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Background: Approximately 15% of ovarian cancer (OC) incidence is attributed to
germ-line mutations in BRCA1 or BRCA2 genes. Being a distinct biological subset of
OC disease, BRCA1/2-driven cancers are usually characterized by good response to che-
motherapy. However, even if OC patient undergoes complete surgical cytoreduction
and potentially effective systemic therapy, the probability of the tumor relapse is high.
This study aimed to compare some essential clinical features of OC relapses in heredi-
tary vs. sporadic OC.

Methods: We identified 212 women with relapsed high-grade serous OC, who were
treated in the N.N. Petrov Institute of Oncology within years 2000-2014, underwent
complete primary (n¼ 113) or interval (n¼ 99) surgical debulking, and had available
clinical data for analysis. 66 women were BRCA1/2 germ-line mutation carriers and
146 were mutation negative. Recurrences were classified according to anatomical loca-
tion (local, regional, distant, marker), type (systemic or discrete) and pattern of spread.

Results: As expected, median PFI (platinum-free interval) in BRCA1/2 carriers was
longer as compared to sporadic cases (13.2 months vs. 8.0 months) [p< 0.001]. The
proportion of OC cases with PFI> 12 months was significantly higher among BRCA1/
2 carriers [38/66 (58%) vs. 51/146 (35%), p¼ 0.003]. There was no statistical difference
in the frequency of distant relapses between these groups [10/66 (15%) vs. 31/146
(21%), p¼ 0.4]. Systemic recurrences (i.e., multiple lesions) occurred significantly
more frequently in sporadic cases as compared to patients with BRCA1/2 mutation
[98/144 (68%) vs. 30/60 (50%), p¼ 0.02] and were associated with shorter duration of
PFI [p¼ 0.003]. The proportion of patients who could be subjected to the local treat-
ment (locoregional discrete recurrence with lymphatic/transcoelomic spread) was
higher among BRCA1/2 mutation carriers than non-carriers [29/66 (44%) vs. 45/146
(31%), p¼ 0.045].

Conclusions: BRCA1/2-driven OC are characterized by more favorable mode of
relapse than sporadic high-grade serous ovarian cancers.
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Background: Metformin is associated with reduced cancer risk in epidemiological
studies and has preclinical anti-cancer activity in ovarian cancer models, likely through
inhibition of the mTOR pathway. The primary study objective was to determine the
recommended phase II dose (RP2D) of metformin in combination with carboplatin/
paclitaxel in ovarian cancer patients. Secondary objectives were to describe safety and
pharmacokinetics.

Methods: In this phase Ib single-centre trial the RP2D of metformin in combination
with carboplatin/paclitaxel chemotherapy in patients with advanced epithelial ovarian
cancer was determined using a 3þ 3 escalation rule at 3 fixed dose levels: 500 mg tds,
850 mg tds and 1000 mg tds. Chemotherapy consisted of carboplatin AUC6 and pacli-
taxel 175 mg/m2 q3w. Metformin was started on day 3 of the first cycle and continued
until three weeks after the last chemotherapy administration. The RP2D was defined as
the dose level at which 0 of 3 or� 1 of 6 evaluable subjects experienced a metformin-
related dose-limiting toxicity (DLT) during chemotherapy cycle 1 or 2. Safety was
assessed according to CTCAE v4.0. Pharmacokinetic samples were collected during
treatment cycles 1 and 2.

Results: Fifteen patients undergoing neo-adjuvant (n¼ 5) or palliative (n¼ 10) treat-
ment were included. No DLTs were observed. Three patients discontinued study treat-
ment during cycle 1 for other reasons than DLT. Six patients were treated at the RP2D
of metformin 1000 mg tds. Preliminary safety data showed that most common low-
grade toxicities were anemia and hypomagnesaemia. Grade 3 AE’s occurred in ten
patients, most commonly leukopenia (n¼ 4), thrombocytopenia (n¼ 3) and increased
GGT (n¼ 3). There were no grade 4 AE’s. Pharmacokinetic analysis showed a metfor-
min induced increase in AUC of carboplatin (D24%, p¼ 0.028). All metformin trough
levels were<4 mg/L.

Conclusions: The RP2D of metformin in combination with carboplatin and paclitaxel
in advanced ovarian cancer is 1000mg tds. This is higher than the metformin RP2D in
combination with targeted agents. The clinical relevance of the metformin-induced
increase in carboplatin AUC remains to be elucidated.

Clinical trial identification: NCT02312661.
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Background: Germline mutations impacting homologous recombination repair
(HCR) have been associated with predisposition to breast (BC) and ovarian cancer
(OC), and more than 1/5 of OC have hereditary susceptibility (HOC). Other genes
than BRCA have been associated with HOC.

Methods: All index, consecutive, non-mucinous OC patients (pts) counselled between
September 2016-December 2017 were tested upfront for a panel testing (PT) including
BRCA1, BRCA2, RAD50, RAD51C, RAD51D and BRIP1 (BRCA Hereditary Cancer
MASTER Plus methodology). We analyze the molecular results, their clinical character-
istics and family history (FH).

Results: One hundred and one female pts with OC diagnosis consented to PT.
Pathogenic variants (PV) were found in 19 pts (18.8%): BRCA2 – 8 (42%), BRCA1 – 5
(26%), RAD51C – 3 (16%), RAD51D – 2 (11%), RAD50 – 1 (5%). The majority of
these OC had been previously classified as high-grade serous (HGS) (n¼ 13 - 68%).We
identified 2 pts with low-grade serous carcinoma (LGSC) with pathogenic variants (1
BRCA2; 1 RAD51C). Although median age of diagnosis (MAD) was lower for BRCA2
(55 years) and BRCA1 (58 years) than “non-hereditary” and RAD50/RAD51C/
RAD51D pts (both groups with MAD of 63 years), difference was non significant
(p¼ 0.21). As for FH (defined as: other OC and/or BC< 50 years and/or male BC),
only 54% of BRCA1/2 pts and none of RAD50/RAD51C/RAD51D had a positive FH.
Eighteen percent of “non-hereditary” OC pts had positive FH. With a median follow
up of 5 yrs, 63% of pts harboring PV and 50% of those with no PV relapsed, with 2 pts
having central nervous system relapses (1 - RAD51D and 1 - RAD50). All but 7 pts were
alive at analysis time, only one with a germline mutation impacting HCR (RAD50
mutation).

Conclusions: Family history was not associated with the detection of germline patho-
genic variants and should not be a criteria for selection of OC for genetic testing. While
the inclusion of other genes in our panel may increase our detection rate, excluding
LGSC (not included in some guidelines as candidates for testing) would not detect an
undetermined number of pts, since the association between LGSC and HOC is not
clarified. Longer follow up may help clarify if there is a genotype/phenotype correlation
regarding patterns of relapse in hereditary ovarian cancer.

Legal entity responsible for the study: Family Risk Clinic - Instituto Português de
Oncologia de Lisboa Francisco Gentil EPE.
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Background: Fibroblast growth factor receptor (FGFR) signaling has been implicated
to play a role in tumorigenesis. Aim of this study was to evaluate rate of FGFR2 amplifi-
cation and preliminary role in patients (pts) with ovarian cancer (OC).

Methods: Material from each patient with advanced OC included 3 paraffin-embedded
samples: primary ovarian tumor, primary metastatic lesion, and relapse lesion. Samples
were analyzed by fluorescence in situ hybridization (FISH) to identify FGFR2 amplifi-
cation and level of polysomy. Scoring for amplification and polysomy level was adopted
from previous studies for gastric cancer [Su et al. BJC 2014]. The analysis was per-
formed in all three samples regardless of the presence of FGFR2 amplification or heter-
ogeneity in primary tumor.

Results: 166 samples from 67 pts with advanced ovarian cancer (OC) stage Ic-IV were
analysed. Amplification was detected in 11 of 67 pts (16.4%) and high-level polysomy
in 31 of 67 (46.3%). All three tumour samples were analyzed in 43 pts. FGFR2 amplifi-
cation, high-level polysomy were detected in 9 (20.9%) and 19 (44.2%), respectively.
Analysis of survival differences revealed no statistically significant difference between

abstracts Annals of Oncology

viii354 | Gynaecological cancers Volume 29 | Supplement 8 | October 2018



the pts with polysomy and non-amplified pts (HR 2.12; 95% CI 0.17-0.21, p¼ 0.32).
Median progressive free survival (PFS) after first line platinum based chemotherapy
was 12.6 months in pts with amplification in comparison with 23.1 months in non-
amplified (p¼ 0,012). Pts with amplification in primary tumour (ovary) had statisti-
cally poor prognosis than non-amplified pts: median PFS was 12.0 and 22.6 months
respectively (p¼ 0.003). Pts with FGFR2 amplification in primary metastatic lesions
and relapsed tumour had tendency to poor prognosis: PFS was 10.3 and 19.6 months in
primary metastasis lesions (p¼ 0.09), and 10.3 vs 22.6 months in relapsed lesions
(p¼ 0.07).

Conclusions: We described FGFR2 amplification in 16.4% of pts with advanced OC.
Preliminary data demonstrate a negative impact of the FGFR2 amplification in primary
tumour (ovary) on long-term outcomes.

Legal entity responsible for the study: Alexandra Tyulyandina.
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Disclosure: All authors have declared no conflicts of interest.

995P MONITOR VII: Treatment strategies of low grade ovarian carcinomas –
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Background: Low grade serous carcinomas (LGSC), accounting for approximately
10% of the ovarian tumors, are associated with a better prognosis compared to high-
grade serous carcinomas (HGSC). Nevertheless, we are confronted with a challenging
treatment, since the median age at diagnosis is younger (55.5 years versus 62.6 years),
standard platinum-based chemotherapy is less effective and most importantly, it has
still not been as well studied as HGSC. The aim of this survey was to identify the current
treatment strategies in Germany.

Methods: An anonymous, digital multiple-choice questionnaire, including 38 ques-
tions, was developed and provided to gynaecologists, gynaecologic oncologists and
oncologists via Internet.

Results: From December 2017 to January 2018, a total of 180 participants took part in
the survey (28% head physicians; 46% senior physicians). The median age was 49 years.
53% stated to have more than 15 years of experience in the treatment of cancer patients.
No significant difference was seen in the extent of surgery between HGSC and LGSC
(answered by 45%). While 88% stated to perform lymphonodectomy (LNE) for diag-
nostic and prognostic reasons, 69% used LNE as a decision-making tool for adjuvant
therapy (answered by 47%). The most important factors for the indication of chemo-
therapy (answered by 47%) were comorbidities (92%), residual tumor (79%) and
tumor histology (77%). While 43% did not consider antihormonal therapy as a treat-
ment option, 39% stated to indicate a therapy with PARP-inhibitors (answered by
47%).

Conclusions: The results of this study underline the uncertainty in the treatment of
LGSC. The implementation of own treatment standards and a prospective register for
patients with LGSC is necessary and planed.

Legal entity responsible for the study: North-Eastern German Society of
Gynecological Oncology (NOGGO), Berlin, Germany.

Funding: Has not received any funding.
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Background: The role of F-18 FDG PET/CT to predict primary optimal cytoreductive
surgery for advanced ovarian cancer has not been reported. The aim of this study was to
evaluate the predictive value of SUVmax on FDG PET/CT to predict suboptimal cytor-
eduction and to make risk model for predicting suboptimal cytoreduction using meta-
bolic parameters in advanced ovarian cancer.

Methods: From 2011-2015, 51 patient underwent primary cytoreductive surgery for
advanced ovarian cancer (FIGO stage III-IV). Residual disease measuring> 1 cm in
maximal diameter was considered a suboptimal surgical result. Whole body 1 SUVmax
(WB1SUVmax) was defined as sum of SUVmax in nine abdominal regions (central,
right upper, epigastrium, left upper, left flank, left lower, pelvis, right lower, right
flank). Whole body 2 SUVmax (WB2SUVmax) was added SUVmax of 3 regional
lymph nodes (pelvis, paraaortic and extra-abdominal) to WB1SUVmax. We used the
multiple logistic regression analysis to determine predictive value of WBSUVmax.
Furthermore, disease-free survival (DFS) and overall survival (OS) were performed
using risk model.

Results: Seventeen of 51 patients (33.3%) underwent suboptimal cytoreduction.
According to the univariate analysis only ECOG status was associated with suboptimal
cytoreduction with marginal significance among the clinical parameters (OR, 4.091;
95% CI, 0.97-17.29; p¼ 0.0520). Among the PET metabolic parameters, PET central
(OR, 5.250; 95% CI, 1.41-19.59; p¼ 0.0136), PET right upper (OR, 4.148; 95% CI,
1.13-15.19; p¼ 0.0317), and PET left upper (OR, 5.921; 95% CI, 1.17-30.02;
p¼ 0.0318) were significantly associated with prediction of suboptimal cytoreduction.
Moreover, WB2SUVmax was significantly associated with suboptimal cytoreduction
(OR, 4.148; 95% CI, 1.13-15.19; p¼ 0.0317). Kaplan-Meier survival plots showed DFS
and OS of high risk group were significantly worse compared to those of low risk group
(p¼ 0.0379 for DFS; p¼ 0.0211 for OS).

Conclusions: WBSUVmax was significantly associated with suboptimal cytoreduction.
Furthermore, hypermetabolic lesions at central and both upper had predictive value for
suboptimal cytoreduction.

Legal entity responsible for the study: The authors.
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Background: Central nervous system (CNS) metastasis is a rare event in ovarian cancer
patients and current prognostic index used for other tumors do not fit for ovarian can-
cer patients with brain metastasis (BM). We sought to evaluate prognostic factors for
overall survival (OS) in ovarian cancer patients with BM.

Methods: We retrospectively evaluated patients with diagnosis of ovarian carcinoma
and BM treated at A.C. Camargo Cancer Center from January 2007 to December 2017.
Clinical data from diagnosis and at the moment of diagnosis of BM were collected. OS
was defined as the time from diagnosis of BM to the moment of death by any cause. OS
was calculated using Kaplan Meier curves and log rank test was used to compare OS
curves. Univariate cox regression was used to evaluate prognostic factors for OS.

Results: From 560 patients 26 presented BM. Median age at diagnosis of BM was 62.9
years old, 23 patients had high grade serous carcinoma, 2 had high grade endometrial
carcinoma and 1 carcinosarcoma. Recurrences in the brain were classified as platinum
sensitive in 14 patients (53.8%) and platinum resistant in 11 patients (42.3%), ECOG
performance status was 0 or 1 in sixteen patients. Fourteen patients (53.8%) had disease
progression exclusively in the CNS. The median number of BM was 4, and medium size
of the largest lesion was 3.2cm. Median time from initial diagnosis to BM was 31.7
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