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Molecular classification of endometrial cancer has changed
the understanding of the distinct pathways underlying this
heterogeneous cancer and paved the way to new therapeutic
approaches. Mismatch repair-deficient/microsatellite-high
(MMRd/MSI-H) tumors comprise up to 30% of the cases.
These hypermutated tumors are highly immunogenic and
display enhanced programmed death-ligand 1 expression,
which reflects on their good responses to immunotherapy.
Here, we provide an overview of the best clinical practices in
the management of MMRd/MSI-H endometrial cancers,
focusing on current evidence for the use of immune check-
point inhibitors (ICls). We explored the existing and emerging
treatment strategies incorporating ICl in the recurrent/met-
astatic setting, and discussed factors influencing the choice of
currently approved ICl agents and ICl rechallenge. In addition,
ongoing clinical trials incorporating ICl in the adjuvant
setting, and the potential impact of the distinct biological
mechanisms underlying MMRd/MSI-H disease on responses
to ICl, were also discussed.
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