
Objectives There is no established screening strategy for Lynch
syndrome (LS) in synchronous endometrial (EC) and ovarian
cancers (OC). Most centers use mismatch repair (MMR)
immunohistochemistry (IHC) on endometrium only. We aim
to examine the concordance in MMR expression between
tumor sites in synchronous EC/OC.
Methods Thirty women with newly diagnosed synchronous
EC/OC were prospectively recruited from three cancer centers
in Ontario, Canada. Tumor sites were assessed for MMR defi-
ciency by IHC and MSI testing. All women underwent germ-
line testing for MMR mutations.
Results Out of 30 cases, twelve cases (40%) were either
MMRd or MSI-H, with 5 (17%) confirmed to have a patho-
genic germline mutation: 3 MSH6, 1 MLH1 and 1 PMS2.
MMR testing by IHC took place in both ovary and endome-
trium in 27 cases and results were discordant between two sites
in 2 cases (7%). MSI testing in both sites took place in 24
cases, and results were discordant in 2 cases (8%). Out of the
5 cases with confirmed LS, performing IHC alone on endome-
trium would have missed the diagnosis in 1 case, and perform-
ing MSI testing alone on endometrium would have missed the
diagnosis in 3 cases, which all had a MSH6 mutation. One
case of LS was missed by both IHC and MSI testing.
Conclusions The incidence of LS was high in women with
synchronous EC/OC (17%). Given the discordance in IHC
and MSI results at the two tumor sites, consideration should
be given to direct germline testing in all cases of synchronous
EC/OC.
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Objective Ovarian clear cell carcinoma (OCCC) is a rare type
of epithelial ovarian cancer that behaves comparable to a dis-
tinct entity. Novel genomic and immunological profiling-based
strategies targeting OCCC remain unavailable. ARID1A, which
is one of the most frequently mutated genes in OCCC, could
be a druggable target as well as a regulator of mismatch
repair (MMR). Most of the mutated neoantigens in MMR-
deficient cancers sensitize them to immune checkpoint block-
ade. However, the role and frequency of MMR deficiency in
OCCC are still poorly understood. We aimed to evaluate the
abnormal expression frequency of MMR and PD-L1 proteins
in OCCC for identifying the effective OCCC population with
immune checkpoint blockade.
Methods The study cohort comprised 113 patients with
OCCC treated at a single institution. Protein expression levels
in ARID1A, MLH1, PMS2, MSH2, MSH6, and PD-L1 were
evaluated by immunohistochemistry (IHC). We investigated the
correlations between immunoreactivity for MMR/PD-L1 and
clinicopathological parameters including ARID1A status.
Results MMR proteins disappeared in two cases (1.8%), spe-
cifically those who had synchronous double cancer with endo-
metrial carcinoma and a family history of Lynch syndrome-
related tumor. PD-L1 expression was diffused in 17 cases
(15.0%). The diffused PD-L1 expression was significantly asso-
ciated with ARID1A expression loss (p = 0.003), but no
other correlations existed between PD-L1 expression and clini-
cal parameter.
Conclusions Although only few Japanese OCCC cases showed
MMR deficiency as evaluated by IHC, immune checkpoint sig-
nals were activated even in MMR-intact OCCC, possibly
through ARID1A interaction.
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Abstract 266 Table 1 Clinical characteristics of cervical squamous cell carcinoma involving the upper genital tract
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