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Abstract

Granular Cell Tumor (GCT) is a rare female genital tract tumor. Most of the tumors are benign, however malignant
variants have been reported in cases of multicentric or metastatic diseases. We present a case of an infiltrative
variety of benign granular cell tumor that was totally excised under general anesthesia. Wider local excision was
made following recurrence of the tumor after nine months. There was no evidence of the disease during four years

of follow up.
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Introduction

Granular Cell Tumor (GCT) is a rare neoplastic lesion of the skin
and soft tissue. Most of the immunohistochemical and ultrastructural
evidences support its neurogenic origin of Schwann cell derivation [1].
Vulvar involvement has been reported in 5-16% of these tumors [2].
Most GTCs are benign, however some have tendency to recur locally,
primary if the advancing edge of the tumor is infiltrative. Malignant
transformation is rare, and has been reported in 1-2% of these tumors
[3]. In this report a case of vulvar granular cell tumor with a local
recurrence after nine months is reported.

Case Report

A 48-year old female with a history of stress urinary incontinence
and painless nodule in the upper right labia was admitted to hospital
for Mini-Arc™ Sling procedure and excision of tumor. Examination
of the vulva revealed a 2 cm x 2 cm, firm nodular mass that was
previously misdiagnosed as fibroma. The patient reported that the
nodule had increased in size over several months. She underwent
local excision of the tumor during Mini-Arc procedure under general
anesthesia. Her postoperative course was uneventful. Histological
examination showed clusters of large cells with a granular eosinophilic
cytoplasm and small central nuclei, without atypia or mitoses (Figure
1). Imunohistochemical stains for PAS, NSE and S-100 protein were
positive and SMA and cytokeratin negative. A diagnosis of benign
granular cell tumor of the infiltrating variety was made. Surgical
margins were negative. Nine months after initial surgery, on a follow-
up exam, asymptomatic lump, 0.5 cm in size, was noted on a right
labia, close to excision site. Repeated local excision with wide margins
was carried out since there was no evidence for distant metastases and
frozen section showed granular cell tumor with no histologic features of
malignancy. There were no signs of recurrence of the tumor during four
years of follow up.

Discussion

GCT is a rare tumor, occuring in a wide variety of visceral and
cutaneous sites throughout the body [4]. The most common location
of GCT in the female genital tract is on the labia followed by perineal
area and vaginal introitus. These tumors are frequently diagnosed
as an incidental finding during check-up since they usually occur as
benign, asymptomatic, solitary, skin-colored nodule. About 1-2%
of these tumors are malignant with highly aggressive behavior.
Metastases can occur via lymphatic spread to regional lymph nodes
and hematogeneous spread to liver, lungs and bones [5]. Several

authors have proposed criteria that should enable early differentiation
of benign and malignant variants. Clinical features associated with
increased malignant potential are: rapid tumor growth, tumor size
exceeding 4 cm, local recurrence, and advanced age [6,7]. The literature
identifies six important histologic criteria that are associated with
malignancy of these tumors: necrosis, spindling tumor cells, vesicular
nuclei with prominent nucleoli, increased mitotic rate (two mitoses/
ten high- power fields at 200X magnification), increased N:C ratio,
and pleomorphism [8]. Finding of atypical mitoses is considered to
be the most important predictive factor for subsequent aggressive
clinical behavior of tumor. Immunohistochemical methods should be
used as a part of standard procedure of early detection of malignant
GCTs. In the study of Fanburg-Smith et al. malignant tumors had
Ki-67 immunopositivity in up to 30% and p53 overexpression were
seen in more than 10% of the cell population [9]. In a case of granular

Figure 1: Granular cell tumour. Cells with granular eosinophilic cytoplasm.
(H&E, x40).
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cell tumor of the vulva with local recurrence and distant metastases,
chromosomal imbalances were studied using Comparative Genomic
Hybridization (CGH). The only significant DNA copy number
changes were gains for 5q, 7q, 19 and 20. Chromosomal loses were
not detected [10]. Granular cell tumor is treated by local surgical
excision. In case of residual tumor in resection margins, wider local
excision is recommended. The overall recurrence for benign granular
cell tumors is low, however, recurrence is more likely if the advancing
edge of the tumor is infiltrative and ill-defined rather than nodular and
distinct [11]. The incidence of recurrence is somewhat greater in case
of inadequate excision which results from the fact that granular cell
tumors of the vulva are poorly encapsulated and tend to infiltrate the
adjacent tissue [12]. In case of malignant GCTs radical local surgery
with regional lymph node dissection is the adequate procedure. Since
these tumors are mesodermal in origin, vascular reduction is better
tolerated than surrounding tissue, thus poor response to radiotherapy
or chemotherapy can be expected. Given the malignant potential of
these tumors if any lesion reoccurs it is necessary to make examinations
to exclude distant metastases with prompt biopsy, followed by
histological and imunohistochemical reevaluation of the lesion [13].
In our case extensive staging procedure excluded distant metastases.
Histological evaluation showed that tumor was benign with infiltrative
growth pattern since advancing edge of the tumor was irregular and
tumor cells were extending into the dermis and soft tissue. To our
knowledge only rare cases were described where malignant GCT's
retained benign histologic appearance [14]. In accordance with these
findings only wider local excision was carried out without regional
lymph node dissection. During follow-up period there was no sign
of recurrence. However, long term follow-up is important, especially
in cases with local recurrence, since it may be the first indication of
aggressive behavior, benign histologic features notwithstanding.
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