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Objectives To identify gene expression profiles and interacting
pathways in BRCA1- and BRCA2- associated high grade
serous ovarian cancer (HGSOC) as compared to one another
and to BRCA wild type, homologous recombination proficient
(HRP) tumors.

Methods of 657 total HGSOC samples, 15 BRCA2 mutated
(2.3%), 16 (2.4%) BRCA1 mutated, and 375 (57.1%) HRP
samples were analyzed. Gene expression data was collected
from Tempus and unpaired t-tests were used to identify differ-
entially expressed genes (DEG) with unadjusted p-value <0.05
and fold change of 1.5. Meta and pathway analyses were per-
formed among BRCA1, BRCA2 and HRP groups using Venn
diagram and Advaita Bio’s iPathwayGuide. BRCA mutated and
wild type (wt) ID8 mouse cell lines were used for protein
expression and seahorse assay for metabolism analysis.
Results From 18,284 genes with measured expression, 843
(4.6%) DEG were found between BRCA2 vs BRCA1, 748
(4.1%) between BRCA2 vs HRP and 1,858 (10.2%) between
BRCA1 and HRP. On meta-analysis of the three comparisons,
pathway analysis revealed significant involvement of Wnt sig-
naling pathway and oxidative phosphorylation unique to
BRCA2 group compared to fibroblast growth factor signaling
and PI3K-Akt signaling for BRCA1. Western blot analysis con-
firmed higher expression of oxidative phosphorylation com-
plex proteins in BRCA1/BRCA2 mutated lines and differential
expression of b catenin between BRCA mutated versus wt cell
lines. Seahorse assay showed higher oxidative consumption
rate in BRCA mutated versus wt cells.
Conclusions Our study identified differential pathway regula-
tion for BRCA2 versus BRCA1 associated HGSOC, suggesting
each should be considered a separate phenotype with unique
opportunities for targeted therapy.
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Objectives Neoadjuvant chemotherapy and interval debulking
surgery are widely offered in advanced ovarian cancer
patients; the number of NACT cycles to be given is still an
issue. Our aim was to compare survival outcomes of patients
with advanced ovarian cancer treated with <4 or more
NACT cycles.
Methods A cohort of patients with stage III-IV epithelial OC
undergoing NACT followed by IDS was identified. Patients
were classified in group A (£4 cycles) and group B (>4

cycles). Selection bias was avoided using propensity score
matching (2:1 ratio).
Results 140 (group A) and 70 (group B) patients were
included. After the propensity score matching, there were no
imbalances in baseline characteristics. BRCA status was associ-
ated to improved OS (HR=0.41; 95%CI 0.18.0.92, p=0.032)
and residual tumor to decreased OS (HR=1.93; 95%CI 1.08–
3.46, p=0.026). Statistically significant differences were not
observed in OS (2-year OS 82.4% for group A versus 77.1%
for group B, p=0.109) and PFS (2-year PFS 29.7% for group
A versus 20.0% for group A, p=0.875) (figure 1). In group B,
the administration of >4 cycles was related to an additional
chance of achieving complete (12.9%) and partial (34.3%)
responses compared to responses after 3–4 cycles (figure 2).
Conclusions Receiving more than 4 cycles of NACT is no det-
rimental in terms of OS and PFS in advanced ovarian cancer.
Response rates can increase following further cycles
administration.
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Abstract OP022/#597 Figure 1 Overall survival and disease free
survival in group A and group B

Abstract OP022/#597 Figure 2 Treatment response between groups.
Group A (3–4 cycles); Group B (at least 6 cycles); B1 response
assessment after 3–4 cycles; B2 response assessment after at least 6
cycles
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