PATHOLOGICA 2025;117:393-396
DOI: 10.32074/1591-951X-N774

Received: November 7, 2024
Accepted: November 20, 2024

Correspondence

Gian Franco Zannoni

E-mail: gianfranco.zannoni@unicatt.it
Angela Santoro

E-mail: angela.santoro@policlinicogemelli.it

How to cite this article: Travaglino A,
Santoro A, Arciuolo D, et al. Mesonephric-
like metaplasia of the endometrium in a
woman treated with letrozole: morphological,
immunohistochemical and molecular analysis.
Pathologica 2025;117:393-396 https://doi.
0rg/10.32074/1591-951X-N774

© Copyright by Societa Italiana di Anatomia Pato-
logica e Citopatologia Diagnostica, Divisione Itali-
ana della International Academy of Pathology

@loele

e OPEN ACCESS

This is an open access journal distributed in accordance
with the CC-BY-NC-ND (Creative Commons Attribution-
NonCommercial-NoDerivatives 4.0 International) license: the
work can be used by mentioning the author and the license,
but only for non-commercial purposes and only in the original
version. For further information: https://creativecommons.
org/licenses/by-nc-nd/4.0/deed.en

Case report

Mesonephric-like metaplasia of the
endometrium in a woman treated
with letrozole: morphological,
immunohistochemical and molecular
analysis
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Summary

Endometrial mesonephric-like adenocarcinoma (MLA) is thought to arise from endometrial
epithelium through a Mullerian-to-mesonephric transdifferentiation. However, no benign or
precancerous mesonephric-like endometrial lesions have been reported so far. Herein, we
describe the first case of endometrial mesonephric-like metaplasia.

A 61-year-old woman who was treated with letrozole for 5 years underwent removal of
an endometrial polyp. Histological examination highlighted an area of small round glands
resembling mesonephric remnants, with no cytological atypia and no mitotic activity.
Immunohistochemistry showed positivity for PAX8, estrogen receptor and GATA3, patchy
p16 expression, wild-type p53 pattern, low Ki-67 expression, and negativity for progester-
one receptor, TTF1 and CD10. Next-generation sequencing analysis of 17 genes (KRAS,
NRAS, HRAS, BRAF, EGFR, ERBB2, FGFR3, IDH1,IDH2, KIT MET, PDGFRA, PIK3CA, RET,
ROST1) showed no pathogenetic mutations.

These features appear consistent with a benign endometrial mesonephric-like metapla-
sia. Its relationships with hormone treatment and with MLA carcinogenesis remain to be
defined.
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Introduction

Mesonephric-like adenocarcinoma (MLA) is an uncommon malignancy
occurring in the endometrium and ovary, which shows morphological,
immunohistochemical and molecular resemblance to mesonephric car-
cinomas of the uterine cervix. Similar to mesonephric carcinoma, MLA
typically shows positivity for PAX8, TTF1, GATA3 and CD10 and harbors
KRAS mutations in more than 90% of cases '

A recent study also showed an overlapping methylation profile between
MLA and mesonephric carcinoma, suggesting that MLA should be
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termed “mesonephric-type carcinoma” based on its
true mesonephric differentiation 2.

The difference between mesonephric carcinoma and
MLA lies in their origin. In fact, while true mesone-
phric carcinoma arises from mesonephric remnants
of the cervical wall, MLA is thought to arise from Mdl-
lerian epithelium through a Mullerian-to-mesonephric
trans-differentiation 2. Interestingly, while mixed en-
dometrioid/mesonephric-like carcinomas can be ob-
served in the endometrium ', benign or precancerous
endometrial lesions have not been reported so far.
Herein, we describe the first case of benign meso-
nephric-like metaplasia of endometrium in a woman
treated with letrozole.

Case report

A 61-year-old woman with abnormal uterine bleeding

S i

was diagnosed with an endometrial polyp. The pa-
tient had been treated with letrozole due to a breast
carcinoma diagnosed 5 years earlier. The polyp was
removed hysteroscopically and sent to the pathology
unit for histological examination. Histologically, the en-
dometrial polyp showed atrophic dilated glands with
eosinophilic intraluminal secretion. At the surface of
the polyp, an area of small round glands resembling
mesonephric remnants was observed (Fig. 1a); the
glands showed no cytological atypia and no mitotic
activity (Fig. 1b). Immunohistochemically, the small
glands showed positivity for PAX8, estrogen recep-
tor and GATA3 (Fig. 1c), with patchy p16 expres-
sion, wild-type p53 pattern and low Ki-67 expression
( < 5%). Progesterone receptor was negative (Fig. 1d)
(while being positive in adjacent endometrial glands),
as well as TTF1 and CD10. Next-generation sequenc-
ing showed the absence of known pathogenetic var-
iants in 17 genes (KRAS, NRAS, HRAS, BRAF, EG-

Figure 1. Morphological and immunohistochemical features of mesonephric-like metaplasia. (A) Small round glands resem-
bling mesonephric remnants. (B) Morphological details showing no atypia or mitotic activity. (C) Positivity for GATA3. (D)

Negativity for progesterone receptor.
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FR, ERBB2, FGFR3, IDH1, IDH2, KIT, MET, PDGFRA,
PIK3CA, RET, ROS1), which is consistent with a be-
nign process. We interpreted this lesion as a meso-
nephric-like metaplasia. A follow-up biopsy performed
after 6 months showed normal atrophic endometrium.

Discussion

In the last years, our knowledge regarding endometri-
al carcinoma variants and their precursors has greatly
improved. While the main precursor of endometrioid
carcinoma (atypical hyperplasia/EIN) has long since
been known, the so-called “endometrial glandular
dysplasia” has more recently been proposed as a pre-
cursor for serous carcinoma 3. Several other putative
precancerous lesions have emerged for less common
histotypes or variants. Interestingly, the precancerous
lesions may display the same type of differentiation/
metaplasia as the carcinoma arising from it. For in-
stance, complex papillary mucinous proliferations may
progress to endometrioid carcinoma with mucinous
differentiation . Gastrointestinal-type carcinoma has
been shown to arise from gastrointestinal-type meta-
plasia ®. For squamous cell carcinoma, a squamous
intraepithelial form involving the endometrial surface
has been reported 8. On the other hand, undifferenti-
ated/dedifferentiated carcinoma and carcinosarcoma
likely do not directly arise from precancerous lesions
but rather represent evolutions of pre-existing carcino-
mas (such as endometrioid carcinomas and serous
carcinoma) “.

With regard to MLA, it is unknown whether it is preced-
ed by recognizable precursor lesions. In the ovary,
MLA is often found associated with benign, borderline
or malignant Mullerian lesions &''. Sometimes, MLA is
associated with mucinous lesions ®". Interestingly, the
coexisting lesions often harbor KRAS mutations °1°.
However, the step at which the Miillerian to mesone-
phric-like trans-differentiation occurs might vary. In
fact, there are cases of mixed MLA-endometrioid car-
cinoma (both in the ovary and endometrium), where
the former might have arisen from the latter '2. In the
ovary, cases of benign-looking mesonephric-like pro-
liferations, in which the transition occurred at a benign
level, have been described as well ™. By contrast, no
benign mesonephric proliferations have been de-
scribed in the endometrium so far.

Our case may be the first reported case of mesone-
phric-like metaplasia of the endometrium. The ab-
sence of atypia and mitotic activity supports that it is
a benign lesion. Interestingly, the patient was under
treatment with letrozole, a non-steroidal aromatase in-
hibitor which inhibits the conversion of androgens into

estrogens 2. Since there are no similar cases in the
literature, we cannot conclude if this mesonephric-like
metaplasia represents a hormone-related change and
if might be associated with MLA carcinogenesis. In
fact, our case lacked the typical mutations associated
with MLA (including KRAS, NRAS, BRAF) 3. Further
studies are necessary to clarify the nature and the
clinical significance of this type of lesion.

Conclusion

Herein, we report on the first case of putative me-
sonephric-like metaplasia of the endometrium. This
finding may be of value in understanding how me-
sonephric-like lesions develop in the endometrium.
Interestingly, the patient was under treatment with
letrozole. Further studies are needed to define the as-
sociation of endometrial mesonephric-like metaplasia
with MLA and with hormonal treatments.
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