
Results High mRNA and protein levels of PDE1A were
observed in EOCs compared to borderline, benign and normal
nonadjacent ovarian epithelial tissues (p < 0.001). Also, high
expression of PDE1A was significantly associated with serous
(p = 0.023), high grade (p = 0.012), advanced stage FIGO
stage (p < 0.001), and resistance to platinum based chemo-
therapy (p < 0.001) EOCs. Importantly, high expression level
of PDE1A was indicated as a prognosis predictive biomarker
by Cox mulrivariate analysis. Specifically, we observed that
PDE1Apromoted G2/M transition by regulating cyclin B1
trascription.
Conclusion Taken together, our findings suggested that
PDEA1A is a promosing biomarker for prediction of progos-
nosis and resistance to platinum based chemotherapy in EOC
patients.
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Introduction/Background PARP inhibitors resistance is a prob-
lematic step in epithelial ovarian cancer (EOC) management
and sequencing strategies should be carried out to overcome
it. In this context, to lack of data, our study evaluated the
role of a non-platinum doublet pegylated liposomal doxorubi-
cin(PLD)/trabectedin in ovarian cancer platinum-sensitive
patients who experienced disease progression under PARP
inhibitors maintenance.
Methodology This is a case-control study including patients
with recurrent EOC treated between 2016–2021 who pro-
gressed under PARP inhibitors maintenance. Data of patients,
treated with PLD/trabectedin were matched 1:1 with a series
of patients who received platinum-based treatment. The study
outcomes were: overall clinical benefit (including complete,
partial and stable response), progression-free survival(PFS) and
overall survival(OS). The safety of both treatments was also
evaluated.

Abstract 2022-RA-634-ESGO Figure 1 Progression free survival

Abstract 2022-RA-634-ESGO Figure 2 Overall survival

Results 26 patients in both groups were analyzed. Clinical
benefit was achieved in 15 (57%) patients in study group
and 17 (65%) in control one (p = 0.38). Patients receiving
PLD/trabectedin had 5 months of PFS, compared with 5
months of patients treated with platinum-based treatment (p
= 0.62). OS of the entire population was 84 months (95%
CI = 68–99), with no significant difference between the
experimental and control group (75 vs. 87 months, p =
0.30). No clinically relevant differences were found in terms
of safety.
Conclusion PLD/trabectedin might be as effective as a plati-
num-based treatment in patients experiencing disease progres-
sion while on PARP inhibitors maintenance, with acceptable
toxicity profile. Therefore, it could be a good therapeutic
option in this setting, sparing platinum compounds for subse-
quent relapse.
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Introduction/Background The vagal nerve may have protective
roles cancer. Its activity is indexed by heart-rate variability
(HRV). This study aimed to examine the prognostic role of
HRV in women with ovarian cancer.
Methodology This was a retrospective comparative cross-sec-
tional study. Information obtained from medical records of
patients with histologically confirmed ovarian cancer treated at
a single institute, between the years 2014–2021. Background
variables that were obtained included age, stage, white blood
cells count (WBC) date of death or date of last contact, which
ever came first. HRV, the index of vagal nerve activity, was
derived from patients’ 10 sec ECG near diagnosis.
Results 104 women were included in our final cohort.
Mean age was 64.7. 11.4%, 4.9%, 54.5%, 29.3% of the
women were stage I,II, III and IV respectively. After con-
trolling for known prognostic factors log-HRV tended to
significantly predict a lower risk of death (R.R = 0.20,
95% CI: 0.04 – 1.06) as well as the ratio of HRV/WBC
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(R.R = 0.34, 95% CI: 0.13 – 0.88. Since HRV declines
with age, we repeated the test with HRV/WBC in patients
below 60 versus above 60. In this multivariate Cox regres-
sion, the ratio of (log)HRV/WBC tended to significantly
predict Overall survival (OS) only in younger patients (O.R
= 0.10, 95%CI: 0.01 – 1.27). We also confirmed associa-
tion between cancer stage and survival only in women
with low HRV but not in those with high HRV. (X2(1) =
4.08, 2.10, p > 0.05).
Conclusion We confirmed that higher HRV at diagnosis tended
to significantly predict a better chance to survive. HRV/WBC
ratio tended to significantly predict OS, but only in patients
younger than 60 years old. The findings of our study suggest
that vagal nerve activity, indexed by HRV, may be a new inde-
pendent prognostic factor in ovarian cancer.

2022-RA-637-ESGO FIVE-YEAR UNIVERSAL TUMOR SCREENING
OF BRCA1/2 IN EPITHELIAL OVARIAN
CARCINOMA;IS HISTOTYPE-DIRECTED HR-
DEFICIENCY TESTING JUSTIFIED?

1Claire JH Kramer, 2Lieke Lanjouw, 2Arja ter Elst, 3Nienke Solleveld-Westerink, 4Hans
M Hazelbag, 4Marjolein J Kagie, 5Els JM Ahsmann, 2Annemieke H van der Hout,
1Nienke van der Stoep, 1Cor D de Kroon, 1Katja N Gaarenstroom, 1Tom van Wezel, 2Lieke
PV Berger, 1Vincent THBM Smit, 2Truuske H de Bock, 1Christi J van Asperen, 2Marian
JE Mourits, 1Maaike PG Vreeswijk, 2Joost Bart, 1Tjalling Bosse. 1Leiden University Medical
Center, Leiden, Netherlands; 2University Medical Center Groningen, Groningen,
Netherlands; 3University Medical Center Utrecht, Utrecht, Netherlands; 4Haaglanden
Medical Center, The Hague, Netherlands; 5Groene Hart Hospital, Gouda, Netherlands

10.1136/ijgc-2022-ESGO.532

Introduction/Background A popular dogma is that in epithelial
ovarian carcinomas (EOCs) mutations in BRCA1/2 and other
homologous recombination (HR)-genes are exclusive to high-
grade serous ovarian carcinomas (HGSOC). Nevertheless, the
European guidelines recommend germline or tumor screening,
regardless of histotype. Here, we report on the results of five-
year prospective, universal ‘tumor-first’ screening of BRCA1/2
and HR-genes in EOC and assess the relationship between
identified mutations and histotypes.
Methodology EOCs were prospectively sequenced between
September 2017 and December 2021 in two university medi-
cal centers in The Netherlands. The gene-panel included
BRCA1/2 and for a large subset of cases the panel was
expanded with EOC-susceptibility HR-genes BRIP1, PALB2,
RAD51C and RAD51D. All mutations (class 4 and 5 variants)
were reported. Prior to sequencing, all EOC underwent a cen-
tral pathology review by expert gynecopathologists.
Results The universal ‘tumor-first’ screening strategy was exe-
cuted in the two centers on a total of 831 EOCs (table 1).
In total, 73% were HGSOCs and 27% were EOC-cases of
other histologies. The overall yield for BRCA1/2 mutations in
EOC was 13%, and the vast majority of mutations (94.5%)
were identified in HGSOCs (yield of 17%; table 1). Intrigu-
ingly, 6/221 (2.7%) non-HGSOCs, i.e., n=3 high-grade endo-
metroid, n=1 low-grade endometrioid and n=2 low-grade
serous OC, harboured a BRCA2 mutation. No BRCA1/2 or
HR-gene mutations were identified in clear cell and muci-
nous carcinomas. The results of extensive HRD testing of
these six outliers will be presented at the meeting, including
loss of heterozygosity, functional RAD51 assay and copy-
number signatures.

Abstract 2022-RA-637-ESGO Table 1 Yield of BRCA1/2 and
Homologous Recombination-Gene Mutations in Epithelial Ovarian
Carcinoma

BRCA1/2 mutations BRIP1, PALB2, RAD51C, RAD51D mutations

Center-1 and -2 Center-1

All EOC 13% (110/831) 1.9% (7/363)

HGSOC * 17% (104/610) 1.8% (5/271)

Other 2.7% (6/221) 2.2% (2/92)

EnOC – G3 16% (3/19) 0% (0/7)

EnOC – G1/2 2.9% (1/35) 0% (0/10)

LGSOC 3.4% (2/59) 4% (1/25)

CCC 0% (0/54) 0% (0/21)

MC 0% (0/31) 0% (0/16)

Carcinosarcoma 0% (0/12) 17% (1/6)

Other ¶ 0% (0/11) 0% (0/7)

* 94.5% of all BRCA1/2 mutations were detected in HGSOC.

¶ Including malignant Brenner tumor, mixed-type histology, mesonephric-like

adenocarcinoma, undifferentiated carcinoma and small cell carcinoma.

HGSOC, high-grade serous ovarian carcinoma; LGSOC, low-grade serous ovarian carcinoma;
EnOC, endometrioid ovarian carcinoma; G3, FIGO grade 3 (high-grade); G1/2, FIGO grade
1–2 (low-grade); CCC, clear cell carcinoma; MC, mucinous carcinoma.

Conclusion This large ‘real-world’ cohort of centrally revised
and prospectively sequenced EOCs confirmed that BRCA1/2
mutations are almost exclusively identified in HGSOC. Exten-
sive HRD testing will inform us about the clinical relevance
of the identified BRCA1/2 and HR-gene mutations beyond
HGSOCs and whether histotype-directed HRD-screening, after
central pathology revision, may be justified.
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Introduction/Background Mucinous ovarian carcinoma (MOC)
is a rare subset of epithelial ovarian cancers. Prognosis of
MOC is better in early stages, but worse in advanced stages
owing to inadequate chemo-response. Literature is heavily
dependent on small-sampled retrospective studies due to the
rarity of this tumour. Hence, we embarked on this analysis of
outcomes of MOC in an Indian tertiary-care cancer centre.
The main objectives were to correlate clinicopathological fac-
tors associated with MOC; to characterise primary vs meta-
static MOC; to assess role of appendicectomy and fertility-
sparing surgery, and to analyse survival outcomes (progression-
free survival – PFS and overall survival – OS).
Methodology Retrospective study of women diagnosed with
MOC and treated from our tertiary-care cancer centre over a
10-year period; from January 2008 to December 2017. Patient
records were reviewed, details assessed and data regarding
recurrences and survival were analysed.
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