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Hereditary leiomyomatosis and renal cell cancer syndrome
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30-year-old woman was referred to the
reproductive unit of the McGill Univer-
sity Health Centre for consultation about
fertility and uterine myomata. She complained of
swelling and pain in her abdomen that had lasted
for one year, and reported that bumpy, hyperpig-
mented lesions had started to appear on her skin
in her early 20s. The patient reported that the
lesions were more painful in the cold weather and
had been spreading. The patient’s aunt had a his-
tory of uterine leiomyosarcoma, cutaneous leio-
myomata and a renal cyst; the patient’s mother
had undergone a hysterectomy for uterine fibroids
and also had a history of cutaneous leiomyomata.
Multiple firm, tender and indurated erythema-
tous papules and nodules were found on the
patient’s chest, back, arms and legs during physical
examination (Figure 1). The uterus was 18 gesta-
tional weeks in size. Biopsy of the skin lesion indi-
cated cutaneous leiomyoma. Computed tomogra-
phy and magnetic resonance imaging showed
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Figure 1: Cutaneous leiomyomata on the arm (A) and back (B) of a 30-year-old
woman presenting with uterine myomata (C). Genetic testing showed a mutation
in the patient’s fumarate hydratase gene, consistent with autosomal dominant
hereditary leiomyomatosis and renal cell cancer syndrome.
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uterine myomata, a right renal cyst and left adrenal
adenoma. Genetic testing showed a substitution
mutation (thymine for cytosine) at position 139 of
the coding sequence (c.139 C > T) of the fumarate
hydratase (FH) gene, predicted to result in a trun-
cated protein (p.GIn47Stop). This mutation is con-
sistent with autosomal dominant hereditary leio-
myomatosis and renal cell cancer syndrome.!'? The
patient underwent myomectomy by laparotomy;
the largest myoma was 6 x 11 x 11 cm (Figure 1).
Histopathology showed atypical leiomyoma.

Hereditary leiomyomatosis and renal cell can-
cer syndrome is uncommon,!? and its prevalence
is unknown. Because genetic testing is required to
confirm a clinical suspicion of this condition, it is
likely underdiagnosed. In a series of 54 women
with FH mutation, 5 had leiomyosarcoma before
the age of 40 years and 4 had atypical leiomyoma,’
in contrast to a prevalence of 0.08%-0.13% for
leiomyosarcoma among women with myoma who
are less than 50 years of age.?

The underlying mutation appears to promote
malignant transformation of leiomyoma at a young
age. Thus, morcellation of myoma in women with
this syndrome is not recommended. Morcellation
of an undiagnosed malignant growth may lead to
spreading of the cancerous cells inside the abdom-
inal cavity. Thus, as in this patient’s case, removal
of the myoma by laparotomy is best. Follow-up
consists of surveillance with imaging and early
intervention as needed.

The presence of cutaneous leiomyomata
could be a marker for internal malignant disease
and should alert the physician to hereditary leio-
myomatosis and renal cell cancer.
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