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Avances en el tratamiento del cancer de ovario
Agenda

* iPARP como mantenimiento en 12 linea
 |Inmunoterapia en 12 linea
e Opciones de tratamiento tras progresion a iPARP:
* Rechallenge con iPARP
* Reversion de resistencias a iPARP
* ADGCs
* QOtras terapias
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e iPARP como mantenimiento en 12 linea



Mantenimiento con iPARP en 12 linea
Ensayos fase lll: HR segun biomarcador

SOLO-1 AR ATHENA-M

. (olaparib +
(olaparib) beva)

(niraparib) | (niraparib) | (rucaparib)

aai ke ol BRCAmut

2l HRd BRCAwt

Beneficio>

+

- n.s. 0.68 0.41 0.65

Todos los HR en negrita son estadisticamente significativos
Como n.s. se indican los valores que no fueron significativos

VELIA
(veliparib)

n.s.



progression and death (%)
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Mantenimiento con iPARP en 12 linea
SOLO-1: Olaparib vs placebo en BRCAm

Supervivencia libre de progresion

2-year
treatment cap* Olaparib Placebo
- (N=260) (N=131)
Events, n (%) 118 (45) 100 (76)
4%
Median PFS, months | 56.0 13.8 |
529 Difference, months 422
5% P 48%
e HR 0.33 (95% C10.25-043)
5% Olaparib
L or%
‘_ﬂk‘_‘—g; 2% 21% N .
i ——a _ssls g4 o Median treatment duration:
Placebo Olaparib, 24.6 months
PIaceboT, 13.9 months

260
131

229
103

12 18 24 30 36 42 48 54 60 66 T2 78
Months since randomization

212 194 173 140 129 15 101 9 o8 30 2 0
65 53 “ 38 30 24 23 22 16 3 0

*13 patients, all in he daparib am, confnued study freatment past 2 years;n=130 (safety analysis sef)
Investigator-assessed by modfied RECIST v1.1. DCO: 5 March 2020

100
90
80
S
g w0
=
3 50
®
o 40
o
30
20
10
0
No. at risk
Olaparib
Placebo

Supervivencia global a 7 afios

Olaparib Placebo
: (N=260) (N=131)
] Events, n (%) 84 (32.3) 65 (49.6)
J Median OS, months NR 752

HR 0.5 (95% CI 0.40-0.76);
; P=0.0004*
63.4%

Olaparib

44.3% of patients in the placebo

Placebo p
] group received subsequent
PARP inhibitor therapy,
1 compared with 14.6% of
. patients in the olaparib group
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102

Months since randomization

260 252 246 236 227 214 203 194 185 177 170 165 159 157 153 79 21 0
131 128 125 114 108 100 97 92 87 80 73 67 60 54 52 21 6 0

Banerjee et al. ESMO 2020
DiSilvestro et al. ESMO 2022
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Mantenimiento con iPARP en 12 linea
PAOLA-1: Olaparib-bevacizumab vs bevacizumab

Andlisis de SG y actualizacion SLP, con mediana de seguimiento de 5 afnos

SLP Subgrupo HRD

Events, n (%)
Median PFS, months

S-year PFS rate, %

5-year PFS rate
46.1%
i
|
|
|
|
19.2%}
10 —| Olaparib or placebo for up to 2 years H
i
T T T T u 1
0 12 24 36 48 60

No. at risk
Olaparb + bevacizumab
Placebo + bevacizumab

Time from randomization (months)
255 252 242 236 223 214 134 183 165 162 147 143 138 127 123 119 117112 103 79 63

132 129118103 91 79 62 52 41

kI

30 029 25 24 242120 1915 138

Olaparib + Placebo +
bevacizumab bevacizumab
(N=255) (N=132)
136 (53.3) 104(78.9)
46.8 17.6
46.1 19.2

HR 0.41 (95% C10.32-0 54)

59% reduction in risk of disease
progression or death for claparib +
bevacizumab vs bevacizumab alone

80
70
60
50
40
30

Patients who survived (%)

20
10

No. atrisk
Olaparb + bevacizumab
Placebo + bevacizmab

SG Subgrupo HRD

5-year OS rate
65.5%

Olaparib +

Placebo +
bevacizumab
(N=132)

bevacizumab
(N=255)

Events, n (%) 93(36.5) 69 (52.3)

Median 08, months 75.2 (unstable)* 573

5-year OS rate, % 65.5 484

HR 0.62 (95% C10.45-0.85)

38% reduction in risk of death for claparib +
bevacizumab vs bevacizumab alone

Patients receiving a PARP inhibitor
during any subsequent treatment

Olaparib + bevacizumab: 17.3% (44/255)

T
0 12 24

T
36 48 60

Time from randomization (months)

255 253 253 252 252 244 238 231 225 215 205 200 195 189 183 176 174 170 164 142 116 83 62 32 17 4 0

132 130 129 128 126 121 117 114 109 105 100 %

91 69 8 82 79 77 70 38 4 ¥ N

Placebo + bevacizumab: 50.8% (67/132)

72 80

9210

Ray-Coquard et al. ESMO 2022



Mantenimiento con iPARP en 12 linea

PAOLA-1: Olaparib-bevacizumab vs bevacizumab

Supervivencia global segun biomarcador

BRCAm*

Patients who survived (%)
Ey

]
]
]
|
]
20 i
]
]
]
1

0 T

Ko_atrick

Placebo + bevacinmsb B0 7

Olaparib + Placebo +
bevacizumab bevacizumab

(N=157)
Events, n (%) 48 (306)
Median 08, months 792 (unstable)™
5-year 08 rate, % 132
PARPi as subsequent treatment, n (%) 38(242)

0 12 4 3% 48 &
Time from randomization (months)

Oieparib+ bevacumab 15'|=6|$155|..5|52|5:14f-|b|38|3f-1:| PABNNTISI2S 0542 2 “ 2 J
™ % EHA BRI HAARAOLB2T N

HR 0.60 (95% CI 0.39-0.93)

| HRD positive? excluding BRCAm |

HRD negativet

100+ 100+
90 90
80 B0
704 S-year OS rate 704
60 54.7% 60-|
50 50 Syear OS rate
404 i 404 32.3%
30 | 30-|
204 , 204 257%
1 )
10 ! 10 H
0 — S S— 0 —
0 12 24 36 43 60 2 80 0 48 60 72 80
Time from randomization (months) Time from randomization (months)
97 9% 95 % 9% ¥ &7 66 B 5\35663&5953..55!45:322125"0 192167186179 169157 M6135126 119109100 97 &8 77 72 66 62 57 u:awnet ]
SHMMANBEUMLOITHIRZBEIHANI59 6 2 B5 85 MBI TET4TIE -6144:—:— WHEINATMNE 5210
Olaparib + Placebo + Olaparib + Placebo +
bevacizumab bevacizumab bevacizumab bevacizumab
(N=9T) (N=55) (N=192) (N=85)
44 (454) 32(58.2) 140 (72.9) 58 (68.2)
NR 520 404
547 442 323
993) 23(41.8) 46 (24.0) 34 (40.0)

| HR0.71 (95% CI 0.45-113) |

HR 1.19 (35% C1 0.86-1 63) |

El beneficio en SG fue estadisticamente significativo en pacientes BRCAmut, con
una tendencia a la significacion en pacientes HRd BRCAwt.

Ray-Coquard et al. ESMO 2022



Mantenimiento con iPARP en 12 linea
PRIMA: Niraparib vs placebo

HRd

F s HRd/BRCAm o HRd/BRCAWt b HRp
90 1 Hazard ratio (95% Cl): 0.45 (0.32-0.64) 90 Hazard ratio (95% Cl): 0.66 (0.44-1.00) a0 Hazard ratio (95% Cl): 0.65 (0.49-0.87)
80+ 80 801

* # #

; 704 S 70 s 70 4

z ; 5

4 807 Se0 5604

L] ® "

£ 50 £ 50 £ 50

2 3 ]

§ 40+ g 40 3 40

£ 4 £
30 £ 304

i i® i
20 204 20
104 104 104
0 (31 s s s s s e e e e S N s s e e s S S M e e S B e s e e | L s s e s e e e e e B e AL B s e e e e e e e e e e

0 2 4 6 B 101214 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 0 2 4 6 8 101214 16 18 20 22 24 26 28 30 32 34 36 3B 40 42 44 46 48 50 52 54 56 58 60 0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60
Tima since randomisation, months Time since randomisation, months Time since randomisation, months.
Patientsatisk — Paients ol sk Patients &t risk
BRCAm, BRCA mutated; BRCAwt, BRCA wild-type; HRd, b deficient; HRp,

* Se mantiene el beneficio de Niraparib a largo plazo independientemente del biomarcador, aunque
la magnitud es superior en pacientes con BRCAmut y HRd.

Gonzéalez-Martin et al. ESMO 2022




Mantenimiento con iPARP en 12 linea
Beneficio a largo plazo

SOLO1: BRCAm*

PRIMA: HRd BRCAmM?

188 HR: 0.40 (95% ClI, 0.27-0.62) 138 HR: 0.33 (95% ClI, 0.25-0.43)
2 80 3 80
GOG-0218* i€ 5 €0
a S= 60 . § 5= 60 :
o =]
2 ] R O aErEs e Niraparib @ T 5 _Olaparib
HR: 0.62 (95% ClI, 0.52-0.75; P<0.0001) o2 40 02 40
1.0 53 30 53
< o 30 Placebo
. — PP 5 20 T 20
g 0.8 = CPB15 ) 10 10
5 ’ == CPB15+ o 0 0+
ﬁ o 0 2 4 6 8 1012 14 16 18 20 22 24 26 28 0 6 12 18 24 30 36 42 48 54 60 66 72 78
o 0.6 — Months since randomization Months since randomization
D — No. at risk No. at risk
Q Niraparib 152 148 140 127 125 113 77 55 48 29 15 14 10 4 Olaparib 260 229 212 194 173 140 129 115 101 91 58 30 2 0
a * - Placebo 71 65 57 44 41 34 21 14 14 7 2 2 2 1 Placebo 131 103 65 53 41 38 30 24 23 22 16 3 0 ]
5 041 <
'é c PRIMA: HRd? PAOLA-1: HRd®>
g 021 =
T o 138 HR: 0.43 (95% Cl, 0.31-0.59; P<0.001) 100 HR: 0.33 (95% ClI, 0.25-0.45)
90
0.0 0: $_ 8 $ 80 Olaparib +
0 6 12 18 24 30 36 42 48 <E g0 £2 70 bevacizumab
! ) o &< 60 5= 60
Progression-free survival (months) ] I T L e e 2 S g
No. at risk g E 40 Placeh gg 40 T
cpp 625 391 152 52 21 1 5"/’ 30 aceho E’ﬁ 30
CPB15 625 409 173 65 22 10 o 20 a 20 Placebo +
CPB15+ 623 419 193 74 27 9 10 10 bevacizumab
o+ o ab
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45
Months since randomization Months since randomization
No. at risk No. at risk

Niraparib 247 231 215 189 184 168 111 76 66 42 22 19 13
Placebo 126 117 99 79 70 57 34 21 21 11 5 5 4

4 0
10

Olaparib + bevacizumab 255 252 242 236 223 213 169 155 103 85 46 29 11 3 0
Placebo + bevacizumab 132 128 117 103 91 79 54 44 28 18 8 5 1 0

Las curvas de SLP de los ensayos con iPARP mantienen su separacion vy
alcanzan un plateau en la poblacion BRCAmut y HRd

Moore et al. N Engl J Med 2018; Banerjee et al. ESMO 2020; Gonzalez-Martin et al. N Engl J Med 2019; Ray-Coquard et al. N EnglJ Med 2019; Coleman et al. N Engl J Med 2019; Burger, N Engl J Med 2011



Mantenimiento con bevacizumab en 12 linea
KELIM: biomarcador predictivo de beneficio

e KELIM (CA125 ELIMination rate constant K):
* Validado en el ensayo GOG218: Beneficio de beva solo en las que tenian un

KELIM desfavorable
SLP

KEL unfavorable (placebo)

KEL unfavorable (bevacizumab)

.- - KEL favorable (placebo)  ====~ KEL favorable (bevacizumab)
1.0 A
+ Censored
0.8 4 H\Y Group Median  Log-Rank HR (95% CI)
_— ' KEL unfavorable (placebo) 6.1 <.001 Ref
Z‘ Y X KEL unfavorable (bevacizumab) 9.8 0.70 (0.59 to 0.82)
= Y KEL favorable (placebo) 136 0.679 e
-g 0.6 4 . KEL favorable (bevacizumab) 17.6 0.96 (0.79 to 1.17)
= Total n = 1,088
2
o
— 0'4 -
w
w
a
0.2
i - -—-
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) 327 18 12 1 0
KEL unfavorable (bevacizumab) 304 20 n 5 0
KEL favorable {placebo} 218 54 32 10 0
KEL favorable (bevacizumab) 239 48 30 7 0

SG en “alto riesgo”

KEL unfavorable (bevacizumab)

KEL unfavorable (placebo)
..... KEL favorable {placebo) = ===+ KEL favorable (bevacizumab)

+ Censored
Group Median Log-Rank HR (95% CI)
KEL unfavorable {placebo) 291 0.023 Ref
KEL unfavorable (bevacizumab)  35.1 0.79 {0.65 to 0.97)
KEL favorable (placebo) 494 0.748 Ref
1.05 (0.79 to 1.39)
Totaln =711

KEL favorable (bevacizumab) 59.6

1.0
0.8 4
=
= 0.6
©
=
o
=
= 04
w
o
0.2
0
No. at risk:
KEL unfavorable (placebo 232

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

KEL favorable (bevacizumab) 151

12 24 36 48 60 72 84 96 108 120 132 144

Time (months)

87 31 a 0
98 36 5 0
85 45 13 0
106 58 16 0

You et al. J Clin Oncol 2022



Mantenimiento en 12 linea
Opciones actualmente disponibles

[ Olaparib +/- beva ]

[ BRCA mutado ]:>[

Niraparib

>

) ,
HR deficient Olaparib-bevacizumab
Niraparib
§ [ HRD test disponible ] )
- I | Niraparib |
i HR proficient Bevacizumab
O Utilizar la platino-sensibilidad
% (CRS/KELIM) como marcador predictivo )
- - Niraparib ]
HRD test no disponible o :> S = J
resultado indeterminado Bevacizumab
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 |Inmunoterapia en 12 linea



Mantenimiento en 12 linea

¢Qué ocurrira con la inmunoterapia?

Fase Ill Javelin 100 12 linea: QT +/- Avelumab

Progression-free survival by BICR

Progression-free survival, %
- [ w -~ [4.1) @
o o o o o o

No. at risk

Chemo + Obs

Chemo + Avel  Chemo -» Obs

> Avel (N=331) (N=335)
Events, n (%) 99 (29.8) 88 (26.6) 70(20.9)
Median (95% CI), months ~ 16.8 (13.5,NE)  18.1(14.8,NE)  NE (18.2,NE)

Stratified HR vs control
(95% CI)

p value vs control™

1.14
(1051,1946)  (0.832, 1.565)
0.9890 0.7935

332
331
335

188
211
100

143
157
136

100
101

T T
14 16

Months

58 38
54 32
55 32

18 20 22 24 26 28 30

13 10 4 2 1 0 o
17 4 1 o 0 0 o
26 10 2 o 0 0 o

*1-sided log-rank test

e

Overall survival

1004 M¢MWWWMW
90 +
80 1
2 70+ Chemo + Av Chemo > Obs
5 > Avel (N=331) (N=335)
2 807
2 o Events, n (%) 20 (6.0) 21(6.3) 13(39)
et Median NE NE NE
T 40
3 Stratified HR vs 1.55
S a9 | control (95% Cl)  (0.760,3.080)  (0.776,3.111) -
20 - p value vs control* 0.8848 08953 -
104 * 1-sided log-rank test; nominal p valucs
04
T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Ho.at risk Months
332 Eral mn 302 264 218 m 124 7 48 2 7 2 1 ] o
o+ Avel & Avel 331 323 317 300 278 230 168 120 v 45 21 10 4 1 ] o
Chemo » Obs 335 328 320 308 262 200 158 12 75 50 25 7 2 1 ] o

Ledermann et al, SGO 2020



Mantenimiento en 12 linea

¢Qué ocurrira con la inmunoterapia?

Fase lll Imagyn 050 12 linea: QT + Bevacizumab +/- Atezolizumab

ongress R -
EESMD Progression-ree survival
b ITT population

PFS (%)
2

184{ 119.5
o 3 6 9 1 15 18 21 2 27 3 3B 3
Time (months)

Patients at risk
Placsbo+CP+bev 650 627 604 556 474 344 216 131 42 1" 3 2 NE
Mezo+CP+bev 651 617 597 549 473 348 218 128 55 20 6 NE NE

ITT population
PrS Placebo + CP + bev (1=650) | Atezo + CP + bev (n=651)
Patients with events, n (%) 341 (52.5) 323 (49.6)
Median PFS, months (95% Cl) 18.4 (17.2-19.8) 19.5 (18.1-20.8)
Stratified HR (95% Cl) 0.92 (0.79-1.07)
Stratified log-rank p-value 0.2785
2-year event-free rate (95% CI) 29.1(23.9-34.3) 35.1(30.0-40.3)

Cl = confidence interval; HR = hazard ratio

PD-L1+ population

PFS (%)
2

185/ 1208
0 3 6 9 12 15 18 21 24 27 30 33 36
Time (months)

Patients at risk
Placebo + CP +bev 393 379 366 336 288 209 127 82 27 9 2 2 NE
Atezo+CP+bev 391 374 362 335 294 218 136 74 2 13 4 NE NE

PD-L1+ population
Placebo + CP + bev (n=393) | Atezo + CP + bev (n=391)

199 (50.6) 167 (42.7)
18.5 (16.6-21.4) 20.8 (19.1-24.2)
0.80 (0.65-0.99)

0.0376
32.2(25.4-39.0) 43.9 (37.2-50.5)

Moore et al, ESMO 2020



Mantenimiento en 12 linea
¢Qué ocurrira con la inmunoterapia?

Ensayos fase lll en 12 linea con PARPi +/- inmuno

Setting Patient selection

Beneficio en PFS i CP-Bev
DUO-O ASCO 2023 Egj rzralr?dsaﬁc?ry residual CP-Bev-Durvalumab
Y CP-Bev-Durvalumab-Olaparib
BRCA non-mut CP-Placebo-Placebo
ENGOT Ov43 Front line PDS or IDS any residual CP- Pembro-Placebo
Bev optional CP- Pembro-Olaparib
o CP-Placebo-Placebo
FIRST Front line Egj c(,hlﬁgr:;k) or DS CP-Placebo-Niraparib
P CP-TSR042-Niraparib
Rucaparib-Nivolumab
ATHENA Maintenance after PDS or IDS Rucaparib-Placebo
front line Response to platinum Nivolumab-Placebo
Placebo-Placebo




Avances en el tratamiento del cancer de ovario
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e Opciones de tratamiento tras progresion a iPARP:
* Rechallenge con iPARP
* Reversion de resistencias a iPARP
* ADGCs
* QOtras terapias



Proportion not progressing

¢Qué hacer tras progresion a iPARP?
Estudio exploratorio del ensayo SOLO-2

Tiempo a 22 progresidn en pacientes

. .. tratadas con platino (n=96)
Tiempo a 22 progresion en

. E ™ Olaparib vs Placebo
pacientes tratadas con QT & ors met?ian 7.0 vs 14.3 months
3 HR=2.89; 95%CI [1.73, 4.82]
Overall population (n=147) = B
1.00 § 025
Olaparib vs Placebo g .
0.75- Median: 6.9 vs 12.6m T S S T
HR=2.17; 95%Cl [ 1.47, 3.19] e
. ’ sl Number at risk
0.50- Bse s B 0% %
0.25 Tiempo a 22 progresion en pacientes
tratadas con esquema no platino (n=51)
0.00 1 o 100
0 6 12 18 24 i Olaparib vs Placebo
Months g 07 Median: 6.0 vs 8.3 months
= =1.58; 959
et 5 o HR=1.58; 95%CI [0.86,2.90 ]
Placebo 69 54 31 9 1 § 0.251
Olaparib 78 45 7 4 2 1 a
a 0.001
0 6 12 18
Months
Number at risk
Glapanb 34 i i b

Frenel et al. ESMO 2020



Avances en el cancer de ovario
Opciones en desarrollo tras progresion a iPARP

PARPi

Rechallange




Avances en el cancer de ovario
PARPi Rechallenge
Fase Ill OReO

BRCAmut cohort BRCAwt cohort

100 4 Non-BRCAmM cohort

100 ¢ BRCAmM cohort %0 4

90 1 5 Olaparib Placebo
5 Olaparib Placebo z 80 (N=72) (N=36)
g o1 (N=74) (N=38) g | _
g 70 Median follow-up for PFS, months 29 28

70 i
g ; Mediian follow:up for PFS, months 41 2.8 % g 60 B (%) 1867) 20 (83

> i 0
g% 5 | Bvents, n (%) 65(88) 38 (100) "Eg % Median PFS, months 53 28
S § Median PFS, months 43 28 §35 40
ES 4] 28 0% | HR0.43 (95% C1 0.26-0.71); P=0.0023 |
28 " | HRO57 (95% CI 0.37-0.87); P=0.022 | g w1
é ] B2 14%
ol &8 10 % Placeb 5—| Olaparib R
g 107 Olaparib 0 L acebo ®
o s 0 2 4 6 8 10 12 14 16 18 20 22 24 2 28 30 32 34 3
0 2 4 6 8 10 12 14 16 18 20 22 24 2 28 30 32 34 36 — T fromrandomisation (morths)
No. at risk Time from randomisation (months) Opab 72 62 31 12 10 7 5 5 5 4 2 1 1 1 1 1 1 0
Oaparb 74 66 38 25 23 16 13 7 7 6 4 4 3 2 2 1 1 1 1 Placebo 36 31 7 2 2 0

Placebo 3 3B 15 5 4 1 0

Pujade-Lauraine et al. ESMO 2021
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Reversion

de
resistencias
a PARPi




Avances en el cancer de ovario
Reversion de resistencia a PARPi: inhibidores de Weel

EFFORT Study (adavosertib +/- olaparib)

Recurrent ovarian cancer
Measurable disease
Unlimited prior therapy
Progression on ANY single agent PARPiI

Baseline Tumor Biopsy

Arm 2:
Adavosertib 150mg BID
Days 1-3, 8-10
Olaparib 200mg BID
Days 1-21
Q21 day cycle

RECIST 1.1 Q6 weeks

PROGRESSION
Optional Tumor Biopsy

Westin et al. ASCO 2021



Adavosertib Alone

50

20% increase

CBR: 63%
PFS: 5.5 months

30% reduction

Percentage change from baseline
0

-50
Screening Acc#

EFFORT Study: i "

L] o . ° [Stable disease for 4 cycies] : D-y-on-t:my
Clinical activity Adavosertib and Olaparib

50
n

20% increase = " 3 ' CBR: 89%
e PFS: 6.4 months

®
3
<
2
T w
4
3%

Percentage change from baseline
L

ORR: 29% ! — :
DOR 5.5 months [Siabie disease for d cyaes] Days on study

Westin et al. ASCO 2021



Avances en el cancer de ovario
Reversion de resistencia a PARPi: inhibidores de ATR

Recurrent high

grade serous
ovarian cancer

CAPRI Study:
Ceralasertib + Olaparib

Platinum sensitive

/ \ Platinum resistant
Cohort B

s \\
Progressed with Did not progress
prior PARPI with prior PARPi

[
v ¥
Olaparib 300mg PO BID days 1-28
Ceralasertib 160mg PO QD days 1-7

Wethington et al. ASCO 2021



Avances en el cancer de ovario
Reversion de resistencia a PARPi: inhibidores de ATR

CAPRI: Ceralasertib + Olaparib
Cohort C (progresion a PARPi previo)

Best % change in sum of tumor diameter R i
pricr PARPi
pmmm  Maintenance

B Treatment

13 subjects

BRCA/HRD 10

« Germline BRCAVMUT 69% (n=9) a
» Somatic BRCAMUT 23% (n=3)
» Positive HRD score 8% (n=1)

Prior PARPI

+ 1stline maintenance 8% (n=1)

3Tm

Duratioen on
treatment in
maonths

Remains on
treatment

Partial Response

* 2"line maintenance 38% (n=8 . Bom M . g:gnl’i‘::‘“
« Treatment 54% (n=7) = ORR 46% (n=6) - A Somatic
¢  HRD assay
-0

PFS 7.5 months (95% Cl 4.7-NR)

194m 7.2m"

Wethington et al. ASCO 2021



Avances en el cancer de ovario
Opciones en desarrollo tras progresion a iPARP




Avances en el cancer de ovario
ADCs: Mirvetuximab soravtansine

FORWARD-1: Fase lll Mirvetuximab vs QT en recaida ILP <6m
Supervivencia libre de progresion

ITT FRa High

Receptor

de folato

HR:0.693 P=0.049*

HR:0.981 P=0.897
mPFS:4.1 vs 4.4 months mPFS: 4.8 vs 3.3 months
0.8
05
.
= 3
i i o
i E
_-E [ ,E; 0.4
> lg
" Mirvetusimab e Minvetuximab_
. , \rC Chematherapy . . o IC Chemotherapy
€ 1z 15 18 0 3 6 9 12 15 18
Time in months Time in months
No. at rigk . No. at risk
Mirvetusimat 248 132 64 t il 4 Mirvetusimab ] B 19 10
27 12 0 icc 1 % 4 0

Moore et al, ESMO 2019



Avances en el cancer de ovario
ADCs: Mirvetuximab soravtansine

FORWARD-1: Fase lll Mirvetuximab vs QT en recaida ILP <6m

PFS y OS tras re-scoring (en FRa High)

10X Scoring

34%
FRa <50%
n=114

60%

FRa High
n=198 350/0
FRa High
n=116

M High (= 75%) B Medium (50-74%)

PS2+ Scoring

<50%

FRa. expression
below intended
inclusion cutoff

Intended FRa
expression
(medium/high)

Survival Probability

PFS

IC Chemotherapy

Receptor

de folato

HR: 0.549 P=0.015
mPFS: 5.6 vs 3.2 months

Mirvetuximab

Time in months

B
o

HR: 0.678 (0.410, 1.119) P=0.126
mOS: 16.4 vs 11.4 months

Mirvetuximab

IC Chemotherapy

Moore et al, ESMO 2019



ORR, %

Avances en el cancer de ovario
ADCs: Mirvetuximab soravtansine

SORAYA: Fase Il en recaida ILP <6m

Overall population

ORR

32.4%

(2358, 42.2)*

N=105

Subgroups ORR (%

Number of prior lines

of therapy
1-2 lines 3 lines

35.3%

z24,409”  30.2%

N=51

(18.3, 44.3)°

N=53

DA

APPROVED

Prior exposure

to PARPIt

Yes

38.0%
(24.7, 52.8)"

N=50

No

27.5%

(159, 41.7"

N=51

Receptor
de folato

All Grades Grade3 Grade 4

91 (86)

29 (27)

- Blurred vision 43 (41) 6 (6) 0 (0)
- Keratopathy*t 38 (36) 8 (8) 1(1)
Nausea 31 (29) 0 (0) 0 (0)
Dry eye 24 (23) 2(2) 0 (0)
Fatigue 24 (23) 1(1) 0(0)
Diarrhea 23 (22) 2(2) 0 (0)
Asthenia 16 (15) 1(1) 0(0)
Photophobia 15 (14) 0 (0) 0 (0)
E:;'ﬂ‘:’::v 13 (12) 0(0) 0 (0)

Matulonis et al. SGO 2022



Avances en el cancer de ovario

. . . Receptor
ADCs: Mirvetuximab soravtansine de folato

MIRASOL STUDY DESIGN: PHASE 3 REGISTRATION TRIAL FOR MIRVETUXIMAB
SORAVTANSINE USING PS2+ SCORING IN FRa HIGH PATIENTS

Mirvetuximab
M I R ﬁ S‘\‘ ” L Soravtansine

Zu
I 6 me/ke (adjusted ideal body weight)
once every 3 weeks

Beneficio en

PFSy OS
Primary Endpoint

1:1 Randomization Progression-free survival
+ 430 patients/330 events for _ STRATIFICATION FACTORS by INV
PFS by INV IC Chemotherapy Choice BICR* for sensitivity analysis
+ Platinum resistant disease (Pactitaxel, PLD, Tgpoteean)
(< T PFl) Prior therapies
(1vs2vs3) .
- Prior Bev and PARP allowed Secondary Endpoints

Investigator’s Choice Overall response rate by INV

Overall survival
s . Chemothera .
Statistical Assumptions Pactitaxel PLDszr Patient reported outcomes

+ a=0.05 (two-sided), Power = 90%,
HR=0.7; control arm mPFS 3.5 mo Paclitaxel: 80 mg/m? weekly

'''''''''' PLD: 40 mg/m? once every 4 weeks
Topotecan: 4 mg/m’ on Days 1, 8,
and 15 every 4 weeks; or 1.25 mg/m’




Avances en el cancer de ovario
ADCs: Mirvetuximab soravtansine

Fase Ib/Il de Mirvetuximab + Bevacizumab en recaida ILP <6m y FRa High

Best overall response, n (%)

Complete response 5(5)
Partial response 36 (38)
Stable disease 44 (47)
Progressive disease 8 (9)

Percentage change from baseline

Percentage change from baseline

Receptor
de folato

0 50 100 150 200 250 300 350 400 450 500 550 600 650 70O 750 800

Time (days)

Gilbert et al. Gynecol Oncol 2023



Avances en el cancer de ovario
ADCs: Mirvetuximab soravtansine de folato

Receptor

GLORIOSA:
Fase Il de mantenimiento con Mirvetuximab + Bevacizumab en recaida ILP >6 m y FRa High

&— Main-Screeningl —eo—— RandomizationEaindBtudyTreatment? —

ARMEHR
Bevacizumab@[ —>
MIRVER3wks>?

rPSOC? /

=]

High#Ra? CR/PRE - Stratification3@ é
2LPlatinum-based? | or3DaE - & . — E;
doublet@Bev?? Randomization®? L

\ ARM2

Bevacizumabl@
alone@3wks>?

v




Avances en el cancer de ovario
ADCs: Farletuzumab ecteribulin

Fase Ib MORAb-202 en recaida ILP <ém y RF +

Receptor

de folato

Parameter Cohort 1 (n = 24) Cohort 2 (n = 21)
MORADb-202 0.9 mg/kg MORADb-202 1.2 mg/kg
CR, n (%) 1(4.2) 0
PR, n (%) 5 (20.8) 11 (52.4)
SD, n (% 10 (41.7 9(42.9 " ; :
(%) 2 (33 5 ) 1(4 3 ) Figure 3. Best Overall Response and Maximum Shrinkage
: ; in Tumor Volume From Baseline
ORR, n (%), (95% CI) 6 (25.0), (9.8-46.7) 11 (52.4), (29.8-74.3) 100~
X 80
g o PDPD
Table 4. Summary of Respiratory TEAEs 2 401@EE.
] 20+ PPr0spsp
Parameter, n (%) Cohort 1 (n = 24) Cohort 2 (n =21) 2 0 — PDSDS"SDSDSD ]|
MORADb-202 0.9 mg/kg | MORAb-202 1.2 mg/k 2 20 M |
Any ILD/Pneumonitis event 9 (37.5) 14 (66.7) g -40- wran
Severity: 1 2 (33 3) R (28 A) S -60- Pral
Grade 2 1(4.2) 7 (33.3) S -804 * HGS (n=39)
Grade 3 0 1(4.8) -100- = Other histological (n = 6) THEENEN
Grade 4 0 0
Grade 5 0 0
Serious respiratory event? 2 (8.3) 3(14.3)
ILD/Pneumonitis event leading to
ORAb-202:
Discontinuation 14.2) 5(23.8)

Nishio et al. ASCO 2022



Avances en el cancer de ovario
ADCs: Farletuzumab ecteribulin de folato

Receptor

Fase IIR CA116-001 en recaida ILP <6m

Screening Treatment
i Key Eligibility Criteria Stratify by:
FRu levels
+ High-prade Serous (HGS) Ovarian, &7 ve<T5%)
Primary Peritoneal, or Fallopian Tube ! Tior lnes o Arm B
Cancer (1va2-3) " MORAb-202

+  Platinum-resistant disease 25 mg/m® QIW

+  Exclusion of primary platinum-refractory
disease

Arm C
Investigator’s Choice Chemotherapy

1 to 3 prier ines of therapy

+ Naive to FRa ADC therapy
+ ECOG0Ot1

+ Paclitaxel: 80 mg/m® QW; or —
+ PLD: 40 mg/m* Q4W; or
+ Topotecar: 4 mg/m® Davs 1.8, 13 Q4Wor

125 mg'm? Days 1 to 5 QIW

Treatment for up to Z years, or untl
BECIST v1.1 disease progression,
unacceptable toxicity, death,
wilidrawel of conseny, o1 the sudy
ends, whichever orcurs first




Avances en el cancer de ovario
ADCs: Upifitamab rilsodotin (UpRi)

Fase Ib en recaida ILP <6m (36 vs 43 mg/m2)

38

N 16 22
o ORR, n (%) 13 (34) 7 (44) 6 (27)
?'::;2:7':)'9" CR. 1 (%) 2 (5) 2 (13) 0
PR, n (%) 11 (29) 5 (31) 6 (27)
DCR, n (%) 33 (87) 12 (75) 21 (95)
N 75 25 48
ORR, n (%) 17 (23) 9 (36) 8(17)
All NaPi2b Levels — CR, n (%) 20 70 Y
PR, n (%) 15 (20) 7 (28) 8 (17)
DCR, n (%) 54 (72) 18 (72) 35 (73)

NaPi2b Expression ‘

24
Time on Tre:

28 32
atment (Weeks)

36

Il Dose Group 36
W Dose Group 43
UpRi <33 mgim?

TRAEs 220%

Fatigue
Nausea
AST Increased

Thrombocytopenia

Decreased Appetite
Vomiting

Diarrhea

Anemia

Pyrexia

Headache

Blood ALP Increased
Abdominal Pain

Dehydration

Dose Group 36
1 (n=29)

CTCAE Grade
H 3+ All

Dose Group 43
(n=66)

CTCAE Grade
u 3+ All

100 90 80 70 60 50 40 30 20 10 0 10 20 30 40 50 60 70 80 90 100

Percentage (%) of Patients

Richardson et al. SGO 2022



Avances en el cancer de ovario
ADCs: Upifitamab rilsodotin (UpRi)

Ensayos en marcha
RECIST v1.1; ECOG PS 0 or 1; enrolling regardless of NaPi2b expression

Primary Endpoint
+ Confirmed ORR in NaPi2b-high (N = ~100)

Key Inclusion Criteria

Secondary Endpoint

UP-LIFT . Platinu‘m-r-esistant ovarian cancer (PROC) - Confirmed ORR in overall population
. 1-4 prior lines of therapy (N = up to ~180 including 100 NaPi2b-high
Fase Ib expansion *  Grade s2 peripheral neuropathy UpRi 36 mg/m? up to

Archival or fresh tissue required for biomarker evaluation max 80 mg; IV Q4W Other Secondary Endpoints
Key Exclusion Criteria * DoR

en recaida ILP <é6m

1-2 prior lines bevacizumab-naive « Safety
Primary platinum-refractory disease

Prospectively-defined retrospective analysis
to validate NaPi2b biomarker cutoff

Key Enroliment Criteria UpRi IV Q4W Primary Endpoint
UP-NEXT . CR,_PR, or SD as best response following » PFS by BICR
Fase Ill mantenimiento platinum in recurrent disease Randomize
, » 24 prior lines of platinum (including the 2:1 Secondary Endpoints
en recaida ILP >6m immediately preceding platinum) N=350 « PFS by Investigator

 NaPi2b-high (TPS 275) + ORR
* Prior PARPI therapy only required for BRCAmut - 08




Avances en el cancer de ovario
Opciones en desarrollo tras progresion a iPARP

Otras
terapias
dirigidas




Avances en el cancer de ovario
Relacorilant

V'
q ‘ ‘ Serum cortisol
: ‘ ‘ Nab-paclitaxel

Relacorilant

v,
‘ A Serum cortisol
" ‘ Nab-paclitaxel

EXTRACELLULAR .\
SPACE —

y 3

N\

<% Microtubule™,_

inhibition N inhibition

‘ ) Micratubule\\-,&

CYTOPLASM

NUCLEUS /"

\ Apoptosis >,

‘ 0000
dusply \

XO000(::,
duspl

PFS in Ovarian Cancer
Stratified by GR Expression

Phase 1 study suggests synergy between

1.0 1

HR =1.66
% Cl: 1.29-2. i - i 1
o8 o oL 129 2. relacorilant and nab-paclitaxel
% 0.6
s | & GR . . -
g - v ef_,‘f;rggsaon Relacorilant + nab-paclitaxel showed durable disease
2 — 0 control (=16 weeks) in 38.5% (5/13) of patients with
92 { expression /" ovarian cancer
(n=133)
0.0 T T

olombo et al. 2022
Veneris et al. Gynecol Oncol 2017
Munster et al, 2022

0 12 24 36 48 60 72 84 96 108 120
Time in Months



Avances en el cancer de ovario
Relacorilant: Fase Il randomizado

INTERMITTENT relacorilant

Study Design

y O W @ + nab-paclitaxel
) (¢ ) O N=60
N/ N\ \ "

- o000 @ Relacorilant (150 mg)
 wm ow | _{ N(ab-s;(liita‘xelj(BO‘£9/n1*)
gefags —

// N \-7
S el e

CONTINUOUS relacorilant =

+ nab-paclitaxel
N

Randomized 1:1:1 —58

* Measurable or non-measurable

Relacorilant (100 mg*)

disease by RECIST v1.1 ll!s !22 ‘2—84 Nab-paclitaxel (80 mg/m?)
. Up to4 prior chemotherapeuﬁc *Discretionary relacorilant escalation to 150 mg allowed starting in cycle 2

regimens

Stratification factors:

* Relapse within 6 months of most
recent taxane

* Presence of ascites

CONTINUOUS vs COMPARATOR

INTERMITTENT vs COMPARATOR

Primary endpoint:

Progression-free survival (PFS)
by investigator and RECIST v1.1

Secondary endpoints:

Objective response rate (ORR)
Duration of response (DoR)
Overall survival (OS)

Safety of the relacorilant +
nap-paclitaxel combination

Colombo et al. ASCO 2022



Avances en el cancer de ovario
Relacorilant: Fase Il randomizado

Intermittent Relacorilant + Nab-Paclitaxel
Improved PFS

INTERMITTENT* CONTINUOUS ‘ COMPARATOR
N=60 N=58 N=60
100+ Events, no. (%) 47 (78.3%) 50 (86.2%) 57 (95.0%)
Median PFS, mo 5.6 53 38
g % |@%C) === @772 2 (38.56) _ (35,54)
3 HRvs 0.66 0.83 NA
5 Comparator 0.44,0.98) (056, 1.22)
ﬁ “1 4 *P. .038 vs. nab-p alone; no adjustment
_§ ------ - e SESsSELLSSS S LA AT Median follow-up time: 11.1 months Data cutoff: March 22, 2021
8"
« - - -
o] Intermittent Relacorilant + Nab-Paclitaxel
INTERMITTENT

K Improved OS

INTERMITTENT* CONTINUOUS COMPARATOR
T v T T r N=60 N=58 N=60
8 10 12 4 16
Number at risk (events/cumulative events) Months 093} Events, no. (%) 37 (61.7%) 42 (72.4%) 49 (81.7%)
CONTINUOUS 58 (00) 46(11m) 35 (10121) 7 (546) 23M49) 1 o
INTERMITTENT 60 (0/0) 461212 k. 23) 9 (9443 4 (4MT) 2 0 (047,
COMPARATOR 80 a0y 2 8550 ppoid 2 101557 0(0s: Median 0S, mo 13.9 1.3 122
804 (95% CI) (11.1, 18.4) (7.5, 16.4) (7.7, 15.3)
HR vs 0.67 0.85 N
% /A
g " Comparator (0.43, 1.03) (0.56, 1.29)
3 60
* P-value=0.066 vs. nab-paclitaxel alone
Median follow-up time: 22.5 months Data cutoff: March 7, 2022
g 404
INTERMITTENT
204 la-—a-a CONTINUOUS In the INTERMITTENT arm, 27% of patients

were still alive at 24 months compared to

COMPARATOR 14% in the COMPARATOR arm.
T

0 3 $ L) B 13 o 3 4. . N 3 Trend toward improved OS consistent at
Number at risk (events/cumulative events) Months primary and final analyses.
CONTINUOUS 58 (0/0) 53 (5/5) 44(813) 33(1124) 20(529) 21(504) 16(809) 12(009) 5(2M41) 1(142) 0(0M42)
INTERMITTENT 60(00) 61 (58) 46(5110) 37(5N6) 30(TR2) 23(TRG) 19(433) 11(306) 6(1A7) 1(037) 1(037) 0(0n37)
COMPARATOR 60(0N0) 57(33) 45(1215) 36(8/23) 20(820) 22(7/36) 14 (BM4) 8 (246) 3 (248)

1(148) 0 (0/48)

Colombo et al. ASCO 2022



Avances en el cancer de ovario
Relacorilant: Fase Il

ENG T . - FOUNDATION®
::z::z:roz:::m::ogm%m ROSELLA Phase 3 Working Design: GOG e

An Open-label, Randomized, 2-Arm Study

oo 000 000 @ Relacorilant (150 mg p.o.)
= Il ll | Nab-paciitaxel (80 mg/m? i.v.)
1 8

15 28

Primary endpoint:
« PFS (by blinded independent
central review) per RECIST v1.1

Patient population:
~360 patients
Screening

* High-grade serous, Day:28 =]
ovarian, primary
peritoneal, or fallopian
tube cancer Day [°

Secondary endpoints:
Efficacy:
- 08

. -~ o
| | Liposomal doxorubicin (40 mg/m? i.v.) B ES (byinvestigator)

1 8 15 28
. - X . per RECIST v1.1
Progression _56 months Day ™ L L | Pacitaxel (80 mg/m? i) e boR
after last platinum L g o 28 » per REGIST v1.1
(exclude primary Day e i o, R B - CBR per RECIST vi.1
platinum-refractory) Day 220 i Topotecan (1125 gl iv: - Response according to CA-125
» 1-3 prior lines 1 21 - Combined response
p Day }D II:] I|:] I Nab-paclitaxel (100 mg/m?2 i.v.) per RECIST v1.1 + GCIG criteria
1 8 15 28

Safety, quality of life,
pharmacodynamics, and
pharmacokinetics




Avances en el tratamiento del cancer de ovario
Conclusiones

Los iPARP se han consolidado como tratamiento de mantenimiento en 12 linea,
con beneficio muy relevante a largo plazo en poblacién BRCAm y HRd

Pendiente de resultados de estudios de inmunoterapia afiadida a iPARP en 12 linea
Se estan evaluando diversas opciones de tratamiento tras progresion a iPARP:

* Escenario en el que el platino tiene baja eficacia

* Posible opcion de rechallenge con iPARP para pacientes seleccionadas

e Los ADCs son los farmacos con un desarrollo mas avanzado, con varios
estudios randomizados en marcha

* Mirvetuximab ha demostrado beneficio en PFS y OS frente a QT en recaida
con ILP <bm



Gracias

andres.redondos@uam.es
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