Abstracts

Introduction/Background* Niraparib is a poly(ADP-ribose) pol-
ymerase (PARP) inhibitor approved as maintenance treatment
for patients (pts) with newly diagnosed advanced or recurrent
ovarian cancer following a response to platinum-based chemo-
therapy (CT) doublet. The PRIMA/ENGOT-OV26/GOG-3012
(NCT02655016) study showed that niraparib following first-
line treatment improved progression-free survival (PFS) in the
overall intention-to-treat (ITT) population (hazard ratio [HR]
0.625 95% CI 0.50-0.76).

Methodology This double-blind, placebo (PBO)-controlled,
phase 3 trial evaluated niraparib in pts with newly diagnosed,
advanced, high-grade serous or endometrioid ovarian, primary
peritoneal, or fallopian tube cancer with a complete or partial
response to first-line CT. Pts were considered to be at a high
risk for disease progression based on their clinical characteris-
tics. This post-hoc analysis presents the efficacy of niraparib,
measured by PFS, based on time of surgery and residual dis-
ease status, and was not powered to determine differences
among the subgroups.

Result(s)* Data cutoff was May 2019. In total, 733 pts were
randomized in the PRIMA study. Efficacy outcomes by surgical
timing, either primary debulking surgery (PDS) or interval
debulking surgery (IDS), and postoperative residual disease sta-
tus, either no visible residual disease (NVRD) or visible resid-
ual disease (VRD), are shown in table 1. Pts who underwent
PDS or IDS had similar efficacy with niraparib maintenance
treatment versus PBO in the ITT population (PFS HRs were
0.67 and 0.57, respectively). Niraparib treatment reduced risk
of progression by 429% in pts who received PDS and had
VRD, 35% in those with IDS and NVRD, and 59% in those
with IDS and VRD. Efficacy was not evaluable for pts with
PDS and NVRD due to low sample size.

Conclusion® In this post-hoc analysis, the impact of residual
disease after PDS or IDS on the efficacy of niraparib was
comparable across subgroups. Pts with IDS and VRD had the
highest reduction in the risk of progression.
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Introduction/Background* Standard therapy for advanced ovar-
ian cancer (OC) includes radical debulking surgery followed
by first-line platinum-based chemotherapy, although neo-adju-
vant chemotherapy can be used. Most women with newly
diagnosed advanced OC relapse within 3 years of standard
treatment.

In SOLO1, patients with advanced OC and a BRCAI and/

or BRCA2 mutation (BRCAm), in complete or partial response
following first-line platinum-based chemotherapy, received
maintenance olaparib or placebo for up to 2 years or until
progression. At S-year follow-up, median progression-free sur-
vival (PFS) was 56 months with olaparib vs 14 months with
placebo (hazard ratio 0.33; 95% confidence interval 0.25-
0.43). The OVAL-1 study will provide evidence on real-world
effectiveness of olaparib in patients with BRCAm advanced
OC treated in the first-line maintenance setting in France,
Italy and the UK.
Methodology Retrospective cohort, pan-European multicentre
observational study with data abstracted from medical records
at several time points until >3 years after first olaparib dose
(index date).

Eligible patients are adult females with a BRCAm and
advanced (FIGO stage III/IV) OC, who received their first ola-
parib (tablet) dose between January 2019 and June 2020 in

Efficacy results by time of surgery and visible residual disease status

ITT NVRD (R0) VRD (R1/R2)
All patients | N 733*
HR (95% ClI) 0.62 (0.5-0.76)
P P<0.0001
mPFS (nir vs PBO) | 13.8 vs 8.2
AMPFS 5.6
PDS N 236** 37 183
HR (95% ClI) 0.67 (0.468-0.964) | NE 0.58 (0.391-0.864)
mPFS (nir vs PBO) | 13.7 vs 8.2 NE 11.8vs 7.8
AMPFS 55 NE 4
IDS/NACT [N 481 304 149
HR (95% ClI) 0.57 (0.441-0.731) | 0.65 (0.461-0.91) 0.41 (0.269-0.620)
mPFS (nir vs PBO) | 14.2vs 8.2 18.2vs 10.9 11.1vs 5.6
AMPFS 6 7:3 5.5
*16 patients had no debulking surgery.
**16 patients had unknown residual disease status.
***28 patients had unknown residual disease status.
HR, hazard ratio; IDS, interval debulking surgery; ITT, intention-to-treat; mPFS, median progression-
free survival; NACT, neoadjuvant chemotherapy; NE, not evaluable; nir, niraparib; NVRD, no visible
residual disease; PBO, placebo; PDS, primary debulking surgery; VRD, visible residual disease.
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the first-line maintenance setting via Early Access Programmes
(Ttaly, UK), Temporary Use Authorization (France) or reim-
bursement following regulatory approval (Italy, UK). Main
study endpoint is real-world PFS. Secondary endpoints include
overall survival and response rates. The study will also
describe surrogate measures of response and tolerability,
including time to discontinuation, dose modifications (with
reasons) and time to first and second subsequent treatment.
Outcomes will be described by key subgroup status pre-index,
including performance status, FIGO stage, BRCAm status,
debulking surgery outcome and clinical response to chemother-
apy. The study aims to include 350 patients. Retrospective
data collection began in December 2020 and is planned to
end by Q3 2023. As of April 2021, 69 patients have
participated.
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Introduction/Background* Upifitamab rilsodotin (XMT-1536;
UpRi), is a first-in-class Dolaflexin antibody-drug conjugate tar-
geting NaPi2b, a sodium-dependent phosphate transport pro-
tein broadly expressed in solid tumors including high-grade
serous epithelial ovarian cancer (OC). UpRi’s safety and effi-
cacy are being evaluated in a Phase I study (NCT03319628).
Preliminary antitumor activity from an expansion cohort of
heavily-pretreated OC patients has been reported (Hamilton et
al, ESMO 2020). A data-cut of December 2020 demonstrated
an ORR of 39% including 2 CRs and DCR of 81% in 26
OC patients with high NaPi2b expression (TPS =75). The 2
patients achieving CR had previously been treated with bevaci-
zumab and PARPi (Richardson et al, ASCO 2021, TPS5607).
The prevalence of a TPS =75 is greater than 60%.

PROC remains a serious unmet medical need as available
treatment options provide modest benefit of no more than
12% ORR and median OS less than 12 months. Based on
encouraging anti-tumor activity of UpRi, UPLIFT was designed
as a Phase 2 single-arm registration strategy for PROC as part
of the ongoing study.

Methodology The UPLIFT cohort is enrolling patients with
platinum resistant high grade serous ovarian, fallopian tube

and primary peritoneal cancer with up to 4 prior lines of
therapy. Prior bevacizumab is required for patients with 1 or
2 prior lines of therapy but is not required for patients with
3-4 prior lines of therapy. UPLIFT will enroll approximately
180 patients globally for 100 patients with high NaPi2b
expression. UpRi is dosed intravenously at 43 mg/m2 every 4
weeks. Patients may enroll regardless of NaPi2b expression
and regardless of baseline peripheral neuropathy. Baseline
tumor samples (fresh or archived) will be collected for retro-
spective tumor tissue evaluation of NaPi2b expression.
Result(s)* The primary objective is assessment of objective
response rate in patients with high NaPi2b expression. The
cut-off for high NaPi2b expression is TPS >75 and was based
on data from the expansion cohort. Secondary endpoints
include objective response rate in the overall population, dura-
tion of response, and adverse events.

Conclusion® This study is being conducted in collaboration
with ENGOT and GOG. Patients will be enrolled globally.
(NCT03319628).
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Introduction/Background* Debulking surgery is the mainstay
of treatment for patients (pts) with advanced epithelial ovarian
cancer (EOC). Upfront surgery (PDS) with complete macro-
scopic resection (TRO) is associated with best survival while
PDS to small residual disease (TR1-10) provides moderate
benefit in high grade serous OC. The impact of resection sta-
tus in other histological subtypes so far has not been defined
and especially the role of TR1-10 is under debate. This analy-
sis should help to better understand the interplay between his-
tological subtype, surgical outcome, and prognosis.

Methodology Data of patients (>FIGO IIIB) from 7 AGO-
Studygroup led phase III multicentre trials (AGO-OVAR
3,5,7,9,11,12,15), (1995-2011) were pooled and analysed
with focus on PDS resection status on overall survival (OS) in
different histological subtypes: low grade (low grade serous or
endometrioid), mucinous, clear cell, and high-grade (e.g.
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