
Introduction

Granular cells tumor (GCT) is a rare tumor develop on

skin and soft tissues cells. Its histogenesis is disputed, al-

though the presence of S-100 in the inmunohistochemical

analysis of the specimen [1,2], suggests that it may derive

from Schwann cells. 

The tumor typically appears as a solitary and asympto-

matic nodule, usually located in the skin of the trunk and

the mucosa of laryngopharynx, especially in the tongue [3].

Rarely it locates in the vulva, in which cases the labia ma-

jora is the most frequent situation [1].

Malignant behavior has been reported in 1-2% of these

tumors [1, 4], although local recurrences are described in up

to 25% of the cases [5]. Late diagnosis of malignant forms

is common, with primary and multicentric or metastatic le-

sions in organs such as lung, liver or bone [6,7].

The authors report three cases of vulvar GCTs, only one

of which presented atypias.

Case Report 

Case 1
A 73-year-old female presented with a solid and asymptomatic

mass in the pubis, observed during a routine gynecologic revi-

sion. Three months earlier a three-cm nodule was observed in the

same location by other specialist, suspicious of lipoma with no

pathologic diagnosis.

The lesion was adhered to the skin, but mobile in deep layers,

without lymphadenopathies or other vulvar lesions. A biopsy of

the mass confirmed the diagnosis of granular cells tumor, without

evidence of atypia at that moment. The patient underwent excision

of the tumor. The pathological report informed of the presence of

polygonal cells with eosinophilic cytoplasm, cells groups with nu-

clear atypia and rare focal mitosis, forming cords separated by

connective tissue tracts. Inmunohistochemical study presented dif-

fuse expression of S-100. 

Follow-up revisions were performed every six months with vul-

var and vaginal cytologies. Twenty-one months after surgery, the

patient presented a three-cm sized nodule, showing firm consis-

tency and skin retraction in the same location as primary tumor.

Again, the patient underwent total excision of the mass with free

margins. No adjuvant treatment was administered. After 60

months of follow-up, the patient remains asymptomatic and with

no evidence of tumor.

Case 2
A 60-year-old woman consulted for a two year painless vulvar

mass, with occasional pruritus. The exploration showed a 0.5 cm

tumor in the right labia majora. The lesion was extirpated and

pathological exam did not show malignancy signs, but revealed

tumor infiltrated surgical margins. A second surgery was per-

formed in which surgical margins were extended. After one year

of follow-up the patient remains asymptomatic.

Case 3
A 58-year-old woman presented an asymptomatic small vulvar

mass. The three-mm nodule was located in right labia majora. Sur-

gery was declined at first visit because of the lack of signs of ma-

lignancy. One year later the patient presented with a painful

five-mm tumor at the same location. The nodule was extirpated

with local anesthesia and the pathological report informed of a

granular cells tumor with surgical margins affected. A second sur-

gery was performed to leave free surgical margins. Patient re-

mains asymptomatic after only one month follow-up.

Discussion 

The diagnosis of gynecologic GCT is difficult due to the

fact that they frequently appear as an asymptomatic mass

and rarely locate in the vulva. However, occasionally these

tumors present symptoms like pruritus or pain [1]. Detailed
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clinical history and physical examination while biopsying

all the suspicious lesions found, are essential for the cor-

rect diagnosis [1].

Moreover the histological diagnosis of malignant behav-

ior is not clear, although an increased mitotic activity, pres-

ence of tumor necrosis, Ki67 > 10%, and positive p53

might predict malignancy [4]. The most predictive criteria

of malignant behavior could be the presence of atypical mi-

toses [8].

Clinically, aggressive behavior may be suspected when

the patient presents tumor size greater than four cm, local

recurrence, rapid tumor growth or invasion of adjacent tis-

sues [8].

Pathological diagnosis of these tumors is difficult due to

its rarity. Thus, experienced pathologists are needed [3].

Microscopically the tumor is characterized for the presence

of eosinophilic cells, with ovoid or polygonal morphology

and positive S-100 protein [9].

Among all GCTs, just 1-2% present malignant behavior,

therefore an appropriate follow-up is mandatory. There are

reported two benign cases with an unusual clinical course

[1] and a case of a young woman that developed an inva-

sive GCT in the vulva after a previous benign GCT [10].

Lymphatic dissemination of the tumor is commonly ob-

served in case of malignancy. Some authors have re-

ported up to 70% of regional node positivity in these

cases [6, 8]. Therefore correct staging of the disease is

needed by sonography (lymphatic and hepatic metas-

tases), chest X-ray (pulmonary and osteoblastic metas-

tases), and thorax-abdomino-pelvic CT-scan (hepatic,

pulmonary, and osteoblastic metastases). However, it is

unclear what kind of patients would benefit from each

technique [6]. 

On the other hand, treatment should include wide ex-

cision, with free margins, in every case [1, 6, 8]. In case

of malignancy, a bilateral inguinal lymphadenectomy

must also be performed [6, 8]. The role of radiation ther-

apy or chemotherapy is not clear, although GCTs are con-

sidered radio-resistant. Results after chemotherapy are

poor [8]. In the present first case, the authors performed

a total excision of the tumor without lymphadenectomy,

since just diffused pattern of cells with atypical nuclear

and focal mitosis were found. Moreover, they did not find

any evidence of inguinal involvement or other vulvar le-

sions. However, they found a local recurrence, widely ex-

cised again, which seemed a controversial option but

valid according to the literature. In the second and third

cases, because of the absence of malignant histological

signs, only excision of the lesion with free margins was

performed.

The follow-up of these patients should be based on sev-

eral risk factors as those defined by Fanburg-Smith et al.
[4]. Furthermore, the possibility of aggressive behavior,

particularly in recurrent or multifocal GCTs should be con-

sidered [1, 10]. The three patients treated by the authors

present no evidence of disease after surgery, although fol-

low-up revisions are underway.

In conclusion, there is a need of protocols for the diag-

nosis, treatment, and follow-up of GCTs. Although there is

a lack of evidence, publications suggest that in the cases of

malignant histotype, a wide excision of the lesion with in-

guinal lymphadenectomy must be performed. Adjuvant

treatments have not shown any benefit. 
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