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Introduction

Multiple Endocrine Neoplasia Type 1 (MEN1) is a rare au-
tosomal dominant disease characterized by the occurrence
of multiple tumors, particularly in the parathyroid glands, the
pancreatic islets, the pituitary gland and the adrenal glands,
as well as by neuroendocrine carcinoid tumors. This syndrome
is caused by a germline mutation in the multiple endocrine
neoplasia type 1 gene encoding the tumor-suppressor protein
menin [1]. It is diagnosed in an individual who has either two
MEN1-associated tumors or one MEN1-related tumor with a
first-degree relative with MEN1 or known MEN1 mutation [2].
MEN1 generally presents with Primary Hyperparathyroidism
(PHPT). However, initial presentation may vary and continued
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Abstract

Primary hyperparathyroidism is a frequent endocrino-
logical disorder. Rarely, it is associated with hereditary syn-
dromes, such as multiple endocrine neoplasia type 1. In this
context, we present the case of a woman with a giant cell
epulis that was found to be the initial clinical manifestation
of primary hyperparathyroidism. A 31-year-old woman re-
ported with a complaint of swelling and occasional pain in
the upper-left posterior maxillary region. The diagnosis of
a giant cell lesion with primary hyperparathyroidism was
confirmed on the basis of radiological, biochemical, and his-
topathological investigative procedures. The family history
of our patient led us to run a genetic study. It confirmed a
MEN1 syndrome.

reevaluation of etiology of symptoms is required for appropri-
ate diagnosis. We present the case of a woman with a maxillary
swelling that was found to be the first clinical manifestation of
primary hyperparathyroidism associated with MEN1.

Case presentation

A 31-year-old woman was admitted to our department of
Endocrinology in March 2012 for left maxillary swelling. Her two
siblings (a brother and a sister) were diagnosed with MEN1. She
was single and had no particular personal medical history. For
the past three months, she had noticed a painless swelling af-
fecting the upper left gums, in the premolar and molar region.
In addition, she described a visual blur, headaches and amenor-
rhea for the last year.
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Magnetic Resonance Imaging (MRI), both facial and cerebral,
revealed a left maxillary expansive process of 4.5 cm, infiltrating
teeth 22, 23 and 24, extended to the hard palate (Figure 1a) and
a well-defined heterogeneous intra and suprasellar expansive
process in T1 and T2 isosignal enhancing heterogeneously after
gadolinium injection measuring 34 * 25 * 21 mm from the ma-
jor axis with partial necrotic and hemorrhagic transformation of
a pituitary adenoma (Figure 1b). This process fills the optochi-
asmatic cistern, pushes up the chiasma and comes into contact
with the anterior cerebral arteries. This mass was consistent
with a pituitary macroadenoma with partial apoplexy.

Intraoral examination revealed the presence of a single,
ovoid, lobulated swelling in the upper-left posterior region ex-
tending anteriorly up to the first premolar, posteriorly involv-
ing the maxillary tuberosity. Borders of the swelling were well
defined, and the swelling distended the cheek outward but did
not involve it (Figure 2a). The biopsy of the maxillary tumor re-
sulted in a giant-cell epulis.

The diagnosis of a macroprolactinoma was confirmed with
an initial prolactinemia at 1544 ng/ml (NR: 1.3-25 ug/mL) and
after eliminating a mixed secretion including GH (the glucose
braking test was normal: Nadir GH = 0.02 ng /ml), IGF1 = non
performed).

This macroprolactinoma was complicated by hypopituita-
rism. The patient was put on 20 mg/day of hydrocortisone and
levothyroxine 100 pg/day.

The assessment of phosphocalcic status showed hypercal-
cemia at 2.77 mmol/L, hypophosphoremia at 0.7 mmol/L and
hypercalciuria at 10 mmol/24h. The hormonal workup showed
a high parathyroid hormone level of 395 pg/mL (N: 15-56 pg/
mL). Ultrasound and Methoxisobutylindonitrile (MIBI) scintig-
raphy (Figure 1c) showed three parathyroid adenomas (2 lower
right and one lower left). The diagnosis of PHPT was made. It
was complicated by osteoporosis (Zscore= -2.7 AB), the giant
cell epulis and two renal lithiasis.

The diagnosis of Multiple Endocrine Neoplasia (NEM1) with
PHPT and macroprolactinoma was confirmed by a genetic study.

The patient underwent subtotal parathyroidectomy in June
2012. The pathological study concluded to hyperplasia of the
parathyroid glands. The surgery was complicated on day 4 by
hypocalcemia related to Hungry Bone Syndrome (Ca = 1.96
mmol/l, PTH = 106 pg/ml) requiring a calcium and vitamin D
treatment. The clinical course was marked by the total regres-
sion of the maxillary tumor after parathyroidectomy (Figure 2b).

Figure 1: (a) MRI of the facial fundus in axial section: left maxillary expansive process; (b) Cerebral MRl in coronal section: pituitary mac-
roadenoma; (c) Methoxyisobutylisonitrile scintigraphy: parathyroid adenomas.

Figure 2: (A) View of the face exhibits asymmetry in the cheek region; (B) View of the face after parathyroidectomy showing total regres-
sion.
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Discussion

PHPT in MEN1 is the most common endocrinopathy. It repre-
sents 2-4% of all forms of PHPT. It is among the first endocrine
manifestation in MEN1 patients. All individuals are affected by
the age of 50 [3]. In fact, the occurrence of hyperparathyroid-
ism at a young age, supported by family history, and the asso-
ciation with other typical endocrinopathies of MEN1 syndrome
[4], as in our patient's case, carries a high suspicion of MEN1
syndrome.

In the present case, an oral lesion was the first manifestation
of PHPT. The diagnosis was delayed although there was initially
obvious indication of this endocrine disorder. An oral giant cell
lesion, the so-called epulis, is one of the features of hyperpara-
thyroidism [5,6].

The epulis is a benign, circumscribed, gingival pseudotumor
located at the marginal gingiva of a tooth or two contiguous
teeth [7]. It often follows chronic local irritation or hormonal
disturbances. It usually occurs in newborns [8] and women dur-
ing periods of genital activity. Histological examination confirms
the diagnosis. This pseudotumor has no degenerative potential.
It is exceptionally indicative of PHPT [9,10]. It is often secondary
to tumor extension from a central gigantocellular granuloma.

This lesion is caused by increased circulating levels of para-
thyroid hormone, resulting in increased osteoclastic bone re-
sorption, primarily in cortical bone [11].

Its maxillary localization during this endocrinopathy could
be explained by the accelerated bone remodeling of the maxil-
lary bones incessantly stimulated by the masticatory forces. In
extreme cases, the radiological density of the dental dentin is
increased and the tooth roots can be resorbed. The histological
findings in bony lesions of hyperparathyroidism are not pathog-
nomonic, requiring differentiation from central or peripheral gi-
ant cell granulomas, fibrous dysplasia, and cherubism [12]. The
histological presentation of central giant cell granuloma is iden-
tical to brown tumor of hyperparathyroidism. These usually re-
gress after surgical excision of the parathyroid lesions involved.
Our case emphasizes the fact that it is mandatory to test for hy-
perparathyroidism in all histologically proven giant cell lesions
of the jaw [13]. Regarding the management of PHPT, surgery is
the recommended treatment as it improves bone mineral den-
sity, reduces the risk of fractures and kidney stones.

Conclusion

Primary hyperparathyroidism is a frequent endocrinologi-
cal disorder. Rarely, it is associated with hereditary syndromes,
such as multiple endocrine neoplasia type 1. In this case, we
emphasize on the importance to test for hyperparathyroidism
in giant cell epulis that was found to be the initial clinical mani-
festation of primary hyperparathyroidism.
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