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Summary

Muir-Torre syndrome (MTS) is an autosomal genodermatosis that is diagnosed by the presence of at least one sebaceous gland tumor
and at least one visceral malignancy. The most frequent visceral malignancies reported in literature are low-grade colon-rectal and gen-
itourinary cancers, with prolonged survival. The authors report the case of a 52-year-old female, with a positive familial history for MTS,
who developed a cutaneous sebaceous carcinoma, a synchronous colon-rectal adenocarcinoma, and a metachronous endocervical ade-
nocarcinoma associated with a neuroendocrine small cell carcinoma of the cervix (SCNC), with lymph node metastasis. The rare oc-
currence in literature of the cervical SCNC and the rarest occurrence of a neuroendocrine carcinoma in the context of a MTS deviate
from the usual and low-grade types of cancers normally described with MTS. It should be always appropriate to assess any symptoms
that might reveal an underlying malignancy, although not within the spectrum of neoplasms most associated with this rare syndrome
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Introduction

Muir-Torre syndrome (MTS) is an autosomal genoder-
matosis that is diagnosed by the presence of one sebaceous
gland tumor and at least one visceral malignancy [1]. Cu-
taneous neoplasms diagnostic for MTS include sebaceous
adenomas, sebaceous epitheliomas, sebaceous carcinomas,
and keratocanthoma; these tumors, develop often after an
internal malignancy presentation [2]. While, the most fre-
quent visceral malignancies, reported in literature, are low-
grade colon-rectal and genitourinary cancers [1].

Neuroendocrine small cell carcinoma of the cervix
(SCNC) is a rare subtype of cervical cancer with an ag-
gressive behavior, that deviate from the usual low-grade
types of cancers normally associated with MTS [1-2].

The authors report the case of a 52-year-old female, with
a positive familial history of MTS, who progressively de-
veloped synchronous and metachronous malignancies.

Case Report

A 52-year-old Caucasian female, presented to the present De-
partment with a three-month history of a nodule arising in the left
nipple; the lesion (1.2 x 1 cm) was firm and showed a central por-
tion slightly ulcerated and did not produce secretions. (Figure 1A)

At the general clinical examination, the patient did not have
any other cutaneous lesions, which could require further investi-
gations. Three years prior the patient had removed, in another In-
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stitute, a sebaceous adenoma on the frontal region. In the family
history, the patient presented two brothers with a positive history
of Muir-Torre syndrome (MTS), diagnosed two years prior.

A surgical excision of the cutaneous lesion of the nipple was
performed. Histologic examination of the skin biopsy showed a
poorly circumscribed epidermoid-follicular proliferation (Figures
1A-C); the keratinocytes showed variably sebaceous differentia-
tion, characterized by remarkably vacuolated neoplastic cells. The
nuclei were large with visible nucleoli and scattered mitoses. (Fig-
ure 1D) Based on these histopathological findings, a final diag-
nosis of sebaceous carcinoma was made.

One month after, during a colonoscopy, an asymptomatic poly-
poid lesion of the transverse colon was removed. At the histologi-
cal examination, the lesion was compatible with an adenocarcinoma
(Figure 2A) with focal aspects of mucinosis (G2). The lesion infil-
trated the muscle layer thickness, with a little desmoplastic reac-
tion and a poor inflammatory infiltrate (pT2NO). For this reason, a
partial colectomy was performed.

According to the patient’s history and to the familial history, the
authors decided to perform a molecular evaluation, which showed a
mutation in the eson7- gene MSH2; this mutation, was the same de-
tected also in her two brothers. A final diagnosis of MTS was made.

Seven months later, the patient experienced metrorrhagia; dur-
ing the gynecological visit, a biopsy of a friable mass in the prox-
imal endocervical canal was performed. Histological examination
revealed a poorly differentiated endocervical adenocarcinoma
(Figure 2B). However, at higher magnification, in the lower limit
of the adenocarcinomatous tumor, there was an atypical bluish
epithelioid small cell population, arranged as cords, with trabec-
ular pattern (Figure 2C). Cytologically, these cells were oval to
polygonal with iperchromatic nuclei (Figure 2C). This cell pop-
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ulation was positive for chromogranin (Figure 2D), synapto-
physins, CD10 and CD56; while it was negative to cytokeratin 20
(CK 20) and TTF-1. A final diagnosis of an adenocarcinoma as-
sociated with a neuroendocrine small cell carcinoma (SCNC) of
the endocervix was made.

A total hysterectomy associated with a lymphadenectomy of
left and right pelvic lymph nodes and of the lumbar-aortic lymph
nodes was performed; one lymph node was found to be metasta-
tic by SCNC component (pT1b1, pN1; FIGO Stage I1IB).

Figure 1. — A) A firm ulcerated
nodule of the nipple; B) epider-
moid and follicular proliferation,
poorly circumscribed and asym-
metrical (H-E x2.5); C) ulcerated
nodule, consisting of epithelial
cellular elements, in part kera-
tinizing and in part of clear cells.
(H-E x10); D) atypical epithelial
elements associated with numer-
ous vacuolated cells (H-E x40).

Figure 2. — A) Adenocarcinoma-
tous polyp of the transverse colon
(H-E x2.5); B) adenocarcinoma
of the endocervix with underlying
an atypical bluish epithelioid
small cell population (H-E, x10);
C) neuroendocrine small cell can-
cer of the endocervix (H-E x20);
D) tumor cells positive for chro-
mogranin (x20).

Currently the patient is carrying out chemotherapy treatments
with periodic imaging studies.

Discussion

MTS is a dominant condition characterized by the simul-
taneous presence of visceral malignancies and skin tumors
(particularly sebaceous gland tumors). The principal muta-
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tions involved in this uncommon syndrome interest genes
encoding DNA mismatch repair proteins as hMLH1 or
hMSH?2 and, less commonly, MSH6, MSH3, MLH3, PMSI,
and PMS?2 [3-7]. An association with the mutation in MuY
homolog (MYH), a base excision repair gene, was found in
MTS patients without mismatch repair deletions [8].

MTS is actually considered to be a clinical variant of the
non-polyposis colon rectal cancer syndrome (HNPCC,
Lynch syndrome) since approximately 30 to 70 percent of
patients with HNPCC present a germ-line mutation in the
hMLH1 or hMSH2 gene [6].

In the general population with MTS, the cutaneous neo-
plasms appear often after the presentation of a visceral can-
cer; however there are rare cases, where the cutaneous
cancers develop before the internal malignancies or where
they are synchronous [2-4]. The absence of preceding clin-
ical and instrumental controls, may have caused the con-
temporary diagnosis in our patient of the sebaceous
carcinoma and adenocarcinoma of the transverse colon.

Although initially the colon-rectal carcinoma was be-
lieved to be the only and principal type of cancer in asso-
ciation with MTS, it was observed that MTS patients show
an increased risk to develop various malignancies [5]. In
fact, from when MTS was discovered in 1967 [9], several
types of cancers have been found associated with this un-
common syndrome; among these malignancies, cases of
neuroendocrine tumors have not been reported.

Neuroendocrine SCNC is a rare subtype of cervical can-
cer with an aggressive behavior (with lymph nodal tropism),
which accounts for only 1% of uterine cervical cancers [10,
11]. The present cervical tumor was constituted by an ade-
nocarcinomatous component and by a SCNC component.
In literature, only one other case of SCNC of the cervix as-
sociated with an endocervical adenocarcinoma has been de-
scribed in 2007 by Alphandery et al., but the patient did not
present a MTS [11]. Patients, with apparent Lynch syn-
drome, that had an adenocarcinoma and a neuroendocrine
tumor or an adenocarcinoma with neuroendocrine features,
have been reported in literature [12-15]. However, until
now, have not been reported in association with MTS.

Summarizing, the rare occurrence of the cervical SCNC
and the rarest occurrence of a neuroendocrine carcinoma in
the context of a MTS, deviate from the usual and low-grade
types of cancers normally described with MTS [1-2].

The authors think that this report is further evidence of
how more new malignancies can be found to be associated
with MTS and how it should be always be appropriate to
analyze any symptoms that might reveal an underlying ma-
lignancy, although not within the spectrum of neoplasms
most associated with this rare syndrome.
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