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Mecanismos de resistencia a iPARP y platino
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¢Y tras Progresion a iPARP?
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Los principales mecanismos descritos hasta la fecha se relacionan

con la restauracion de la reparacion de la recombinacion homadloga

y la estabilizacidn de las horquillas de replicacion.
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AGENDA

1. ¢Qué factores tenemos en cuenta para la elecciéon del tratamiento a la recaida?

2. (Es el platino el tratamiento mas adecuado tras progresion a iPARP?

3. ¢Tiene cabida en el tratamiento del COA la combinacion trabectedina-DLP tras iPARP?

4. ¢Elretratamiento con iPARP tras respuesta a platino es una opcién razonable?

5. ¢Qué nuevas estrategias de combinacion se estan estudiando para revertir resistencias a IPARP?
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1. ¢Qué factores tenemos en cuenta para la eleccion del tratamiento a la recaida?

Cirugia
Comorbilidades Tratamiento previo
Estado funcional Candidato a tratamiento de

Toxicidad residual mantenimiento
Sintomas TFI (Intervalo libre de tratamiento)

gBRCA Acceso al tratamiento

Paciente .
Tratamiento

ESMO-ESGO Consensus Conference on Ovarian Cancer E SG
12-14 April 2018 in Milana, Haly

European Society of

Figura adaptada de Colombo N, et al. Ann Oncol. 2019. 2
Gynaecological Oncology

gBRCA: BRCA en la linea germinal; HRD: deficiencia en recombinacion homodloga; sBRCA: BRCA somatico;

TFI: intervalo libre de tratamiento.

1. Colombo N, Sessa C, du Bois A, et al. ESMO-ESGO Consensus Conference Recommendations on Ovarian Cancer: Pathology and Molecular Biology,
Early and Advanced Stages, Borderline Tumours and Recurrent Diseaset. Ann Oncol. 2019 May 1;30(5):672-705.
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2. ¢Es el platino el tratamiento mas adecuado tras progresion a iPARP?

Eficacia de la subsiguiente quimioterapia en pacientes BRCA mut

Analisis exploratorio post-hoc del SOLO-2/ENGOT Ov-21 trial

2020

Arm O = olaparib arm
Arm P = placebo arm

70% (69/99) patients from the
placebo arm and 40% (78/196)
from the olaparib arm were

Detail of subsequent therapy in SOLO-2 trial (n=186)

SOLO2 n=295

Arm O (n=196) Arm P (n=99)

First RECIST progression (n = 186)
Arm O (n=106) Arm P (n=80)

First Subsequent Treatment

(n=161)

No subsequent treatment (n = 25)
Arm O (n=20) Arm P (n=5)

Continued study treatment (n = 16)
ArmO (n=14)Arm P (n = 2)

included in the post hoc analysis.
The inclusion of only a subset of

—>

Chemotherapy n=147
Arm O (n=78) Arm P (n=69)

patients eliminated the study
randomisation

Platinum n=96
Arm O (n=54) Arm P (n=42)

No platinum n=51

Arm O (n=24) Arm P (n=27)

PARPi maintenance (n=18)
Arm O (n=0) Arm P (n=18)

NO PARPi maintenance (n=78)
Arm O (n=54) Arm P (n=24)

25 patients had a PARPi as part of maintenance or treatment of their subsequent therapy: Arm P= 21, Arm O=4 pts

Others n=14

Arm O (n=8) Arm P (n=6)
Arm O

+ PARPi (n=4)

+ Bevacizumab (n=1)

+ Camtobell (n=1)

+ |pilimumab + nivolumab (n=1)
* Letrozole (n=1)

Arm P

- PARPi (n=3)

+ tamoxifen (n=1)
* dnib0600a (n = 2)

Jean-Sebastien Frenel. ESMO 2020



SOLO-2. Analisis exploratorio post hoc. Tiempo a la segunda progresion:
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Olaparib as maintenance therapy in patients with BRCA 1-2
mutated recurrent platinum sensitive ovarian cancer. A real

world experience from the MITO group.

Gynecol Oncol 2020 Jan; 156(1):38-44.

doi: 10.1016/j.ygyno.2019.10.023.Epub 2019 Nov 4

2. ¢Es el platino el tratamiento mas adecuado tras progresion a iPARP?

Experiencia de vida real

* 234 pacientes con mutacion en BRCA que reciben

olaparib en vida real en la recaida.
* 50% 3 o0 mas lineas con platino

* SLP mediana 14,7 meses
* Analizan el resultado del tratamiento subsiguiente en
66 casos, segun el intervalo libre de platino:

824P Real-world-data (RWD) on platinum (Pt) outcomes
after PARP inhibitors (PARPI) progression in high grade

serous ovarian cancer (HGSOC) patients (p)
Ann Oncol. 2020; 31 (4):5622

* 54 pacientes evaluables tratadas con olaparib o niraparib en
vida real (7% tras 1L, 46% tras 2L y 46% tras > 3L)

* Analizan el resultado del tratamiento subsiguiente en 49
pacientes evaluables, segun el intervalo libre de platino:

PFI N QT ORR
<6m 21 No Platino 9.5%
6-12 m 27 36% Platino 11%
>12 m 18 78% platino |22%

Cecere et al. Gynecol Oncol 2020

PFI N |BRCAmut | QT ORR mPFS
<6m 9 55.6% NoPlatino | 28.6% 5.1m
6-12m |24 |50% Platino 22.7% 5.1m
>12m |21 |66.7% Platino 45 % 9.4 m

Plaja Salarich et al.ESMO 2020
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3. ¢Tiene cabida en el tratamiento del COA la combinacion trabectedina-DLP tras iPARP?

Limitaciones Uso Combinaciones con Platino

1. Contraindicaciones

= Hipersensibilidad
=  QOftras toxicidades acumulativas
=  Comorbilidades

2. Baja probabilidad de Respuesta a Platino (ILTp 6-12 meses), evaluando si:
IPARP y bevacizumab previo, varias lineas previas...
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Estudio Pivotal OVA-301: Disefio

Trabectedina 1.1 mg/m?
3 h infusién +
PLD 30 mg/m?

cada 3 semanas

Premedicacion dexametasona

3. ¢éTiene cabida en el tratamiento del COA la combinacion trabectedina-DLP tras iPARP?

OVA 301. Analisis exploratorio: pacientes BRCA1 mutadas

SLPy SG en pacientes PS (ILTp >6) BRCA1 mut (n=41)

A
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® Objetivo Primario: SLP

cada 4 semanas

PLD = Doxorrubicina liposémica pegilada (Caelyx)

= Objetivos Secundarios: SG, tasa de respuestas, seguridad, PK

*Pacientes que no se puedan beneficiar, ineligibles o que no sean
candidatas a recibir una terapia basada en platino
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Las pacientes BRCA1mut tratadas con T-DLP tuvieron SLP y una SG
significativamente mas altas frente a DLP monoterapia.

DLP, Doxorubicina Liposomal Pegilada; ILTp, Intervalo Libre de Tratamiento a Platino; SG,
Supervivencia Global SLP, Supervivencia Libre de Progresion;
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INOVATYON study: Randomized phase lll international study comparing trabectedin/PLD followed by platinum at progression vs a platinum-based regimen in
patients with ROC progressing within 6-12 months after last platinum line.
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4. ¢Elretratamiento con iPARP tras respuesta a platino es una opcion razonable?

Maintenance olaparib rechallenge in patients with ovarian carcinoma previously
treated with a PARP inhibitor: Phase Illb OReO/ENGOT Ov-38 trial

Patients

* Relapsed non-mucinous
epithelial ovarian cancer

*  One prior course of PARPi

maintenance therapy

CR/PR to most recent

platinum regimen or NED

after surgery* with no rising

CA-125

* Documented BRCAm status

by local testing

No limit to number of prior

lines of therapy

2TaN) |

Eric Pujade-Lauraine et al ESMO 2021

BRCAm cohort
* gBRCAm or sBRCAm by

local testing
Prior PARPi exposure for 218
months after first-line
chemotherapy or 212 months
after second-line or later
chemotherapy

(C]

L] W H
Non- cohort
* gBRCAm negative by local
testing; may include patients
with undetected sSBRCAm
Prior PARP exposure for 212 '§
months after first-line
chemotherapy or

26 months after second-line
or later chemotherapy

Maintenance therapy

Olaparib 300 mg bid
or 250 mg bid if 300 mg
not previously tolerated

(N=74)

Placebo
(N=38)

2:1 randomisation stratified by:

« Prior bevacizumab

« <3 vs 24 prior lines of platinum-based
chemotherapy

Olaparib 300 mg bid
or 250 mg bid if 300 mg
not previously tolerated

(N=72)

Placebo

(N=36)

Until disease progression

>

Primary endpoint

* Investigator-assessed PFS

(modified RECIST 1.1)

Secondary endpoints

Time to RECIST/CA-125
progression or death

Time to first subsequent therapy
or death

Time to second subsequent
therapy or death

Time to treatment
discontinuation or death
Overall survival

HRQoL

Safety

*NED was permitted if optimal cytoreductive surgery conducted prior to chemotherapy.
bid, twice daily; CA-125, cancer antigen 125; CR, complete response; gBRCAm, germline BRCA mutation; HRQoL, health-related quality of life; NED, no evidence
of disease; PFS, progression-free survival; PR, partial response; RECIST, Response Evaluation Criteria in Solid Tumours; sBRCAm, somatic BRCA mutation.
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4. ¢Elretratamiento con iPARP tras respuesta a platino es una opcion razonable?

Phase lllb OReO/ENGOT Ov-38 trial

Baseline characteristics

BRCAm cohort (N=112) Non-BRCAm cohort (N=108)
Olaparib (N=74) Placebo (N=38) Olaparib (N=72) Placebo (N=36)

Median (range) patient age, years 58.5 (37-80) 61.5 (44-87) 66.5 (29-81) 62.5 (43-77)
No. of prior lines of any chemotherapy, n (%)

2 5(7) 3(8) 10 (14) 5 (14)

3 31 (42) 16 (42) 31 (43) 17 (47)

4 21 (28) 11 (29) 11 (15) 6(17)

>4 17 (23) 8(21) 20 (28) 8(22)
No. of prior lines of PBC, n (%)

2 12 (16) 3(8) 17 (24) 5(14)

3 36 (49) 19 (50) 32 (44) 20 (56)

>4 26 (35) 16 (42) 23 (32) 11 (31)
Response to PBC prior to study entry, n (%)

Complete 15 (20) 13(34) 19 (26) T30

Parfial 58 (78) 25 (66) 53 (74) 25 (69)

Missing 1(1) 0 0 0

PBC, platinum-based chemotherapy.
Eric Pujade-Lauraine et al ESMO 2021
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4. ¢Elretratamiento con iPARP tras respuesta a platino es una opcion razonable?

Phase lllb OReO/ENGOT Ov-38 trial
Previous PARP inhibitor therapy and HRD status

BRCAm cohort (N=112) Non-BRCAm cohort (N=108)

Olaparib (N=74) Placebo (N=38) Olaparib (N=72) Placebo (N=36)

N o 218 months first-line or 212 months second =12 months first-line or 26 months second or
Eligibility criteria

or later line PARPI exposure later line PARPI exposure

Median (range) duration of prior PARPi, months 21.2 (12-58) 18.3 (12-55) 12.6 (6-102) 12.4 (3-36)
Duration of prior PARPi exposure, n (%)

=18 months (BRCAm); 212 months (non-BRCAm) 47 (64) 22 (58) 41 (57) 19 (53)

i in (%)

Olaparib 69 (93) 34 (89) 15 (21) 8 (22)

Niraparib 3 (4) 2(5) 46 (64) 21 (58)

Rucaparib 1(1) 2(5) 7(10) 6(17)

Veliparib 0 0 3(4) 0

Blinded therapy 0 0 3 (4) 1(3)

Placebo 2(3) 0 0 1(3)
HRD status, n (%)

HRD positive’ - - 29 (40) 16 (44)

HRD negativet - - 30 (42) 11 (31)

HRD unknown$ - - 13 (18) 9 (25)

*The total of the percentages may be >100 as patients may have received more than one type of PARPI as a result of protocol deviations (one olaparib BRCAm cohort patient) or patients
who were known to have received placebo in a PARPi study at entry to OReO (one olaparib BRCAm cohort and one placebo non-BRCAm cohort patient); THRD positive defined as a
i : ; genomic instability score 242 and/or a qualifying tumour BRCAm (retrospective Myriad tumour testing using myChoice® CDx); ¥HRD negative defined as genomic instability score <42 and
Eric PUjade-Lauralne et al ESMO 2021 no qualifying tumour BRCAm; §HRD unknown defined as a missing/cancelled/failed test. HRD, homologous recombination deficiency.
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4. ¢Elretratamiento con iPARP tras respuesta a platino es una opcion razonable?

BRCAmut cohort: PFS

100
90
80
70
60
50
40
30
20
10

0

Patients free from disease progression
and death (%)

No. at risk
Olaparib

Plarahn

Phase lllb OReO/ENGOT Ov-38 trial

— _ BRCAm cohort
| % 45% pacientes son
totalmente resistentes Olaparib Placebo
| = aolaparib DS WEE
1 Median follow-up for PFS, months 4.1 2.8
1 Events, n (%) 65 (88) 38 (100)
| Median PFS, months 4.3 2.8
- 0
35% HR 0.57 (95% CI 0.37-0.87); P=0.022
_ | 19%
i 13% . _
Placepo | 0% pamentes conS|guen un beneficio prolongado
— —
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 2 34 3
6m 12 m rom randomisation (months)
74 66 38 25 23 16 13 7 7 6 4 4 3 2 2 1 1 1 1
3 23R 1Ak AR 4 1 N

Eric Puiade-Lauraine et al ESMO 2021. Abstr LBA33.



$TMPOSIO. DE REVISIONES EN CANCER

“Tratamiento médico del cancer en el aiio 2022

Escenarios tras la progresion a iPARPs

4. ¢Elretratamiento con iPARP tras respuesta a platino es una opcion razonable?

BRCA wt cohort :PFS

Patients free from disease progression
and death (%)

No. at risk

Olaparib
Placebo

100

90 -
80 -
70 -
60 -
50 -
40 A
30 T
20 -
10 1

0

Phase Illb OReO/ENGOT Ov-38 trial

Non-BRCAm cohort
40% pacientes son Olaparib Placebo
totalmente resistentes (N=72) (N=36)
aolaparib = .upforPFS, months 29 2.8
Events, n (%) 48 (67) 30 (83)
Median PFS, months 5.3 2.8
HR 0.43 (95% CI 0.26-0.71); P=0.0023
H\ 14%|
% LIPIacebI 14% pacientes consiguen un beneficio prolongado
] ] ] T I E 1 ] — T ] L) Ll ] 1 1 ] T 1
0 2 4 6 8 10 122 14 16 18 20 22 24 26 28 30 32 34 36
6m 12 m  from randomisation (months)
72 62 31 122 10 7 5 5 5 4 2 1 1 1 1 1 1 0
% 3 7 2 2 0

Eric Pujade-Lauraine et al ESMO 2021. Abstr LBA33.
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\/ Escenarios tras la progresion a iPARPs

REVISIONES EN CANCER

4. ¢Elretratamiento con iPARP tras respuesta a platino es una opcion razonable?

Phase Illb OReO/ENGOT Ov-38 trial

Analisis exploratorio: el beneficio es independiente de HRD en |la poblacion no-BRCAm

o]
o

and death (%)

Patients free from disease progression
o S

No. at risk

o o
1 1

o

Non-BRCAm cohort: HRD-positive

) Olaparib Placebo

] ﬁ (N=29) (N=16)

T Events, n (%) 21 (72) 13 (81)

0
64%  Median PFS, months 5.3 2.8

HR 0.52 (95% C1 0.26-1.10)

131% |_|_‘ 259,

15% H Olaparib
_| Placebo |

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Time from randomisation (months)

Olaparb 29 24 12 5 4 3 1 1 1 1 1 0

Placebo

16 12 4 2 2 0

Non-BRCAm cohort: HRD-negative

100 O, Olaparib Placebo
90 - —L (N=30) (N=11)
80 1 Events, n (%) 18 (60) 8(73)

i [ ]

;g 460%  Median PFS, months 5.4 2.8
50 - HR 0.49 (95% Cl 0.21-1.23)
40 - ) 3io/r
30 = =
20 {18% Olaparit
10 - Placebo

0

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Time from randomisation (months)

302514 6 6 4 4 4 4 3 1111 11 10
110 1 0

Eric Pujade-Lauraine et al ESMO 2021. Abstr LBA33
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4. ¢Elretratamiento con iPARP tras respuesta a platino es una opcion razonable?

PFS benefit was seen across different subgroups* Phase lllb OReO/ENGOT Ov-38 trial
BRCAm cohort Non-BRCAm cohort

Olaparib  Placebo Olaparib Placebo
NumberF())f patients with events/ HR (5% Cl) Numberpof patients with events/ HR (95% Cl)

total number of patients (%) total number of patients (%)

I

I

|
All patients 65/74 (88) 38/38 (100) —.— : 48/72 (67)  30/36 (83) —@— i
Use of prior bevacizumab | J
Yes 32/35 (91) 17117 (100) @ E 27/43 (63)  18/22 (82) o i
No 33/39 (85) 21/21 (100) @ ! 21/29 (72)  12/14 (86) o !
Number of prior regimens of platinum-containing chemotherapy : !
<3 40/47 (85) 23/23 (100) @ ; 32/47 (68)  18/24 (75) 9 '
=4 25/27 (93) 15/15 (100) o ; 16/25 (64) 12/12 (100) . !
Whether a patient had a CR or PR with the most recent course of ! ,
chemotherapy at baseline ! 4
T3M5(87) 1313 (100) ¢ : TOA9(53) 9T (B2) :
PR 51/58 (88 25/25 (100) —@ 38/53 (72)  21/25 (84 ® :
i
;
I

SAAAAMNS [
<18 m (BRCAm); <12 m (non-BRCAm) ~ 25/27 (93) 16/16 (100) ® 20/31(65)  15/17 (88)
218 m (BRCAm); 212 m (non-BRCAm)  40/47 (85) 22/22 (100) @ | 28/41 (68)  15/19 (79)
I 1 1 1 1 1 1 LI : 1 1 1 1 1 1 1 1 1 LI II 1 1
0.1 _ 1 . 0.1 ) 1 N
Olaparib better Placebo better Olaparib better Placebo better

Not all predefined subgroups are shown. *No statistical evidence of interaction;
fIn the non-BRCAm cohort, subgroup not analyzed due to <20 PFS events, as prespecified in the statistical analysis plan. m, month. Eric Pujade-Lauraine et al ESMO 2021. Abstr LBA33
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Estudios en Marcha para revertir Resistencias

Estudio DIANA

NCT03579316  WEE-1/PARP

DUETTE ATR/PARP
NCT04239014

NCT02502266 Angiogénesis/PARP

NCT03924245 HDAC/PARP

NCT03057145 CHK1/PARP

TRATAMIENTO

Adavosertib+olaparib, o
adavosertib monoterapia

Ceralasertib+olaparib,o

Olaparib,o placebo

Cediranib + olaparib,o

guimioterapia

Entinostat + olaparib

Prexasertib + olaparib

Poblacion

CO recurrente con
progresion a previo
tratamiento con IPARP

CO recaida platino
sensible, con resistencia
adquirida previa a IPARP

CO resistente o refractario
a platino

CO resistente y refractario
a platino

Tumores sdlidos avanzados

Il, RTC

I, RTC

I,RCT

1/n

Abreviaturas: ATR, ataxia telangiectasia and Rad3-related protein; PARP, Poly (ADP-ribose) polymerase;
HDAC, Histone deacetylases; CHK1, Checkpoint kinase 1,RTC clinical trial randomizado. Tabla Adaptada

NMANllan N ot Al Cancare 200N

Escenarios tras la progresion a iPARPs

5. ¢Qué nuevas estrategias de combinacion se estan estudiando para revertir resistencias a IPARP?

DNA DAMAGE RESPONSE (DDR) DNA SYNTHESIS

ROS
Chemo
RT
SSB DSB

Targets PARP DNA-PK RADS1 TP
Inhibitors Niraparib  Olaparib Peposertib  CYT-0851 Lonsurf
Rucaparib  Fluzoparib
Veliparib
: i i
Ceralasertib—( ATR ){ PARP ) [ MRN Spindle assembly
) N - / - - L - checkpoint
4 - - . : G2 :
LY2880070 — Chk1 Chk2 | «— ATM | checkpoint__
p- / BEY1107
BOERS == Pk Palbociclib
l Abemaciclib
p21 ) .J.

\' ' CDKs |

T

—— G1
Adavosertib — [ Weel \/ checkpoint

Garcia-Sampedro A et al, J Clin. Med. 2021, 10, 566.
https://doi.org/10.3390/jcm10040566



Escenarios tras la progresion a iPARPs

Response assessment Q6W

(every i cycles) : CBR: 63%

PFS: 5.5 months

Recurrent epithelial ovarian, Adavosertib 300 mg QD

peritoneal, or fallopian tube
: Days 1-5, 8-12 Q3W
cancer with documented PD (n=39) Until PD or

on any PARPi as treatment
or maintenance; unlimited unacceptable ORR: 23%

prior tx; measurable disease =—> toxicity; PORSSmonte
per RECIST v1.1; Adavosertib 150 mg QD, optional
ECOG PS 0/1 Days 1-3, 8-10 + biopsy at PD
(N = 80) By  Olaparib 200 mg BID

100

Days 1-21

Q3W (n=41)

50

CBR: 89%

* Primary endpoint: ORR

PFS: 6.4 months

0

o
&
o
2
&
g
®
=]
=
5}
=
S
®
-]
8
8
3
a

» Secondary endpoints: DoR, DCR, PFS, OS, safety

-50

-100

ORR: 29%
DOR 5.5 months

Westin. ASCO 2021. Abstr 5505. NCT03579316.



Escenarios tras la progresion a iPARPs

5. ¢Qué nuevas estrategias de combinacion se estan estudiando para revertir resistencias a IPARP?

Combinacion de iPARP con inhibidores de WEE1
Fase Il .EFFORT trial: ADAVOSERTIB INHIBIDOR Wee-1

BRCA mut. Clinical activity BRCA wt. Clinical activity
. Adavosertib Adavosertib + Olaparib . Adavosertib Adavosertib + Olaparib
Response in mBRCA (n=15) (n=16) Response in wtBRCA (n=16) (n=18)
Best overall response, n (%)
= PR 3 (20) 3(19) Best overall response, n (%)
. IS,'; 120((1637)) 1i g)s) z; 5 (31) 7 (39)
- 10 (63) 10 (56)
1(6) 1(6)
ORR, % (95% Cl) 20 (4-48) 19 (4-46)
DoR (95% Cl) 5.6 (5.5-NR) 6.4 (5.6-NR) ‘ ORR, % (95% Cl) 31 (11-59) 39 (17-64)
SD >4 mo, n (%) 7 (47) 10 (62) DoR (95% Cl) 4.1 (2.8-NR) 8.7 (2.8-NR)
SD >4 , N (% 6 (38 10 (56
Clinical benefit rate, % (95% Cl) 67 (33-88) 81 (54-96) >4mo, n (%) (38) (56)
Clinical benefit rate, % (95% Cl) 69 (41-89) 94 (73-100)
Duration of clinical benefit (95% Cl) 5.6 (4.6-8.1) 5.6 (3.7-NR)
Duration of clinical benefit (95% Cl) 4.1(2.8-7.4) 8.4(3.1-10.1)

Westin. ASCO 2021. Abstr 5505. NCT03579316.
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5. ¢Qué nuevas estrategias de combinacion se estan estudiando para revertir resistencias a IPARP?

Combinacion de iPARP con inhibidores de ATR

CAPRI Study: Ceralasertib + Olaparib n b
Cohort C (Progressed with prior PARPI) g‘i‘;‘é’;‘il,o!,gs

ovarian cancer

Platinum sensitive
Platinum resistant
Platinum sensitive recurrent HGSOC Cohort B

HR Deficient
Clinical benefit from prior PARPI Di_Ct'hnot_Pf?:%f;?
No intervening chemotherapy since last PARPi _ pnor : bl L '

Olaparib 300mg PO BID days 1-28
. Ceralasertib 160mg PO QD days 1-7
Wethington et al. ASCO 2021 : d




5. ¢Qué nuevas estrategias de combinacion se estan estudiando para revertir resistencias a IPARP?

Escenarios tras la progresion a iPARPs

Combinacion de iPARP con inhibidores de ATR

CAPRI Study: Ceralasertib + Olaparib
Cohort C (Progressed with prior PARPI)

13 subjects
BRCA/HRD

« Germline BRCAMYT 69% (n=9)
» Somatic BRCAMUYT 23% (n=3)
* Positive HRD score 8% (n=1)

Prior PARPI

« 15t line maintenance 8% (n=1)
« 2"d]ine maintenance 38% (n==%
* Treatment 54% (n=7)

n ( ) - ” 3

0 : ; i ‘
Best % change in sum of tumor diameter c Bl =
prior PARP;
10 Maintenance

[ v
B Treatment
20
m

37m

Duration an
treatment in
maonths

10

Remains on

treatment
-10

-20

; 47m 15.7m :
-30 Partial Response

40 HRD status

Wethington et al. ASCO 2021



Screening Part 1
Consent

2L/3L
PSR OC, prior
PARP inhibitor
*maintenance
minimum 6
months;
**Planned for
platinum-
doublet
chemotherapy

Oza et al. Int J Gynecol Cancer 2020

Consent

Discontinue study

Screen;ng Part Tday[\
window

;'/

Combinacion de iPARP con inhibidores de ATR
DUETTE STUDY: CERALASERTIB

Phase Il randomized, multicenter study to investigate the efficacy and tolerability of a second maintenance treatment in patients
with platinum- sensitive relapsed epithelial ovarian cancer, who have previously received poly(ADP- ribose) polymerase (PARP) inhibitor maintenance treatment

Maintenance post-CT

Escenarios tras la progresion a iPARPs

5. ¢Qué nuevas estrategias de combinacion se estan estudiando para revertir resistencias a IPARP?

Endpoints

ceralasertib 160mgpo QD d1-7 +

olaparib 300mg po BID daily q28
n=64, Open-label

olaparib 300mg po BID daily
n=64

Placebo po BID daily
n=64

1°PFS
2° DCR, OS,
(ORR, DoR),
HRQolL,
safety and
tolerability,
PK
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Estrategias terapeuticas Post-iPARP

Therapeutic Strategies for the Post-PARPi space

Which therapies or rational combinatioltlwls Raé'gr n;ost promising to take forward to phase
S?

Overcoming Resistance Bypassing Resistance
Combination PARPi studies Non-cross resistant agents
DUETTE (Olaparib, Ceralasertib) & MIRASOL (Mirvetuximab Soravtansine)

AVANOVAZ2 (Niraparib, Nivolumab) G-Quadraplex stabilizer CX 5461
ANITA (Platinum, Atezolizumab, PESCO (Pembrolizumab, DPX-Survivac)

Niraparib) / Recent or Ongoing REVOLVE (V!?GFi combination -
EVOLVE (Olaparib, Cediranib) Trials Looking at (chemo, anti-PD-1, or cell cycle inhibitors))
REFMAL 495 (Olaparib, AZD5153) i b Pt
E E j ] -PD- .
ol el PARP Inhibitor Pick a different target — DDR or other
EFFORT \
A

Rational resensitization

PARPi re-challenge
OReO (Olaparib)
QUADRA (Niraparib)
Identify patients with continued sensitivity- the PARPi version of Platinum sensitivity

Oza. ASCO 2021
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Conclusiones

» No hay un tratamiento estandar tras progresion a iPARP.

» La resistencia al platino y la resistencia a iPARP comparten mecanismos de accidon pudiendo presentar
resistencias cruzadas.

» Los analisis exploratorios de ensayos prospectivos y series retrospectivas parecen mostrar una respuesta
menor a la esperada al platino tras progresion a iPARP sobre todo en recaidas con ILP <12 meses.

» La combinacién de trabectedina-DLP se puede considerar en pacientes pretratadas con platino e iPARP
en funcion del contexto clinico y estrategia terapeutica.

» En pacientes pretratadas con iPARP, el retratamiento con olaparib tras respuesta a platino aumenta la
SLP independientemente de biomarcador ,aunque un 40-45% de las pacientes eran resistentes a
olaparib.

» Estudios en marcha de combinaciones (iPARP + inhibidor WEE-1; iPARP + inhibidor ATR) como estrategia
para revetir resistencias tras progresion a iPARP.
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Gracias



