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Letter to the Editor

p16 Block Type Overexpression, p53 Wild
Type Reactivity, and Cervical Involvement do
not Always Exclude the Diagnosis of Primary

Endometrial Squamous Cell Carcinoma
(PESCC)

To the Editor:
Almost a year after we presented a rare case of

primary endometrial squamous cell carcinoma
(PESCC) characterized by PAX8 positivity, abnormal
p53 expression, and p16 negativity (1), we saw a
second case showing new peculiarities and challenging
both the differential diagnosis and staging. The
endometrial biopsy of a 77-year-old woman admitted

FIG. 1. (A) Left fallopian tube infiltrated by squamous cell carcinoma (hematoxylin and eosin, 40×). (B) Myometrum infiltrated by squamous
cell carcinoma (hematoxylin and eosin, 40×). (C) Immunoreactivity for Cytokeratin 5 (40×). (D) p16 block type overexpression (100×).

to our hospital for endometrial bleeding showed
diffuse necrotic material and squamous cell carcino-
ma, which could have been mistaken for cervical
squamous cell carcinoma because the neoplastic cells
displayed p16 block-type overexpression, p53 wild-
type immunoreactivity, and cervical involvement (2).
Nevertheless, clinical presentation and pathological

examination of the uterus and adnexa showed that a
bulky tumor measuring 35 mm occupied the uterine
cavity. In addition, the tumor infiltrated the deeper
half of the myometrium to <1 mm from the serosa,
and the left fallopian tube stroma was involved,
whereas the cervical stroma was only superficially
affected. Histologic examination confirmed the diag-
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nosis of squamous cell carcinoma (Fig. 1) with
intratumoral necrosis as neither residual endometrial
nor endometrioid adenocarcinoma foci were detected.
The immunophenotype of the tumor cells exhibited
reactivity to cytokeratin 5, p40, cytokeratin 7, p16
(block-type), PTEN/MMAC; proficient mismatch
repair proteins, wild-type p53, and Ki67 (MIB-1)
comprised ~60% of the cells. Tests for PAX2, estrogen
receptor, progesterone receptor, and PAX8 were
negative. Thus, the final diagnosis was PESCC,
FIGO (International Federation of Gynecology and
Obstetrics) stage IIIA (pT3N0M0).
According to the 2020 World Health Organization

(WHO) classification, the absence of an endome-
trioid component and the exclusion of cervical origin
are essential and desirable diagnostic criteria for
diagnosing this rare entity (3). In our case, there was
no evidence of endometrioid carcinoma; however,
p16 block-type overexpression and cervical involve-
ment raised doubts regarding the exclusion of the
cervical origin of the tumor. The cervical carcinoma
staging classification includes the depth of cervical
stromal invasion and the dimension of the tumor but
clearly states that the extension to the corpus uteri
should be disregarded (3,4). Therefore, for the
diagnosis of cervical carcinoma the stage and
therapeutic approach would have been underesti-
mated. Moreover, although it has been claimed to
particularly favor the diagnosis of cervical squamous
cell carcinoma (2,3), p16 overexpression has also
been found to be positive in PESCCs by different
authors, as p16 is not always related to HPV
infection (5–7).
In conclusion, our case demonstrates that p16

reactivity and cervical involvement may lead to an
incorrect diagnosis. Thus, to avoid underestimating
staging and treatment, PESCC should be the proper
diagnosis for squamous cell carcinomas mainly
localized in the corpus uteri.

Daniela Fanni, M.D., Ph.D., Clara Gerosa, M.D.,
Michele Peiretti, M.D., Ph.D., Valerio Mais, M.D., Ph.D.,

Elena Massa, M.D., Ph.D.,
Stefano Angioni, M.D., Ph.D., and Gavino Faa, M.D.

Department of Medical Sciences and Public
Health, Division of Pathology (AOU di Cagliari)

(D.F., C.G., G.F.);
Department of Surgical Sciences, Division of

Obstetrics and Gynecology (AOU di Cagliari)
(M.P., V.M., S.A.); and

Department of Medical Sciences and Public Health,
Division of Oncology (AOU di Cagliari) (E.M.),

University of Cagliari, Cagliari, Italy.

The authors declare no conflict of interest.

REFERENCES

1. Fanni D, Peiretti M, Mais V, et al. PAX8 positivity, abnormal
p53 expression, and p16 negativity in a primary endometrial
squamous cell carcinoma: a case report and review of the
literature. Int J Gynecol Pathol 2022;41:431–5.

2. Hopkins MR, Palsgrove DN, Ronnett BM, et al. Molecular
analysis of HPV-independent primary endometrial squamous
cell carcinoma reveals TP53 and CDKN2A comutations: a
clinicopathologic analysis with re-evaluation of diagnostic
criteria. Am J Surg Pathol 2022;46:1611–22.

3. WHO Classification of Tumours Editorial Board. WHO
Classification of Female Genital Tumours (Vol 4), 5th ed.
International Agency for Research on Cancer; 2020.

4. Cibula D, Pötter R, Planchamp F, et al. The European Society
of Gynaecological Oncology/European Society for Radiotherapy
and Oncology/European Society of Pathology guidelines for the
management of patients with cervical cancer. Radiother Oncol
2018;127:404–16.

5. Goodrich S, Kebria-Moslemi M, Broshears J, et al. Primary
squamous cell carcinoma of the endometrium: two cases and a
review of the literature. Diagn Cytopathol 2013;41:817–20.

6. Horn LC, Richter CE, Einenkel J, et al. p16, p14, p53, cyclin D1,
and steroid hormone receptor expression and human papilloma-
viruses analysis in primary squamous cell carcinoma of the
endometrium. Ann Diagn Pathol 2006;10:193–6.

7. Lee SJ, Choi HJ. Primary endometrial squamous cell carcinoma:
a case report and review of relevant literature on Korean women.
Korean J Pathol 2012;46:395.

2 LETTER TO THE EDITOR

Int J Gynecol Pathol Vol. 00, No. 00, ’’ 2023

Copyright r 2023 International Society of Gynecological Pathologists.

D
ow

nloaded from
 http://journals.lw

w
.com

/intjgynpathology by B
hD

M
f5eP

H
K

av1zE
oum

1tQ
fN

4a+
kJLhE

Z
gbsIH

o4X
M

i0hC
yw

C
X

1A
W

nY
Q

p/IlQ
rH

D
3i3D

0O
dR

yi7T
vS

F
l4C

f3V
C

1y0abggQ
Z

X
dgG

j2M
w

lZ
LeI=

 on 08/11/2023


