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Abstract

Neuroendocrine tumors are a rare and aggressive histological variant of the
cervix, and they have several differences compared to other types of cervical
cancer, in prognosis, diagnosis and treatment. In this paper we report the case
of a 39-year-old patient that was taken care of in the medical oncology de-
partment at the Hassan II University Hospital Center, for an advanced neu-
roendocrine carcinoma of the cervix with a Sister Mary Joseph’s nodule. The
aim of this work is to highlight this rare location of neuroendocrine tumors
and their very aggressive character; by describing the different clinical, radio-
logical and anatomopathological aspects of the primary tumor as well as um-
bilical metastasis.
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1. Introduction

Neuroendocrine tumors of the cervix represent a very rare histological type,
which does not exceed 2% of all cervical tumors [1]. In literature the median age
at diagnosis was 40 years old; there was also a higher proportion of Asian wom-
en with NECC (neuroendocrine carcinoma of the cervix), when compared to
women with squamous cell carcinoma of the cervix [2]. The diagnosis is mainly

based on histological and immunohistochemical data. They are distinguished
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from squamous cell carcinomas by their higher recurrence rate and their delayed
diagnosis. Because NECC is uncommon, the etiology and predisposing risk fac-
tors are poorly understood, also the few cases revealed in the literature are not
sufficient to define recommendations and therapeutic strategies. Treatment of
NEC is usually more intensive than that for most other types of cervical cancer,
and therapy often utilizes multiple different modalities such as surgery, chemo-
therapy and radiation. The prognosis depends on the stage but it is generally
unfavorable when compared with the other subtypes.

Sister Marie-Joséphe’s nodule is also an umbilical metastasis from an in-
tra-abdominal tumor in most cases. It is a rare clinical sign with an incidence of
1% to 3% of all abdominopelvic neoplasms, and also has a poor prognosis.

In this article we do not only describe a rare primary tumor of the cervix, but
also an exceptional secondary location: Sister Mary Joseph’s nodule is a rare
umbilical metastasis especially of the genitourinary and intestinal tract, and its

discovery predicts a very advanced stage of the disease.

2. Case Report

We report the case of a 39 years old patient, G2P2, without any medical history,
followed at the Hassan II University Hospital of Fez for an advanced cervical
tumor, the patient had oliguria with renal colic for 4 months, she consulted in
urology and a renal ultrasound was performed, which revealed a bilateral hy-
dronephrosis upstream of a poorly limited pelvic tissue process, the assessment
was completed by a pelvic CT, with discovery of a vegetative mass of the bladder
floor invading the right ureter with significant uretero-hydnephrosis. A bladder
tumor was initially suspected; the patient underwent a bilateral nephrostomy
associated with an endoscopic resection of the bladder mass with a cervical bi-
opsy; the anatomopathological examination was in favor of a small cell carcino-
ma; immunohistochemistry confirmed the diagnosis of a neuroendocrine carci-
noma grade 3 with: high expression of synaptophysin and neuron-specific eno-
lase (NSE) and weak expression of CD99, the chromogranin A and CD 56 were
negative, Ki 67 = 95%. HPV infection was not detected in this patient; she was
referred in medical oncology to complete therapeutic care.

On the clinical examination: the patient had an ECOG performance status of
3, the abdomen was very distended with collateral venous circulation, an umbil-
ical nodule of 2 cm, a pelvic tenderness to palpation, and a very painful vaginal
touch with pelvic shielding (Figure 1).

Thoraco abdominopelvic CT scan objectified a bulky tissue mass extending
from the cervix, invading the neighboring structures and measuring approx-
imately 15 x 14 x 13 cm in diameter, this process invades the isthmus and the
uterine body, the vagina, the bilateral parameters and comes into contact with
colon and rectum without separation border; it also invades the bladder which is
the seat of a tumor mass, in contact with the anterior abdominal wall. There was

a presence of multiple iliac, bilateral lumbar-aortic, and bilateral coeliomenteric
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metastatic lymph nodes, Medium abundance ascites with peritoneal carcinosis
masses of pelvic and metastatic umbilical nodes (Figure 2(a); Figure 2(b)).

The diagnosis of an advanced neuroendocrine carcinoma of the cervix was
retained on radiological and anatomopathological criteria.

Unfortunately the patient died a few days after diagnosis, before starting any

treatment.

Figure 1. Metastatic cutaneous nodule at umbilicus.

Figure 2. (a) Abdominal CT scan demonstrating metastatic umbilical nodule (Mary Jo-
seph Sister nodule); (b) Pelvic CT scan revealing a bulky tissue mass extending from the
cervix, invading in contact with rectum without separation border; and invades the blad-
der.
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3. Discussion

Besides being rare, neuroendocrine tumors are very aggressive malignant tumors
with a poor prognosis compared to the usual histological types of the uterine
cervix [2]. According to a systematic review of the literature published in 2018
by Clemens B. Tempfer, including 112 studies: The pooled proportion of Neu-
roendocrine carcinoma of the cervix among women with cervical cancer was
1.41% [3].

Neuroendocrine tumors originate from the embryonic neuroectoderm and
exhibit an immunohistochemical profile which is consistent with endocrine
glandular cells [3]. They may not secrete peptide hormones. They are usually lo-
cated in the gastrointestinal tract, the pancreas and the lungs.

The histological grading of neuroendocrine tumors of the cervix is the same in
the other locations which are classified into well-differentiated NEC and poorly
differentiated NEC [4]. Well differentiated NECs include neuroendocrine tu-
mors G1 (typical carcinoid) and NEC G2 (atypical carcinoid), and G3. Poorly
differentiated neuroendocrine carcinomas include small cell NEC and large cell
NEC [3] [5].

Although HPV is known to be a risk factor in the development of cervical car-
cinoma; in a recent meta-analysis which was published by Castel et al [6], the
HPYV infection data were analyzed in 403 NECC cases of small cells; 85% of the
cases were positive for HPV, HPV18 and HPV16 were the predominant HPV
subtypes; hence the indication for prophylactic vaccination, however in our case,
patient had a negative HPV profile.

Like all neuroendocrine tumors of the cervix, clinical symptoms depend on
the extent of the disease; a paraneoplastic syndrome is very rare.

The immunohistochemical markers which are necessary for the diagnosis of
all neuroendocrine tumors are: synaptophysin, chromogranin, CD56, and NSE;
positive staining of at least two neuroendocrine markers is recommended to es-
tablish a diagnosis. In our case, the diagnosis was based on positivity of synap-
tophysin and NSE. Since cervical NECs are unusual, there are no randomized
clinical trials to determine the optimal therapy for localized stages; The most
common treatment modalities in the different series was radical surgery asso-
ciated with neoadjuvant or adjuvant chemotherapy. Other regimens based on
radiotherapy, or chemotherapy with cisplatin or radiotherapy followed by che-
motherapy were also commonly used in several series. There was no retrospec-
tive or prospective comparison between the different treatment regimens. For
relapses, chemotherapy has been used in most studies, followed by radiotherapy
and surgery in a few series [3]. For patients with metastatic disease, systemic
chemotherapy is recommended [7] [8]. Based on the chemotherapy regimens
used in other localization of NE carcinoma, the cisplatin etoposide association is
the adopted schema in advanced and metastatic forms [9] the other chemothe-
rapy regimens that have been reported in the literature are cisplatin/irinotecan

[10], carboplatin/paclitaxel [11], and cisplatin/vincristine/bleomycin [12].
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The NECC are very aggressive and similar to small cell lung cancer, at the
time of initial diagnosis, they are often locally advanced or metastasized. As in
our case where patient presented at an advanced stage, with an umbilical metas-
tasis; known as the “The sister mary joseph’s nodule”; this lesion was first de-
scribed in 1864 by the name of Sister Mary Joseph Dempsey (1856-1939), sur-
gical assistant to Dr. William James Mayo, who first noticed the association be-
tween the malignant pelvic abdominals and metastatic umbilical nodules [13]
[14]. It is a rare secondary lesion which does not exceed 3% of the gastrointes-
tinal and genitourinary primitives, Some other rare locations are also described
as the lung, lymphoma, breast, kidney, and in 30% of the cases the primitive can
be unknown [15], the presence of this nodule is predictive of a poor prognosis.

The sister mary joseph’s nodule presents clinically as a form of a non-sensitive
palpable umbilical nodule of a color varying from purplish to reddish brown.
We can sometimes observe ulcers or skin cracks with even a serious and puru-
lent exudate. The diameter of the lesion rarely exceeds 5 centimeters [16].

Imaging can help clinical examination to characterize better the umbilical
nodule; it sometimes allows the discovery of umbilical metastasis. The prognosis
for patients with Sister Mary Joseph’s nodule remains poor because it is a sign of
advanced malignancy. Management must take into account the primitive tumor
and which is often palliative.

Our patient was unfortunately diagnosed at a very advanced stage, thus she
was unable to benefit from systemic chemotherapy. In the literature, no case of
such a rare association has been described; the association of an advanced neu-
roendocrine tumor of the cervix with umbilical metastasis in a young patient in
our case highlighted well the very aggressive character and the poor prognosis of
this pathology.

4. Conclusion

Neuroendocrine tumors of the cervix are certainly rare tumors, but given their
aggressiveness and poor prognosis, an adequate therapeutic strategy must be
proposed especially in the early stages and perhaps patients should be included
in therapeutic trials; the presence of the nodule of The Sister Mary Joseph’s no-
dule does not change anything in the care of the patient but remains a good pre-

dictive of the evolution of the disease.
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