CASE REPORT (Olgu Sunumu)

JUVENILE GRANULOSA CELL TUMOR IN A WOMAN WITH MAFFUCCI
SYNDROME; THE ELDEST CASE IN LITERATURE

Behiye Pinar Cilesiz GOKSEDEF, Safak Yilmaz BARAN!, Ahmet TARLACI2, Mihriban GURBUZELZ2, Ahmet CETIN!

I Department of Gynecology and Obstetric, Haseki Teaching and Research Hospital, Istanbul
2 Department of Pathology , Haseki Teaching and Research Hospital, Istanbul

SUMMARY

Maffucci syndrome is a rare disorder associated with multiple enchondromatosis and soft tissue hemangiomas. An
association of enchondromatosis and juvenile granulosa cell tumor (JGCT) at a young age has been previously
reported. Four cases of Maffucci syndrome with JGCT were reported in the literature until 2009 and the eldest patients
with Maffucci syndrome and JGCT was 21 years old. We report eldest patient with Maffucci syndrome who developed
a JGCT in the literature.
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MAFUCCI SENDROMLU KADIN HASTADA JUVENIL GRANULOZA HUCRELI TUMOR:
LITERATURDEKI EN YASLI OLGU

OZET

Maffucci sendromu, multipl enkondromatozis ve yumusak doku hemanjiomlari ile iliskili nadir goriilen bir sendromdur.
Geng yastaki olgularda enkondromatozis ile juvenil granuloza hiicreli tiimor (JGHT) iliskisi daha énce bildirilmistir.
20009'a kadar olan lieratiirde; JGHT gelisen Maffucci sendromlu dért olgu bulunmaktadir ve en yash hasta 21
yasindadir. Biz bu ¢calismada Mafucci sendromu olup, JGHT gelisen en yash hastayi sunacagiz.

Anahtar kelimeler: enkondromatozis, granuloza hiicreli tumor, hemanjioma maffucci sendromu
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INTRODUCTION (intraosseous, usually benign cartilaginous tumors that

develop in the metaphyseal ends of tubular bones).

Granulosa cell tumors are uncommon sex cord-stromal
ovarian tumors up 3% of all ovarian malignancies.
Their prognosis is generally good, local extend, and
high survival rates seems, although late recurrences
are common(!), Granulosa cell tumors can be divided
into adult granulosa cell tumor and juvenile granulosa
cell tumor (JGCT). Ollier disease is a rare disorder

associated with the presence of multiple enchondromas

The condition in which multiple enchondromatosis is
associated with soft tissue hemangiomas is known as
Maffucci syndrome(2-3). Both Maffucci syndrome and
Ollier disease are nonfamilial congenital dysplasia of
cartilage and sometimes the differential diagnosis
between Maffucci syndrome and Ollier disease can be
difficult because haemangiomas may be deep
subcutaneous and asymptomatic. Some cases of Ollier
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disease were changed to Maffucci syndrome later with
the discovery of haemangioma. Maffucci syndrome
shows female tendency and no mental or psychiatric
abnormalities have been noted, about 200 cases have
been described in the literature to date. The disease
has a slow progression pattern throughout first two
decades. Progression of the lessions usually stops by
30 years of age(*5).

An association of enchondromatosis and JGCT at a young
age has been previously reported. Nine cases of Ollier
disease(6-13) and 4 cases of Maffucci syndrome(14-17)
with JGCT were reported in the literature until 2009 and
the eldest patients with Maffucci syndrome and JGCT
was 21 years old(15),

We present a 25 year-old women with JGCT who was
first qualified as Ollier disease at her 5 and 10 years
later, with the assosiation of hemangiomas, the diagnosis

was changed as the Maffucci syndrome.

CASE

A -25- year old women presented with prolonged
menstrual bleeding after two months amenorrhea period.
Her past medical history was complicated with
Maffucci's syndrome. Her disease was diagnosed as
Ollier's syndrome because of her enchondromatosis at
first decade of her life. Then she gradually developed
a red nodule in size of a soybean on the hypothenar of
her left hand, then she was observed to have similar
nodules on the left hand and foot which gradually
increased in size, which were defined as hemanjiomas
with angiographic evaluation, and the her diagnosis
was changed as Maffucci's syndrome (Figure 1). A
recent physical examination showed that tumefaction
and deformity were noted on the left hand. There were
multiple, various sized bluish, movable, non tender
nodules on the palm, dorsum, fingers of the left hand
and medial malleolus, heel of the left foot.

Her gynecologic history was unremarkable.
Gynecologic examination showed annular intact hymen
and vaginal examination was not performed.
Endometrial thickening was 19 mm, a 56x48 mm solid,
regular shaped mass which placed in left adnexial area
and mild ascites were seen in abdominal
ultrasonography. Magnetic resonance imaging (MRI)
study was indicated 47x56x72 mm solid mass with

contrast uptake placed left ovarian area (Figure 2). Her
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CA 125 level was 76 IU/ml, Inhibin-B level was >1000
pg/ml, estradiol level was 176 pg/ml.

Figure 1:

Figure 2:

Patients underwent to diagnostic laparoscopy and
frozen section from the ovarian tumor biopsy.
Laparoscopy revealed a 7x6 cm solid, soft, regular
shaped, mobile left ovarian mass and 150 ml ascites
and frozen section indicated granulosa cell tumor of
the ovary. Operative approach was converted to
left
salpingoophorectomy, pelvic lymphanedectomy and

laparotomy and cytologic sampling,

omentectomy were performed same time.

Final pathologic examination showed left ovary have
been placed by a soft, yellow-brown, lobulated solid
mass in 7 cm diameter with irregular follicle-like
structures. The round-to-oval tumor cells lining the
follicles like structures showed big, anaplastic nuclei
which lacked prominent nuclear grooves with
vacuolated (luteinized) cytoplasm (Figure 3).
Immunohistochemical stains showed positive
intracytoplasmic staining with inhibin (Figure 4),

callicrein and cytokeratin but negative staining with
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EMA. No tumor invasion was seen at ovarian capsule,
lenf nodes and omentum. The final diagnosis was stage
1 a juvenile granulosa cell tumor. Patient was warned
about risk of concomitant endometrial hyperplasia, but
she refused the endometrial sampling with defloration
of hymen. Then gestagen treatment was added of six
months (16-25 days of the cycle, Medroxyprogesteron
acetate 10 mg per day). Further adjuvant treatment

was not needed. No evidence of disease was detected

at her 12th month follow up.

Figure 4:

DISCUSSION

Curative therapy for ovarian granulosa cell tumor is
surgery. Unilateral salpingo-oophorectomy with
preservation of the contralateral ovary and the uterus
is now considered adequate surgical treatment for
young patients with granulosa ovarian tumor, even in
cases of advanced disease, because of the sensitivity
of the tumor to chemotherapy, and no systematic

ovarian biopsy need be performed where the
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contralateral ovary is macroscopically normal.
Patients with Maffucci syndrome are susceptible to
the development of malignant tumors, which may be
malignant transformation of the pre existing lesions
such as chondrosarcoma (more than 20 % of the patients
developed chondrosarcoma), vascular sarcoma or
fibrosarcoma. Some patients develop malignancies,
unrelated to bone or soft tissue, such as ovarian sex
cord stromal tumor, cerebral glioma, pancreatic
adenocarcinoma and nasopharyngeal carcinoma(10).
Also some data showed that JGCTs were also associated
with other mesodermal dysplastic conditions such as
microcephaly, micrognathia, facial asymmetry,
ambiguous genitalia and Potter's syndrome. It is
noteworthy that; in the 13 reported cases and our case
had that the ovarian tumors originated on the same
side as the pronounced skeletal abnormality. So it is
conceivable that JGCTs and mesodermal dysplasia
relationship is more than coincidental.

Hormone (Estrogen) secreting ovarian stromal tumors
may be resulted with endometrial hyperplasia. In our
case, increased endometrial thickening was determined
but endometrial biopsy could not be performed because
of her virginity. Gestagen treatment was admitted for
six months and follow-up the endometrium with
ultrasonography was performed. At her 4 months
follow-up, endometrial thickening was measured as 9
mm and she denied intermenstruel bleeding.
In conclusion, in the light of literature and our
experience, owing to a higher risk of granulosa cell
tumors in women with Maffucci syndrome, these girls
or women should be offered an annual gynecologic

check-up and warned for signs of hyperestrogenism.
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