Sustained long-term responders to niraparib maintenance in recurrent platinum-sensitive high-grade ovarian cancer FPN: 757P
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BACKGROUND

The GEICO-88R stludy assessed the real-world use ol niraparib as mainienance treatment In patients
with PSROC (Cueva et al, EJC 2025), within the Spanish expanded access programmo [1]. A
preplanned subanalysis of long-lerm responders (nimpanb exposure 212 months) was also reportod
(Cueva el al, ESMO 2023, 795-P) |2]. And, more recenlly, an addliional subanalysis with exiended
follow-up was communicatod in this population (Cueva eof @, ESMO GYN 2024, 56P) [3].

OBJECTIVE

The goal of this work was 1o parform a posl-hoc subanalysis ol sustained long-term responders (SLTR);
patients with niraparib exposure 224 months.

METHODS

In this ratrospeclive study across 57 Spanish sites, patlents recelved niraparib al a lixed 300 mg/day
alarting doso (FSD) or an individualized starting dose (ISD), 200 or 300 mg/day, according 1o waight and
platele! count. In the curront analysis a spocilic assessment of SLTR was perlormad, locusing on patient
characteristics, niraparib dosing, eflectivenass, tolorablity, and posl-niraparb systemic lreaiments. The
rosulls aro praogented in the pegler comparing both the SLTH and non-SLTR (NSLTH) populations.

RESULTS

Of 316 pationts (ganaral study), 61 (19.3%) SLTR waro analyzed. In addition, NSLTR patients waro also
as508s56d.

82% ware BRCAwIL. with median ol 2 prior trealment lines and relevant comorbidities (Table T).

Modian niraparib irdtial dogo was 200 mg/day. FSD/1SD was ugsod in 16 (26.2%) and 46 (73.896) pationts,
respeclively. 37.7% of pationts discontinued niraparb due to progression, 3.3% toxicity and 4.9% because of
physician/patient dacision (Tabve 2).

Thie mosl Iraquent all-grade adverse evenls were thrombocylopenia, anemia and asthenia (fatigue). One
acule myeloid leukemia (AML) was obsetved (Figure 1).

69.2% overall response rato (ORR) was achioved in tho 26 pationts with assossablo pro-niraparib
measurable digease; ve 20.6% in 116 NSLTR. With a median follow-up of 57 months, mPFS was 47.3
months (95% CI 26.8-NA), mPFS2 and mOS were nol reached (Figures 2, 3, 4).

27 patients (44.3%) had &1 post-niraparidb systemic treatmaent, in 23 pationts (85.1%) was platinum-basoed
(Table 3). ORR waith the firal subsequent line was 33.3%. mPFS of firsl post-nrapanb line was 7.6 months
(96% Cl 3.6-17.58) vz 7.4 months (86% Cl 6.2-8.1) in the NSLTR group.

Upon analysis, 31 (50.8%) patients remained on nirapanb therapy, and 42 (68.9%%) patients ware still alive,
15 (24.6%) of them withoul apparent fllngss. 56 (91.89%) and 41 (67.2%) palients were alive at 3 and 5
yoars, respoclivoly.

Figure 1. Niraparib toxicities
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Table 1. Patient characteristics Table 2. Treatment disposition

SLTR (M=61)/ MSLTR (M=255) SLTR HSLTH

(NnB1) (Ho255)

Initlal dose
Median age 61 (45-80) 61 (31-88) (mQ) 38 (62.3%) 140 (B84.9%)
Most common | [IIC 36 (59.0%)° 122 (47.0%)
Inltiol IGO 4 (6.0%) 31 (12.2%) 23 (37.7%) 115 (456.1%)
0 (0.056) 43 (16.9%) .
BRCA st1atus BRCAmMuI 4 (6.6%) 14 (5.5%) Individualized et SIS I fE ™)
BRCAwW Eﬂ' I:E?.Uﬂq'm 2[]'1 (ﬂuﬂ%} No {FED} '|ﬁ {2&.2'1‘;:-} ﬁt {33.9‘“}]
Unknown 7 (11.65%) a7 (14.6%)
Median provious chemothorapy 2 (1-8) 3(1-11) 200 200
linos 57.2 5.6
1 1(1.6%) 6 (2.09) Treatmont Aeedian (24 4-77.3) (0.2-22.5)
24 57 (03.4%) 207 (81.1%) duration
4 3 (4.95%) 43 (16.6%) (months) 0-12 0 (0.0%) 211 (B2.7%)
2 ous s | 24 (30.316) 116 (46.2'G)
slil il V= 2 {3__3“:} 91 [BE“:] 12-24 0 [ﬂ.ﬂl-‘:n]' 44 "?ﬂq{.\]
Surgory atter | RO 16 (71.4%6) 33 (63.6%) >24 61 (100.0%) 0 (0.0%%)
rolapse R=0 4 (10.0%) 13 (26.0%)
T 2 (0.65%) 6 (11.65) Dose intorruptions 4G (76 A%) 164 (€0.3%)
23 (37.7%) 127 (49.8%)
0 (0.0%) 7 (2.7%) Still on treatment upon analysis 31 (50.8%) 0 (0.05%)
Pra-niroparib | Yos 26 (42.6%6) 116 (45.5%)
measurable N 36 (57.74%) 139 (54.5%) Toxlelty 2 (3.9%) 16 (5.6%)
and assospable
disoago™* End of treatment |Phyeician's docision 1(1.6%) 7 (2.75%)
ELn;L l:bu;:r::; rolovant 29 (47.5%6) 100 (30.2%) (othor than
T 13 (44.8%) 62 (62.0%) ptogresalon) Patlent's declslon 2 (3.3%) 4 (1.65%)
Diabalos modilun 3 (10.3%) 21 (21.0%) Other 2 (3.3%) 5(1.95%)
Choaily 4 ( 13.8%) B (8.0%G)

* Besulls with bofld lattars indigare cignWeant { » 10N ditfrenos) réavanon
** From pabonio swiith moapurable dipeaso baforo nirapar, ORR nap caloulsfed In theao Raviny apsaaantxy RGCIGT 1.1 1eaponaa.

Table 3. First and second lines after niraparib
PET: Plotinum-based treatment. PR3 Plalinwm-reslgtant seheme (other than pociitouel).

e o e BLTR{N 5.61)5 N (% MSLTR (N =255) - N (%)

| 12 line after niraparib 27 (44.3) | 201 (78.0)
PBT + bevaclzumab 5 (18.5) 24 (11.9)
PBT 11 (40.7) B5 (33.3)
Paclilaxel + bevacizumab - 26 (9.8)
Paclilaxel . 10 (3.9)
PRS + bavacizumab s 8(3.1)
PRS - 11 (4.3)
PARPI > 4 (1.5)
Other 11 (40.7) 34 (13.3)

24 line aller niraparib 19 (31.1) 146 (72.6)
PBT + bevacizumab 1(5.2) -
PBT 6 (31.5) 27 (16.4)
Paclilaxel + bevacizumab 2 (10.6) 17 (11.6)
Paclitaxel 2 (10.5) 25 (17.1)
PRS + bevacizumnb 1(56.2) 4 (2.7)
PRS 2 (10.56) 17 (11.6)
PARPI 1(56.2) 5 (3.4)
Othor 4 (20.B) 651 (34.9)

CONCLUSIONS

Thig subanalysis of SLTR 1o niraparb mantanance in roal lile shows a signilicant proportion of pationts (nearly 20% of tho lotal) with
remarkable banelil (=24 monthsg), soma ol them without! delectable tumour. Two thirds of patienls are alive at 5 years and mOS Is not reached
despite being a high-risk population. Most of them received a plalinum-based Ireatmean! as next syslemic line aller niraparib progression.
Although it is imposasible to identily significant predictors from a retrospeclive descriptive study, in addition to betler tolerability and nirapanb
rospongosg, thore are relovant differoncos between the SLTR and NSLTR populations (highighted in beold) that cou'd explain the divergent
outcomaos.

Presenting author: Dr. Juan F. Cueva (jfcueva@gmail.com) / No financial disclosures

Figure 2. Progression-free survival (47.3 mo SLTR vs 6.2 mo non-SLTR)
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Figure 3. Progression-free survival 2 (NA SLTR vs 16.6 mo non-SLTR)
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Figure 4. Overall survival (NA SLTR vs 26.9 mo non-SLTR)
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GEICO would like 1o thank all the patients who contribuled lo thig study along with their lamites.
Spocial thanks to all paricipating investigators. Funding for this study was provided by GSK
(NCT04546373). GSK was given the opportunily lo perlorm a courlesy review ol the preliminary
vorgion of this posler for accuracy only, but tho authors aro sololy rospongible lor final contont and
inlerpretation.,



