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tras progresion a IPARP:
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Opciones de tratamiento tras progresion a iPARP 'l

Post PARPi progression Further progression

* Non-platinum single agent *

Non-platinum single agent *
hevacizumab (if not before) -

izumab (if not before)

Platinum rechallenge (if not refractory)

Platinum ineligible

First-line PARPi
+ bevacizumab

Platinum eligible

Platinum ineligible

¢ Platinum-based combination &

* Platinum-based combination izumab (if not before)

evacizumab (if not before)

Platinum eligible | -, "“Non-platinum interposition (especially

if PFI < 12 months)

Figure 4 Overview of the current treatment algorithm after poly (ADP- ribose) polymerase inhibitor (PARPI) progression in
ovarian cancer. PFI, platinum-free interval.

Garuso G, et al. Int J Gyn Cancer 2023




Progresion tras completar iPARP vs Progresidon durante el mantenimiento con iPARP

Progresion
tras terminar @
IPARP

1a linea sin Progresion
bevacizumab durante IPARP

Rapida
progression
durante IPARP

1a linea iPARP Y
con
bevacizumab




; Es la paciente elegible para retratamiento con platino?

Platino sensible/resistente/refractaria

Paciente para la que el platino es la
mejor opcion vs paciente para la que el
platino no es la mejor opcién

Paciente elegible para platino o no
elegible para platino

Statement 8

Platinum-based regimens as the reference group (32 of 33 groups

approved, one opposed*)

1 Platinum-containing regimens should be the reference
group in patient populations in which response to platinum
is expected; these populations include patients with:

«  Tumours without progression during platinum therapy
or shortly following the last platinum dose (eg, within
12 weeks) and

+ Have responded to the most recent platinum therapy, or
the patient had no prior platinum therapy, or no residual
tumour at the start of platinum therapy

Vergote |, et al. Lancet Oncol 2022




;La respuesta a retratamiento con platino sera la esperada?

iPARP en recaida, retrospectiva

A
1.00
2 Population treated with chemotherapy (n = 147) Platinum-based chemotherapy (n = 96)
% 0.75 Olaparib versus placebo g 100 Oncology 156 (2020) 38—44
5 Median: 6.9 versus 12.1 months @
g HR =2.17; 95% Cl 1.47-3.19 % 0.75 Olaparib versus placebo
5 050 o 75 7. E)VS:SUS 14.3 months.
g 2- 050 HR =2.89; 95% CI 1.73-4.82 ca 125 low ca ]25hlgh
% 0.25 é
E 5 0% —TTe AL B na O
I3
000 & oo Cecere SC, et al. Gyn Oncol 2020
0 6 12 18 24 0 6 12 18 24
Number at risk Months Number at risk Months
Placebo 69 54 31 9 1 P\aceqo 42 37 25 8 1
Oapars 70 “© ! 2 ! Oepary 54 * ¢ 2 ! Table 2. ORR, PFS and OS in PS patients receiving subsequent platinum by BRCA mutation.
D
1.00 Total BRCA BRCA
El onplatinum base chomotherepy (n= 51 o 00 Platinum-based chemotherapy excluding MUTANT WT/Others p
ﬁ 0.75 Olaparib versus placebo é o075 patients with PARPi maintenance (n = 78)
8 Mt S o T n=74 n=35 n=39
5 050 £ 050 MR e R Best response to CT
£ 5 administered after PARPi 0 0.004
3 02 g oz progression, 1 (%):
. . 6 (8.1%) 5 (14.3%) 1(2.6%)
5 - - " 5 - - - n PR 25 (33.8%) 9 (25.7%) 16 (41.0%)
— Months N Months SD 20 (27.0%) 5 (14.3%) 15 (38.5%)
Placebo 27 17 6 1 Placebo 24 19 12 4 1 PROG 23 (31.1%) 16 (45.7%) 7 (17.9%)
Olaparib 24 12 ! 0 Olaparib 54 3 5 2 ! oS * 20.6 (13.6-28.9) 16.4 (9.3-27.5) 24.2 (17.2,NR) 0.036
Figure 2. Time to second ion according to therapy type. Cl, confi interval; HR, hazard ratio; PARPi, poly (ADP-ribose) polymerase inhibitor. PFS * 6.6 (6_9,2) 3.5 (2_5_8_6) 75 (6,5_10,1) 0.030

* excluding patients included in the OREO study.

Frenel JS, et al. Ann Oncol 2022
Romeo M, et al. Cancers(Basel) 2022

*  Datos retrospectivos sugieren una peor respuesta a platino en las pacientes que han recibido iPARP.
(iEsrazonable pensar que pueda ocurrir lo mismo en la primera linea?



;La respuesta a retratamiento con platino sera la esperada?

Ensayos pivotales de primera linea

Table 1 Overview of the pivotal phase lll randomized controlled trials with poly (ADP-ribose) polymerase inhibitors (PARPY) in
the first-line setting.

Parameter soLo1 PAOLA1 PRIMA PRIME AATHENA-MONO
Drug Olaparib Olaparib+bevacizumab parib Niraparib Rucaparib
Histotype HGSOC and HGSOC and HGEOG HGSOC and HGSOC and HGSOC and HGEOC
H
> Stage lll-IV » Stage lll-IV > Stagelllwith  » Stage lll-IV > Stage lll-IV
» BRCAm » HRD-positive RT>0, NACT, or  » Response to undergoing surgical
> Responseto > Response to platinum inoperable platinum cytoreduction
platinum > Atleast two cycles > Stage IV (complete resection
of bevacizumab with > Response to was permitted)
chemotherapy platinum > Response to
platinum
Starting dose 300mg twice d 300mg twice daily + 15mg/kg ally fixed dose  Individualized dose: 600 mg twice daily

every 3 weeks of 300mg, then 300mg (f weight
individualized dose: >77kg and platelet
300mg (if weight  count >150 000/u)
>77kg and platelet or 200mg
count >150 000/u))

*  Aun sin datos prospectivos disponibles de eficacia de

Duration Up to 2 years > Olaparib: up to 2 years Up to 3 years Upto3 years Up to 2 years (in
(in the absence (in the absence of (in the absence (in the absence the absence of
of toxicity or PD) of of toxicity

EE cEE B URRRET BEE O platino a la progresion tras mantenimiento con iPARP en

absence of toxicity or PD)
Mutational status BRCAm HRD-positive All-comers All-comers. All-comers

. ’
HRD test - Myriad MyChoice Myriad MyGhoice  BGI FoundationOne p rl l I l e ra I | n ea .

Benefit across biomarkers

T jemriosdsro e exi0S Tiris el el o BN e'e-yearll S S oS 2 gl s IS 2020 2
VS 46.5% (HR: 0.55; (HR: 0.92; 95% C10.76 to 1.12) vs 8.2 months (HR:  months (HR: 0.45;  months (HR: 0.52;
95% C10.40 to 0.66: 95% C10.56 to 95% Cl 0.34 10 0.60; 95% Ol 0.40 to 0.68;
0.79; p<0.0001) P<0.001) P<0.0001)
BRCAm 5-year OS: 73.2% vs 53.8%  1.2-year PFS:HR  PFS:NRvs10.8  PFS:NRvs 14.7
(HR: 0.60; 95% Cl 0.39 0 0.93; 0.40;95% C10.27  months (HR: 0.40;  months (HR: 0.40; 95%
p<0.001) 100.62 95% C10.23 10 0.68; C1 0.21 10 0.75)
P<0.001)
HRD-+ (including - 5-year OS 65.5% vs 48.4%  3.5-year PFS: 24.5  PFS: HR 0.48 PFS: 28.7 vs 11.3
CAm) (HR: 0.62; 95% CI 0.45 t0 0.85; vs 11.2 months (HR: months (HR: 0.47;
P<0.001) 0.52; 95% C1 0.40 to 95% C10.31 10 0.72;
0.68; p<0.0001) P=0.0004)
HRD+/BRCAWt  — 5-year OS: 54.7% vs 44.2%  1.2-year PFS: HR PFS: 20.3 vs 9.2
(HR: 0.71; 95% C10.45 to 1.13; 0.50; 95% Cl 0.31 months (HR: 0.58; 95%
P<0.001) 100.83 95% C1 0.36 0 0.93; C1 0.3 to 1.01)
p=0.022)
HRD- - 5-year OS: 25.7% vs 382.3%  3.5-year PFS: Hi HR0.41;95% PFS: 121 vs 9.1
(HR: 1.19; 95% C1 0.88 t0 1.63) 0.65; 95% C0.49to Cl 0.25 10 0.65; months (HR: 0.65; 95%
0.87;p<0.00038  p<0.001 C10.45 10 0.95)
Limitations Lack of Lack of PARPi alone arm > Lackof Lack of Lack of bevacizumab
bevacizumab arm bevacizumab  bevacizumab arm  arm
arm

v

Low-risk patients.
(stage Ill with no.
residual disease
after primary.
debulking
surgery) were
excluded

erval; HGEOC, high-grade endometrioid ovarian cancer; HGSOC, high-
o cloyteliecombiason DN Y epas el e LU o ooy ceatpoptlatony
S, overall survival; PD, prog! ; PFS, median : RCT,

BRCAm, BRCA-mutated; BRCAwt, BRCA-wild type; CI, confidenc
grade serous ovarian cancer; HR, hazard rat

NACT, neoadjuvant chemotherapy: NR, not reach
randomized clinical trial; RT, residual tumor.




;Qué papel tiene bevacizumab?:

tras progresion a iPARP en pacientes sin bevacizumab previo

Ensayos fase 3 de bevacizumab en la recaida

Table 2 Efficacy of Bev on PFS

. . Study Chemo Median PFS (months) Median OS (months)  References
and OS in recurrent ovarian
cancer Control Bev HR Control Bev HR
AURELIA All 34 6.7 048 133 16.6 0.85 JCO 2014 [19],JCO 2015 [20]
wT 39 104 046 13.2 224 0.65
PLD 3.5 54 057 14.1 13.7 091
topotecan 2.1 5.8 032 133 13.8  1.09
OCEANS GC 8.4 124 048 352 35.5 1.03 JCO 2012 [23]
GOG213 TC 10.4 13.8 0.63 37.3 42.2 0.83 Lancet Oncol 2017 [24]

In the weekly paclitaxel (wT) arm of the AURELIA study and in the GOG213 study, the addition of Bev
resulted in prolonged OS (bolded values)

*  Ensayos desarrollados en poblacién con la definicién antigua de sensibilidad a platino (>6m o <6m).

*  Sin estratificacién o cohortes segun BRCA/HRD.

*  Pacientes que no habian recibido PARPi.

¢Puede mejorar los resultados de la quimioterapia basada en platino tras iPARP?



;Qué papel tiene bevacizumab?:
tras progresion a iPARP en pacientes sin bevacizumab previo

NIRVANA-R: fase Il no randomizado

Recurrent OC

Platinum-based
chemo+Bevacizumab

Nonmucinous OC
Prior PARPi treatment
12 mo+ after previous CT

Niraparib+
‘ Bevacizumab -

4 Z MmO X Zm

Niraparib: indivisual starting dose qd till PD
Bevacizumab: 15 mg/kg g3w till PD

44 patients
Study duration: 24 mo

Primary endpoint: 6 mo PFS rate by RECIST

NCT04734665




:Qué papel tiene bevacizumab?:
tras progresion a iPARP en pacientes con bevacizumab previo

=
g

MITO16b/ MANGO—0QV2/ENGOT-ov17: Beneficio de mantener bevacizumab tras la progresion a bevacizumab de primera linea

100 Standard chemo-  Bevacizumab
therapy group group
Median progression-free survival, months (95% Cl) 8.8 (8-4-9-3) 11.8 (10-8-12.9)
S 751 Hazard ratio 0-51 (95% CI 0-41-0-65), stratified log-rank p<0-0001
Z —_ Standard chemotherapy group
2 — Bevacizumab group
¢ 5o
<
2
$
g
£ 25
o T T T T T T T 1
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) (41) 0(41) 0(41)
Bevacizumab group 203 (1) 179(9) 83(29) 30 (40) 9(42) 3(45) (45) 0(45) 0(45)
Figure 2: Kaplan-Meier d curves of progression-fi ival

¢Se mantendria este beneficio en las
pacientes que hayan recibido

bevacizumab en combinacidn con iPARP?

Number  Events  Median progression-free HR (95%C1) palue

survival, months (95% Cl)

Standard chemo-  Bevacizumab

therapy group  group
Age, years 1.00
<65 239 171 88(83-10.0)  11.8(10-8-14-0) —— 052 (0-37-0-71)
265 167 133 8.8(7-9-93) 118 (9:9-131) — 0-48 (0-34-0-69)
ECOG performance status 0-90
0 336 251 88(84-93)  122(11.0-13.8) —— 0-52 (0-40-0-67)
12 70 53 88(59-101) 107 (7-2-122) 046 (0-25-0-84)
Timing of recurrence 0-80
After maintenance bevacizumab 293 204 9.6 (87-100) 132 (11:8-152) —— 047 (0:36-0-63)
During maintenance bevacizumab 113 100 8.0(7-0-87) 10-1(8-6-11-1) _— 0-43 (0-27-0-68)
Platinum-free interval, months 0-56
6-12 145 123 7:9(6:6-8-4) 9-8(8:6-103) —_— 0-50(0:33-074)
>12 261 181 9-6(89-105)  14:0 (12:0-16-2) e 0-46 (034-0-62)
Chemotherapy backbone 003
Carboplatin-paclitaxel 42 28 91(7:9-115) 162 (10-2-19-8) 0-34 (0-15-0-80)
Carboplatin-gemcitabine 197 150 85 (8.0-9-0) 10-8 (9-8-11-8) — 0-59 (0-42-0-83)
BRCA1 or BRCA2 mutational status
Unknown 86 (76-91) 102 (9:0-11-4) 0-56 (0-38-0-83)
Wild-type 87(8:0-9-2) 12:0 (10-8-14-8) 036 (0-25-0-50)
Mutated 161 (11:0-200) 141 (112-17:5) 158 (0-667-3-71)
All patients 8-8(8:4-9-3) 11.8 (10-8-12.9) 0-51(0-41-0-65)

«—
Favours chemotherapy ~ Favours
plus bevacizumab  chemotherapy

f1

Figure 3: Forest plot of

bgroup analysis of

prog

survival

The size of symbols is proportional to the number of patients in each subgroup. Interaction p values were calculated by the likelihood-ratio test of two nested models, with and without interaction.
ECOG=Eastern Cooperative Oncology Group. HR=hazard ratio.

Pignata S, et al. Lancet Oncol 2021.



:Qué pacientes pueden beneficiarse de un retratamiento con iPARP?

Ensayo OREO

Study design

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

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

Non-BRCAm cohort

* gBRCAm negative by local
testing; may include patients
with undetected SBRCAm
Prior PARPi 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

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)

Until disease progression

Primary endpoint

+ Investigator-assessed PFS
(modified RECIST 1.1)

« 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

Pacientes con iPARP en
primera linea (2 lineas
de platino previas):

<10% en la cohorte
BRCAmut

<15% en la cohorte de
non-BRCAmut



:Qué pacientes pueden beneficiarse de un retratamiento con iPARP?

Patients free from disease progression
and death (%)

No. at risk

Olaparib
Placebo

100

90 1

Patients free from disease progression
and death (%)
3

No. at risk
Olaparib
Placebo

100 ¢ BRCAmM cohort
90 1 Olaparib Placebo
80 1 (N=74) (N=38)
70 1 Median follow-up for PFS, months 41 2.8
60 1 Events, n (%) 65 (88) 38 (100)
501 Mediian PFS, months 43 28
40 A
i | HRO57 (95% C1 0.37-0.87); P=0.022 |
20 A
10 4 Olaparib
0 ———
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Time from randomisation (months)
74 66 38 25 23 16 13 7 7 6 4 4 3 2 2 1 1 1 1
38 36 15 5 4 1 0
9 Non-BRCAm cohort
Olaparib Placebo
(N=72) (N=36)
Median follow-up for PFS, months 29 28
Bvents, n (%) 48 (67) 30(83)
Median PFS, months 53 28

| HR 0.43(95% C1 0.26-0.71); P=0.0023 |

Olaparib

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

72 62 3 122 10 7 5 5 5 4 2 1 1 1 1 1 1 0
N 7 2 2 0

A pesar de ser un pequefio

% algunas de las pacientes

se benefician a largo plazo,
équé pacientes son?

Si el mismo estudio se
plantea en poblacién que
ha recibido PARPi en
primera linea, éserdn
mejores los resultados?

¢Habria mas pacientes en la
rama de placebo que

podrian beneficiarse solo de

la combinacion con platino?
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;Tiene un papel la cirugia de citoreduccién secundaria en la recaida tras iPARP?

DESKTORP Il

A Overall Survival

1.00
0.75+
EE 0.50 Cytoreductive surgery
0.25+
No surgery mOS 53,7 vs 46m (HR 0,75; IC 95% 0,59-0,93; p=0,02)
0.00 T T T T T T T . . 7
P wow o Pacientes con cirugia R=0, mOS 61,9m

No. at Risk
Cytoreductive surgery 206 182 156 133 102 70 35 14
No surgery 201 180 154 115 87 50 20 7

La introduccidn de los iPARP en primera linea, ¢ mitigaria el efecto de la
cirugia de citoreducciéon secundaria o por el contrario, lo mejoraria?

B Progression-free Survival

1.00~
0.754
£
g o0 ¢La cirugia de citoreduccién secundaria podria eliminar volumen tumoral de
025 Cponecuctive surgery células resistentes, incrementando la posibilidad de respuesta al platino
oM T subsiguiente?
0 12 24 36 48 60 72 84
Months
No. at Risk
Cytoreductive surgery 206 140 68 46 36 28 13 5
No surgery 201 118 40 24 14 8 4 3

Figure 2. Kaplan-Meier Estimates of Overall Survival and Progression-free

Survival. Harter P, et al. N Engl J Med 2021

Tick marks indicate censored data.




;Tiene un papel la cirugia de citoreduccién secundaria en la recaida tras iPARP?

Datos retrospectivos en poblacion no tratada con iPARP en 1alL

= ===+ no Surgery
Surgery

*  N=470p BRCA mut oso] M
— 72p tratadas con cirugia de citoreduccion [
secundaria, doblete de platino y o = % % ps
mantenimiento con iPARP Meeey e s 28 o

— 137 tratadas solo con doblete de quimioterapia

100] —wp——g . . memmee no Surgery
— Surgery
*  Seguimiento 33.7m orsd
8
— mSLP no alcanzada vs 11m (p<0.001) -
g
— mOS 55 vs 28m(p<0.001) g s
025 [
. . . O.DOA‘ : . i . .
*  ¢Podrian estos datos ser similares en la poblacion ° & 24 jonine % “® 0
Number at risk
gue recibe iPARP en primera linea? b S % & 5

Figure 1 (A) progression-free survival in 72 patients
undergoing surgery vs 136 not operated patients. (B) overall
survival in 71 patients undergoing surgery vs 137 not
operated patients.

Cecere SC, et al. Int J Gyn Cancer 2021
s



:Debemos seguir con el iPARP si la paciente presenta una oligoprogresion tratable
localmente durante el mantenimiento?

MITO 35b

ARM A
Olaparib 300 mg twice daily, d1-28

Cambiando el patréon de progresion con el iPARP ¢como actuar ante una oligoprogresion?
Dra. Cristina Martin, Hospital de la Santa Creu i Sant Pau, Barcelona

Stratification Factors *
: 1)Carboplatin (AUCS) + PLD 30mg/m2 d1q28
* BRCA Senes status (mutated vs wild type) 2)Carboplatin (AUC4) + Gemcitabine 1000mg/m2 on d1,8q21
* RT after second surgery (present vs absent) 3)Carboplatin (AUCS) + Paclitaxel 175mg/m2 d1q21

* Type of progression to first line PARPi
(during maintenance vs after its completion)

NCT05255471
s



;Podemos detectar la resistencia a iPARP? ;Como podemos revertirla?

° HR restoration : toration of Replication Fork Stability

A) BRCA/RAD51C/D/PALBZ RE-EXPRESSION

BRCA mutation Reversiun mulatlon
PARPi Stabilization
T retlm ; “ W of the
Replication
fo rk

17q21  13q12 Restoring open reading frame u —t
B) BRCA Promoter Demethylation MRE"

\® PARPl
Re-expression H RADS1 ] it @N Resmanoe
PEMETANL ATy L ;

Wﬂimuw Y27 N7 1

¢Podemos detectar la resistencia a iPARPs? De la preclinica a la clinica
Dr. Alejandro Pérez Fidalgo, Hospital Clinico Univ. de Valencia

B) Downregulation of NHEJ = re-wiring

., «Jp PARP pSITC
Evades

Trapping

&o

PARPi

Soberanis Pina P, Lhereux S, Int J Gynecol Cancer 2023




:Qué pacientes van a necesitar nuevas opciones de tratamiento?

Novel therapeutic strategies necmmm ‘
for the post PARPI era -~ & '

Release ;};‘;;‘
chemokines "

IFN-1 /] .
V Ay Immune
3 — therapy
RTKs

| .
Alpelisib %
w PRR = bipariisib

Avanzando en el tratamiento para los pacientes Platino Resistente
Dra. Lucia Alonso, Hospital Univ. Marqués de Valdecilla, Santander

Soberanis Pina P, Lhereux S, Int J Gynecol Cancer 2023



CONCLUSIONES '.

*  No hay duda del gran beneficio de la introduccién de los iPARP al tratamiento de la primera linea en cancer
epitelial de ovario avanzado.

*  Para las pacientes que recaen habiendo recibido iPARP en primera linea, se abren distintos escenarios en los que
qguedan muchas dudas por resolver:

¢Van a tener la misma eficacia los tratamientos anteriormente estudiados y establecidos como estandar?
¢Qué papel tiene bevacizumab?

¢Cémo identificamos a las pacientes con resistencia a platino/iPARP en la recaida?

¢Qué pacientes pueden beneficiarse de un retratamiento con iPARP?

¢éTiene un papel la cirugia de citoreduccion secundaria en la recaida tras iPARP?

¢Debemos seguir con el iPARP si la paciente presenta una oligoprogresion tratable localmente durante el
mantenimiento?

¢Podemos detectar la resistencia a iPARP? ¢ COmo podemos revertirla?
¢Qué pacientes van a necesitar nuevas opciones de tratamiento?



CONCLUSIONES

Datos de
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Ensayos
clinicos
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