
Introduction/Background PARP inhibitors (PARPi) maintenance
after Platinum (Pt) based chemotherapy (CT) significantly
improves progression-free survival (PARPi-PFS) and PFS after
subsequent (ssq) CT (PARPi-PFS2) in relapsed high grade
serous ovarian cancer (HGSOC). Data regarding ssq CT is
scarce, and PARPi/Pt crossed mechanisms of resistance may
impact on outcome of ssq Pt. We provide Real-world-data on
this issue.
Methodology We included HGSOC p treated with ssq CT
after progression to maintenance PARPi until 15th Jul 2020 in
3hospitals. Endpoints were related to this ssq CT: objective
response rate (ORR), median(m) progression-free survival
(PFS) and overall survival (OS). Multivariate Cox and logistic
regression models were adjusted by BRCA status and Pt-free
interval (PFI) (6–12 months(mo) vs �12 mo). Adjusted hazard
ratios (aHR) and odds ratios (aOR) of the risk of progression/
death and ORR, respectively, were reported with 95% confi-
dence intervals (CI).
Results 56p were identified (32p BRCAmut; 1p BRIP1mut).
4p (7.1%) received PARPi after 1st line CT, 26 (46.4%) after
2nd line and 26 (46.4%) after �3rd line. 34p (60.7%)
received olaparib and 22 (39.3%) niraparib. m-PARPi-PFS in
the recurrent setting was 7.5 mo (longer in BRCAmut: 10.1
vs 5.5 mo, p 0.03). m-PARPi-PFS2 was 15.8 mo (longer in
BRCAmut: 20.9 vs 15.4 mo, p 0.07).

Endpoints regarding ssq CT are shown in table1. ORR to
ssq Pt was 33.3% and progression disease without any
response 28.6%. ORR in p who received ssq Pt-free CT, ssq
Pt with PFI 6–12 mo, and ssq Pt with PFI�12 mo were
33.3%, 23.8% and 42.8%, respectively. Five complete
responses occurred among BRCAmut p that had received
PARPi in the recurrent setting. mPFS and mOS were signifi-
cantly longer in the PFI�12 subgroup vs the others (figure1).

Focusing in p receiving ssq Pt, when adjusting by BRCA
status: aOR of ORR in p with PFI�12 vs 6–12 mo was 0.56
(95% CI: 0.13 – 2.30), aHR of mPFS between these two sub-
groups was 0.61 (95% CI: 0.30–1.20; p 0.16), and aHR of
mOS was 0.20 (95% CI: 0.7–0.61, p 0.005). Results did not
change when excluding the 4p who received PARPi as 1st
line.
Conclusion A trend towards higher benefit from ssq Pt after
PARPi was observed in the PFI�12 subgroup. Benefit from
ssq Pt after PARPi in the PFI 6–12 subgroup was similar to
benefit from CT in the non-Pt subgroup. The role of ssq Pt
after PARPi in the PFI 6–12 subgroup warrants further
research.
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Abstract 281 Table 1 Endpoints regarding ssq CT

Abstract 281 Figure 1 Ssq CT-OS (left) and ssq CT-PFS (right)
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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
(57%) 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
PFS 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

Abstracts

A62 Int J Gynecol Cancer 2020;30(Suppl 4):A1–A142

 on M
ay 22, 2023 by guest. P

rotected by copyright.
http://ijgc.bm

j.com
/

Int J G
ynecol C

ancer: first published as 10.1136/ijgc-2020-E
S

G
O

.111 on 4 D
ecem

ber 2020. D
ow

nloaded from
 

http://ijgc.bmj.com/

