Abstracts

Introduction/Background Malignant sex cord stroma cell
tumours (SCST) account for less than eight percent of ovar-
ian malignancies. The Arbeitsgemeinschaft fuer Gynaekologi-
sche Onkologie (AGO) has established a clinicopathological
(Current Ovarian geRm cell and SEx cord stromal Tumour
Treatment strategies, CORSETT) database for a better docu-
mentation and understanding of this rare disease. Here, we
present the first clinicopathological descriptive analysis for
patients with independently confirmed SCST from the COR-
SETT database.

Methodology 20 German centres entered mixed retro- and
prospective data of SCST patients with tumour specimens
available treated between 2000 to 2014 into the CORSETT
database. An independent CORSETT pathology reference
panel checked the primary histological diagnosis.

We conducted a descriptive analysis of the treatment strat-

egies and created Kaplan-Meier curves and cox regression
analyses for the survival analysis.
Results The reference pathology panel diagnosed 143 patients
with granulosa cell (GCT, FIGO stage I= 120, 87.0%) and
14 patients with Sertoli-Leydig cell (SLCT, FIGO stage I =
11, 91.7%) tumours (others = 5). The median age of patients
with GCT was 57.6 years (SLCT: 47.2 years). 87 of GCT
(61.7%) and eight SLCT (57.1%) patients were treated with
laparoscopy and the tumour ruptured intraoperatively in 22%
(SLCT: 7.7%) of the cases. 57 GCT (45%) and eight SLCT
(579%) patients received fertility-sparing surgery. 19 of GCT
(15%) and two SLCT (15.4%) patients received adjuvant che-
motherapy. 59 of GCT (45%) and two of SLCT (14.3%)
patients experienced a disease recurrence. The median progres-
sion-free survival (PFS) for all SCST patients was 80.4
months, (overall survival not reached). Advanced FIGO stage
was associated with decreased PFS (p < 0.05).

Adjuvant chemotherapy had no statistically significant bene-
ficial effect on PFS (all regimens p > 0.05).

Conclusion In this analysis, almost every fourth SCST patient
treated surgically experienced an intraoperative cyst rupture
that had however no impact on disease recurrence. One in
five SCST patient received adjuvant chemotherapy that had no
PES improvement.
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Introduction/Background High-grade serous ovarian cancer
(HGSOC) is the most lethal form of gynaecological malig-
nancy. Despite initial sensitivity to platinum chemotherapy, the
majority of patients develop resistance to treatment and even-
tually die. Current treatment options for platinum-resistant
patients are limited.

The role of the PI3K/AKT/mTOR pathway has been
described in chemo-resistant HGSOC, in particular through
activation of AKT by DNA-PK in response to platinum treat-
ment. As increasing numbers of AKT and DNA-PK inhibitors
advance to clinical trials, determining mechanism of action
and efficacy is crucial.

This project aims to evaluate inhibition of AKT or DNA-
PK as a therapeutic strategy to target platinum resistance in
HGSOC, and identify proteomic signatures confirming mecha-
nism of action and target inhibition.

Methodology A panel of seven AKT and DNA-PK inhibitors
were tested in combination with cisplatin chemotherapy in
immortalised HGSOC cell lines and primary tumour cells
cultured from HGSOC tumour/ascites samples. Clonogenic
assays were performed to establish effect of inhibitor treat-
ment in combination with cisplatin chemotherapy on the
ability of cells to form colonies. Isobologram assays were
performed to establish synergy/antagonism between inhibitors
and cisplatin chemotherapy. Proteomic Reverse Phase Protein
Array (RPPA) was performed to determine the mechanism of
action of inhibitors, and results were confirmed with
immunoblotting.

Results Treatment with AKT or DNA-PK inhibitors in combi-
nation with cisplatin led to significantly enhanced apoptotic
responses in immortalised platinum-resistant HGSOC cell lines
(n=5), and in primary cells derived from ascites or tumour
(n=4, p<0.01, p<0.05), compared to cisplatin treatment
alone. In platinum-resistant HGSOC cell lines, fewer cell colo-
nies were observed with increasing concentrations of AKT or
DNA-PK inhibitors in combination with cisplatin (n=3) in
comparison with cisplatin alone. Varying synergistic effects
were observed across the panel of inhibitors when combined
with cisplatin; Uprosertib (AKT inhibitor) in particular dis-
played strong synergy with cisplatin (Loewe analysis). Proteo-
mic analysis of inhibitor treatment in HGSOC platinum-
resistant cells demonstrated the mechanism of action of Upro-
sertib in targeting the PI3K/AKT pathway.

Conclusion In platinum-resistant HGSOC cells, AKT or DNA-
PK inhibition functioned synergistically with cisplatin and
reduced cell growth and proliferation. In both immortalised
and primary HGSOC cell lines tested, AKT or DNA-PK inhib-
ition significantly enhanced the apoptotic response to cisplatin
demonstrating the efficacy of AKT or DNA-PK as potential
therapeutic targets in chemoresistant HGSOC. By improving
patient response to treatment, AKT and DNA-PK inhibitors
could expand the therapeutic options for patients with plati-
num-resistant HGSOC, improving overall survival.
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Introduction/Background Malignant ovarian germ cell tumours
(OGCT) account for about five percent of all ovarian malig-
nancies in Western countries. The Arbeitsgemeinschaft fuer
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Gynaekologische Onkologie (AGO) has established a clinicopa-
thological (Current Ovarian geRm cell and SEx cord stromal
Tumour Treatment strategies, CORSETT) database for a better
documentation and understanding of this rare disease. Here,
we present the first descriptive analysis for patients with con-
firmed OGCT from the CORSETT database.

Methodology 20 German centres entered mixed retro- and
prospective data of OGCT patients with histology specimens
available treated between 2000 to 2014 into the CORSETT
database. An independent CORSETT pathology reference
panel checked the primary histological diagnosis. We con-
ducted a descriptive analysis of the treatment strategies and
created Kaplan-Meier curves and cox regression analyses for
the survival analysis.

Results The reference pathology panel diagnosed 36 patients
with dysgerminoma (FIGO stage I = 77.8%), 20 patients with
mixed OGCT (FIGO stage I = 66.7%) and 21 with malignant
teratoma (FIGO stage I = 85%). The median age of patients
with dysgerminoma was 30.2 years (mixed OGCT: 35.6 and
teratoma 36.4 vyears). 23 of dysgerminoma (63.8%), six of
mixed OGCT (31.6%) and eight of teratoma (38.1%) patients
were treated with laparoscopy and the tumour ruptured intra-
operatively in 21% (dysgerminoma, mixed OGCT: 50%, tera-
toma: 22%) of the cases. 29 dysgerminoma (85.6%), 15
mixed OGCT (78.9%) and 17 teratoma (85%) patients
received fertility-sparing surgery. 20 of dysgerminoma (57%),
14 of mixed OGCT (70%) and 11 of teratoma (55%) patients
received adjuvant chemotherapy which decreased the likeli-
hood of disease recurrence significantly in mixed OGCT
patients to the highest degree (hazard ratio = 0.21, 95% con-
fidence interval 0.04 — 0.97). In total, two dysgerminoma
(4.6%), nine mixed OGCT (45%) and three teratoma (14.3%)
patients experienced disease recurrence. The median progres-
sion-free and overall survival was not reached in the total
cohort of OGCT patients.

Conclusion In this analysis, OGCT patients had an excellent
prognosis despite non-negligible rates of intraoperative tumour
spillages. Adjuvant chemotherapy appeared to prevent disease
recurrence.
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Background Niraparib is a poly(ADP-ribose) polymerase
(PARP) inhibitor that is approved for use in heavily pretreated
pts and as maintenance treatment of pts with newly diagnosed
or recurrent ovarian cancer following a response to platinum-
based chemotherapy (CT). Here we report PROs in pts

receiving niraparib and placebo (PBO) in the PRIMA/ENGOT-
OV26/GOG-3012 trial.

Methods This double-blind, PBO-controlled, phase 3 study
randomised 733 pts with newly diagnosed advanced ovar-
ian, primary peritoneal, or fallopian tube cancer with a
complete or partial response (CR or PR) to first-line (1L)
platinum-based CT. Pts received niraparib or PBO once
daily for 36 months or until disease progression. The pri-
mary endpoint was progression-free survival (PFS) assessed
by blinded independent central review. PROs, a secondary
endpoint, were collected every 8 weeks for 56 weeks, then
every 12 weeks thereafter while treatment was ongoing.
Once a pt discontinued treatment, PRO evaluations were
performed at the time of treatment discontinuation and
then at 4, 8, 12, and 24 weeks (=1 week for each time
point) after the end of treatment, regardless of the status
of subsequent treatment. The validated PRO instruments
utilised were FOSI, EQ-5D-5L, EORTC-QLQ-C30, and
EORTC-QLQ-OV28.

Results Compliance rates were high for all of the PRO instru-
ments used in the study. PRO analysis of the EORTC-QLQ-
C30 and EORTC-QLQ-OV28 did not indicate a difference in
health-related quality of life scores of pts treated with nira-
parib vs placebo. Mean scores between niraparib and placebo
arms were similar at each time point. Overall, the health util-
ity index showed a slight improvement trend in pts who
received niraparib vs placebo.

Conclusion Consistent with PRO results in the NOVA study,
pts receiving niraparib in the PRIMA trial did not experience
a decrease in quality of life compared with those receiving
placebo.
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