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a very rare location
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ABSTRACT | Granular cell tumor (GCT) is a rare lesion of neural origin and uncertain nature. It can be a true neoplasm, a degenerati-

DESCRITORES |

RESUMO |

ve metabolic process or a trauma-induced proliferation. Generally, it appears as a singular benign lesion, however, there
are rare cases that are malignant or multicentric forms. The most frequent orofacial localization is the tongue. The aim
of this report was to describe a case of GCT occurring in the soft palate. This patient presented a discrete and asympto-
matic nodule for approximately eight months. Definitive diagnosis of granular cell tumor was established by histological
and immunohistochemical analyses. The case here presented illustrates the occurrence of granular cell tumor in an
unusual region and emphasizes the importance of including this entity in differential diagnosis of soft tissue tumors in
other locations besides the tongue.

Granular Cell Tumor; Differential Diagnosis.

Tumor de células granulares no palato mole: uma localizacao incomum ¢ Tumor de células granulares (TCG) é uma lesdo rara
de origem neural e de natureza incerta. Pode ser um verdadeiro neoplasma, um processo degenerativo metaboélico ou uma proliferagdo
induzida por trauma. Geralmente, aparece como uma lesao benigna singular, no entanto, ha casos raros que sido formas multicéntricas
malignas. A localizac¢@o orofacial mais frequente é a lingua. O objetivo desse relato foi descrever um caso de TCG afetando o palato mole.
Este paciente apresentou um nodulo discreto e assintoméatico durante aproximadamente oito meses. O diagnoéstico definitivo do tumor
de células granulares foi estabelecido por analise histolégica e imunohistoquimica. O caso aqui apresentado ilustra a ocorréncia do
tumor de células granulares em uma regido nio usual e enfatiza a importincia de incluir essa entidade no diagnéstico diferencial de
tumores de partes moles em outros locais além da lingua.

DESCRIPTORS | Tumor de Células Granulares; Diagnéstico Diferencial.

52

CORRESPONDING AUTHOR: | - Willian Pecin Jacomacci Universidade Estadual de Maringd  Av. Mandacari
1550 Maringa-PR, Brazil « CEP 87083-240 e-mail: willianpjacomacci@gmail.com

* Received Mar 16,2015 « Accepted May 18, 2015
* DOI http://dx.doi.org/10.11606/issn.2357-8041.clrd.2015.96108

Clin Lab Res Den 2015;21(1):52-57



Roncada JE ¢ Jacomacci WP ¢ Veltrini VC ¢ Silva VMIC * Souza SCOM

INTRODUCTION

Granular cell tumor (GCT), also known as
granular cell myoblastoma (GCM), due to its pos-
sible proposed origin from skeletal muscle, or
as Abrikossoff’s tumor, was first described by
Abrikossoff in 1926 and has been variably consid-
ered a true neoplasm, a degenerative metabolic
process or a trauma-induced proliferation.!

The neural origin, particularly of the Schwann
cell type, is favored because of immunohisto-
chemistry.? Clinically, the lesion presents as a
single, sessile, asymptomatic, well-delimited
nodular mass sometimes with a superficially

ulcerated nodule rarely greater than 3cm.3
The most frequent orofacial localization is the
tongue.+ Since TCG is not usually located in the
soft palate, with only 3 cases reported, a rare
case of granular cell tumor affecting the soft pal-
ate will be described.

CASE REPORT

A 58-year-old male patient came to the dental
clinic of the State University of Maring4, PR, Brazil,
complaining of a painless, non-ulcerated and
slightly erythematous nodule, growing for eight

months in the soft palate (Figure 1).

Figure 1 | Clinical and radiographic aspect.

An excisional biopsy was performed for histo-
pathological examination of the lesion. The mu-
cosa was lined by a hyperkeratinized stratified
squamous epithelium, sometimes associated with

Figure 2 I Histopathological examination revealing the
mucosa lined by a hyperkeratinized stratified squamous
epithelium. (hematoxylin-eosin; 10X magnification).

hypergranulosis thus exhibiting sporadic dys-
keratotic foci and mitotic figures, as well as crests
of rhomboid pattern in pseudoepitheliomatous
(Figure 2).
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Subjacently, there was an extensive area with nests
of polygonal cells with granular eosinophilic cyto-
plasm and small nuclei (Figure 3). Histopathological
analysis pointed to the possibility of granular cell
tumor and consequently, an immunohistochemical
study was performed for the purpose of confirmatory

testing, showing positive staining for S-100 protein
and also reinforcing the neural origin (Figure 4).

The patient had been under strict post-operative
follow-up during three years, with no clinical evi-

dence of recurrence and malignant transformation
(Figure 5).

Figure 3 | Nests of granular eosinophilic cells resembling nerve fibers in transverse section (hematoxylin-eosin; 40X magnification).

Figure 4 | Immunoreactivity for S-100 protein.
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Figure 5 | 3th year post-operative follow-up.

DISCUSSION

A wide variety of types of cells have been pro-
posed as the cells of origin of granular cells, includ-
ing histiocytes, fibroblasts, myofibroblasts, neural
sheath cells, neuroendocrine cells, and undiffer-
entiated mesenchymal cells. Abrikossoff described
the lesion as composed of lenticular tissues and
myoblasts, some of them presenting longitudinal
and transverse striations, others containing dark
granules.'

The most well substantiated hypothesis at the
present moment is the one that states lesions are
originated as a consequence of altered cellular
metabolism of the Schwann cells or of its precur-
sors.> The persistent presence of S-100 protein
(known as an important marker for peripheral
nerve sheath tumors) together with the close
anatomic relationship with peripheral nerve fi-
bers (in ultrastructural demonstrations of myelin
figures and axon-like structures) support this
theory.?2 In this study, the immunohistochemi-
cal analysis showed positive staining for S-100

protein, which is considered sufficient for diag-
nostic purpose.

Granular cell tumors (GCTs) can develop at any
age.® However, tumors occur most frequently in the
fourth to sixth decades of life.> Although studies
suggested a female predilection,”® gender prefer-
ence is not unanimously accepted.® Different parts
of the body can be affected by tumors, nevertheless,
about 50% of cases are found in the head and neck
area, especially in the tongue, accounting approxi-
mately 30% of the number of lesions.”® Granular cell
tumors (GCTs) are rarely located in the submucosa
of the palate, with only 3 cases3 affecting the soft
palate. Because of that, GCT is not usually included
in differential diagnosis for lesions in this location.

Microscopically, GCT presents polyhedral or
round cells with small rounded nuclei eccentri-
cally placed and a large granular eosinophilic
cytoplasm with indistinct cell borders. Granular
cells are usually arranged in cords or clusters,
and the overlying epithelium may exhibit varying
degrees of pseudoepitheliomatous hyperplasia,4
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as observed in this case report. This feature can
mimic infiltrative pattern and lead to a misdiag-
nosis of squamous cell carcinoma, especially in a
superficial analysis.'s

Differential diagnosis with other benign con-
nective and neural tumors, such as fibromas, lipo-
mas, neuromas, neurofibromas or schwannomas,
also including their malignant variants, or even
with epidermoid carcinoma, must be performed
especially because of their different biological be-
havior.*® Other benign tumors can present granular
cells, such as congenital epulis, nonneural granu-
lar cell tumor and granular cell leiomyoma. In this
immunohistochemical study, granular cell leio-
myoma confirms the smooth muscle origin of the
cells, since they are positive for Smooth muscle ac-
tin (SMA) and desmin, while negative for S-100.”
Nonneural granular cell tumor differs clinically
from GCT due to its expansive growth and cellu-
lar atypia. Immunohistochemically, Lerman and
Freedman® described diffuse and strong stain-
ing for CD-63 and vimentin, focal positive stain-
ing for CD-68 and SMA, and negative staining for
S-100. Congenital epulis is histologically similar to
GCT, but is not reactive to S-100, SMA, CD-68 and
desmin."”

Granular cell tumor (GCT) presents a be-
nign behavior.2° However, about 2% of cases can
present a malignant course.?! Fanburg-Smith et
al.?> have proposed histologic criteria to clas-
sify granular cell tumors, predicting their bio-
logic behavior and malignant potential. These
criteria include necrosis, spindling, vesicular
nuclei with large nucleoli, increased mitotic ac-
tivity (more than two mitoses per 10 high-power
fields [200X magnification]), high nuclear-cyto-
plasmic ratio, and pleomorphism. When three or
more of these criteria are found, GCT is classi-
fied as malignant, whether one or two are found,
GCT is considered atypical, and when none of
these characteristics are found, except for focal
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pleomorphism, it is considered benign, as in this
case.

The treatment of choice is conservative surgi-
cal excision?3. No early recurrence is noted for to-
tal surgical excision curative, in an accurate histo-
pathologic evaluation.* However, this is not always
possible, because the tumor lacks a capsule.?
Therefore, it is suggested that the tumor should be
excised along with portions of adjacent tissue. This
way, a low rate of recurrence has been reported.2
In the present case, the complete surgical excision
was performed and no signs of recurrence or ma-
lignant transformation were observed in his 3th
year post-operative follow-up.

FINAL CONSIDERATIONS

This study demonstrates that the association
between clinical and histological aspects to the im-
munoprofile is important to establish the correct
diagnosis of GCT, especially when the lesion occurs
in an unusual site. Furthermore, the immunohisto-
chemical analysis expand the knowledge on the le-
sion etiopathogeny.

REFERENCES

1. Abrikossoff AL, Uber Myome, ausgehend von der quergest-
reiften willkiirlichen Muskulatur. Virchows Arch A Pathol
Anat Histopathol. 1926;260(1):215-33.

2. Fisher ER, Wechsler H. Granular cell myoblastoma-a mis-
nomer: electron microscopic and histochemical evidence
concerning its Schwann cell derivation and nature (granular
cell schwannoma). Cancer. 1962 Sep-Oct;15(5):936-54. doi:
10.1002/1097-0142(196209/10).

3. Billeret-Lebranchu V. Granular cell tumor: epidemiology of
263 cases. Arch Anat Cytol Pathol. 1999;47(1):26-30.

4. Gardner ES, Goldberg LH. Granular cell tumor treated with
Mohs micrographic surgery: report of a case and review of
the literature. Dermatol Surg. 2001 Aug;27(8):772-4. doi:
10.1046/j.1524-4725.2001.01024.X.

5. Nishida M, Inoue M, Yanai A, Matsumoto T. Malignant

granular cell tumor of the masseter muscle: case report. J



10.

11.

12.

13.

14.

15.

16.

17.

Roncada JE ¢ Jacomacci WP ¢ Veltrini VC ¢ Silva MIC ¢ Souza SCOM -

Oral Maxillofac Surg. 2000 Mar;58(3):345-8. doi: 10.1016/
S0278-2391(00)90070-3.

. Boncoeur-Martel MP, Loevner LA, Yousem DM, Elder DE.

Granular cell myoblastoma of the cervical esophagus: MR
findings. AJNR Am J Neuroradiol. 1996 Oct;17(9):1794-7.
Peterson LJ. Granular-cell tumor: review of the literature

and report of a case. Oral Surg Oral Med Oral Pathol. 1974
May;37(5):728-35.

. Miller AS, Leifer C, Chen SY, Harwick RD. Oral granular-cell

tumors. Report of twenty-five cases with electron micros-

copy. Oral Surg Oral Med Oral Pathol. 1977 Aug;44(2):227-37.

. Collins BM, Jones AC. Multiple granuloma cell tumors of oral

cavity: report of a case and review of the literature. J Oral
Maxillofac Surg. 1995 Jun;53(6):707-11. doi: 10.1016/0278-
2391(95)90178-7.

Desai DP, Maddalozzo J, Holinger LD. Granular cell tu-
mor of the trachea. Otolaryngol Head Neck Surg. 1999
Apr;120(4):595-8. doi: 10.1053/hn.1999.v120.a84488.
Choukas NC, Seklecki EW, Toto PD, Short MH. Granular cell
myoblastoma of the soft palate. Report of a case. Int J Oral
Surg. 1978 Apr;7(2):123-5.

Lamey PJ, Rennie JS, James J. Multiple granular cell tumors
of the palate. Int J Oral Maxillofac Surg. 1987 Apr;16(2):236-8.
Bernat Gili A, Ayerbe TV, Baena AA, Rivares EJ, Oncins TR.
Abrikosoff’s tumor of the soft palate: a case report. An Otor-
rinolaringol Ibero Am. 1999;26(1):47-53.

Caldeira PC, Ribeiro DC, de Almeida OP, Mesquita RA, do
Carmo MA. Tumor of the hard palate. Oral Surg Oral Med
Oral Pathol Oral Radiol. 2012 Jun;113(6):722-7. doi: 10.1016/j.
0000.2011.09.017.

Neville B, Damm DD, Allen CM, Bouquot JE. Oral and maxil-
lofacial pathology. Soft tissue tumors. 2" ed. Philadelphia:
W B Saunders; 2002. p. 465-6.

Eguia A, Uribarri A, Escoda CG, Crovetto MA, Conde RM,
Aguirre JM. Granular cell tumor: report of 8 intraoral cases.
Med Oral Patol Oral Cir Bucal. 2006 Aug;11(5):E425-8.
Bhattacharyya I, Summerlin DJ, Cohen DM, Ellis GL, Bavitz

JB, Gillham LL. Granular cell leiomyoma of the oral cavity.

18.

19.

20.

21.

22,

23.

24.

25.

26.

Oral Surg Oral Med Oral Pathol Oral Radiol Endod. 2006
Sep;102(3):353-9. doi: 10.1016/j.tripleo.2005.08.005.
Lerman M, Freedman PD. Nonneural granular cell tumor
of the oral cavity: a case report and review of the literature.
Oral Surg Oral Med Oral Pathol Oral Radiol Endod. 2007
Mar;103(3):382-4. doi: 10.1016/j.triple0.2006.06.052.
Senoo H, Iida S, Kishino M, Namba N, Aikawa T, Kogo
M. Solitary congenital granular cell lesion of the tongue.
Oral Surg Oral Med Oral Pathol Oral Radiol Endod. 2007
Jul;104(1):e45-8. doi: 10.1016/j.tripleo.2007.01.038.
Giuliani M, Lajolo C, Pagnoni M, Boari A, Zannonni GF.
Granular cell tumor of the tongue (Abrikossoff’s tumor). A
case report and review of the literature. Minerva Stomatol.
2004 Jul-Aug;53(7-8):465-9.

Budino-Carbonero S, Navarro-Vergara P, Rodriguez-Ruiz
JA, Modelo-Sanchez A, Torres-Garzon L, Rendon-Infante
JI, et al. Granular cell tumors: review of the parameters
determining possible malignancy. Med Oral. 2003 Aug-
Oct;8(4):294-8.

Fanburg-Smith JC, Meis-Kindblom JM, Fante R, Kindblom
LG. Malignant granular cell tumor of soft tissue: diagnostic
criteria and clinicopathologic correlation. Am J Surg Pathol.
1998 Jul;22(7):779-94.

Poveda R. Granular cell tumour. Med Oral. 2004 Aug-
Oct;9(4):362.

HeJF, LinY, Liu JH, Li ZY. Solitary S-100-positive congenital
granular cell tumor of the tongue: a case report and litera-
ture review. Ann Plast Surg. 2014;72(6):752-8. doi: 10.1097/
SAP.0b013e31826c42c2.

Sena Costa NC, Bertini F, Carvalho YR, Almeida JD, Ro-
drigues Cavalcante AS. Granular cell tumor presenting as a
tongue nodule: two case reports. J Med Case Rep. 2012 Feb
10;6:56. doi: 10.1186/1752-1947-6-56.

Goodstein ML, Eiselle DW, Hyams JV, Kashima HK. Multiple
synchronous granular cell tumors of the upper aerodigestive

tract. Otolaryngol Head Neck Surg. 1990 Oct;103(4):664-8.

Clin Lab Res Den 2015;21(1):52-57 o 57



