ot bevacizumab durvalumab total 24 months esITT population
©® PARP inhibitor/ + +
itrr:\é?:ne-nrg_l_evtlgated Stratified by: durvalumab olaparib placebo total 24 months Key secondary endpoints
_ v _ ® Timing and © PFS (RECIST per investigator)
® Primary debulking outcomes of Arm 3 in Arm 2 vs Arm 1
or planned interval cytoreductive PC + bev + CTxt Bevacizumab total 15 months <31 TT population
debulking surgery surgery durva + ola + + ® OS
® Non-tBRCAM ® gz?c?;aphical bevacizumab durvalumab total 24 months O Safety
+

durvalumab olaparib total 24 months

DUO-O also included an independent,
single-arm, open-label tBRCAmM cohort 3
results are not presented Treatment continued until disease progression, study treatment was complete or other discontinuation criteria were met

Harter P, et al. ASCO 2023 = anprncs er V«u{ﬂ.ﬂ‘&




DUQO-0O:

Subgroup analysis of PFS by HRD status

Non-tBRCAmM HRD-positive HRD-negative
100 =it 100 st
0 ~ 90- @ . 90- %
S i S
§Z 80 - : i §T_—’ 30 4
55 70- | i S w© 07
& ! : &
5T 60 : : 55 60- |
“ © 50 | | O 50 |
L c | | [ U |
f:’-% 40 i i i q&_’.% 40 4 i : 40%*
2% s0- : ; 51%° 28 s0- ; i :
£ 8 204 : | i £ 8 204 | | 42% |
o< 10- i i : o< 104 i ! 531%*
O [ [ [ I| [ : [ : [ [ [ [ [ [ | O [ [ [ : [ : [ : [ [ [ [ [ [ |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

Time from randomization (months) Time from randomization (months)

Patients at risk Patients at risk

143 141 136 126 116 105 93 73 52 41 31 22 13 6 0 216 203 188 159 135 112 92 55 34 21 19 12 9 5 2 0
Arm 2 148 142 137 128 118 112 94 66 45 34 28 21 15 7 0 Arm 2 199 189 177 153 120 97 76 59 45 33 25 17 8 4 1 0
Arm 3 140 138 135 131 120 116 107 84 63 49 39 32 17 6 0 Arm 3 211 202 190 169 145 132 111 75 57 33 26 20 10 3 0
Arm 2 Arm 3 Arm 2 Arm 3
PC + bev + durva PC + bev + durva + ola PC + bev + durva PC + bev + durva + ola
N=148 N=140 N=199 N=211
Events, n (%) 86 (60) 69 (47) 49 (35) Events, n (%) 157 (73) 142 (71) 127 (60)
Median PFS, monthst 23.0 24 .4% 37.3t Median PFS, monthst 17.4 15.4 20.9
HR (95% CI) vs Arm 1 0.82 (0.60-1.12)8 0.51 (0.36—0.72)8 HR (95% CI) vs Arm 1 0.94 (0.75-1.18)8 0.68 (0.54—0.86)8

Harter P, et al. ASCO 2023 = anprncs W Vau:ﬂ/o‘y
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Conclusiones:

Todas las pacientes con cancer de ovario Con los datos de supervivencia,
epitelial de alto grado avanzado deben .podemos hablar de curaciéon?
recibir tratamiento de mantenimiento en

primera linea. No todos los BRCA son iguales ¢Cémo

Identificamos a las pacientes BRCAmut que

es el conocimiento de las caracteristicas

: » e ses suficiente un IPARP o deben recibirlo
La introduccion de los inhibidores de en combinacién con bevacizumab?

PARP esta cambiando la historia natural de

la enfermedad en muchas pacientes. Las pacientes con tumores HRP, ¢ deben
recibir IPARP o Bevacizumab?

¢ Quée papel jugara la inmunoterapia
en primera linea?
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