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Editorial’s comment to the article

Granular cell tumor of the perineum (clinical case), Rais R. Shakirov, 
Oleg Yu. Karpukhin, Marat I. Ziganshin, Ivan S. Raginov

The published article presents a clinical case of gran-
ular cell tumor of the perianal region, which is a rare 
neoplasm, so the presented case is undoubtedly of 
practical interest. However, the literature data and de-
scription of the tumor presented in the paper require, 
in my opinion, some clarification.
Granular cell tumor can occur at any age, mainly at 
40–60 years with a predominance of male patients 
(male/female ratio is 2–3:1). The malignant variant 
of the tumor occurs at a younger age (40 years) and 
more often in women. Typical tumor site is the skin and 
subcutaneous tissue of the head, neck, torso and upper 
extremities. In 25% of cases, the tumor is located in 
the tongue, in 5–15% of cases it affects the mammary 
glands. Sometimes it can be located in the gastroin-
testinal tract (esophagus, colon, perianal region) and 
respiratory tract (larynx, trachea). In most cases, gran-
ular cell tumor is represented by a solitary node, but 
multifocal tumor growth is possible in 10% of cases af-
fecting one or more anatomical areas or organs [1–4]. 
Unfortunately, the authors did not clearly describe the 
tumor site, which preoperatively was located in peri-
anal region, intraoperatively — it came from the low 
rectum wall and in the morphological report the struc-
ture of the tumor is described in the fatty tissue with 
the involvement of the dermis.
It should be noted that, indeed, one of the first descrip-
tions of this tumor located in the tongue was made in 
1926 by Russian pathologist A.I. Abrikosov, who be-
lieved that the tumor was of myogenic origin. The term 
“Abrikosov tumor” is used in the Russian literature and 
is not included in the WHO international classification 
of tumors [5]. The theory about the degenerative and 
metabolic origin of this neoplasm, which is mentioned 
in the article, is currently not proven and not gener-
ally accepted. According to recent concepts, a granular 
cell tumor is a true tumor with neuroectodermal dif-
ferentiation and in the latest WHO tumor classification 
is included in the group of peripheral nerve tumors in 
the form of two options — benign and malignant [5]. 
The development of granular cell tumors is associated 

with dysfunction of V-ATPase associated genes, such 
as ATP6AP1 (61%) and ATP6AP2 (11%), in which loss-
of-function mutations are found in 72% of granular 
cell tumors, regardless of its location and histological 
subtype (benign or malignant). It is believed that in-
activation of these genes in Schwann cells leads to the 
accumulation of granules in the cytoplasm, the ultra-
structure and immunophenotype of which corresponds 
to endosomes. Although the mechanism of gene dys-
function and protein accumulation in the cytoplasm 
of cells is currently not fully known, mutation of the 
ATP6AP1 and ATP6AP2 genes is considered pathogno-
monic for this tumor [5–7].
The presented clinical case describes the slow growth 
of the tumor, which is peculiar for this pathology. 
The tumor, as a rule, has a long asymptomatic course, 
with the exception of the tumor site in the skin, subcu-
taneous tissue and tongue. In clinical and instrumen-
tal checkup, the tumor is a nodular neoplasm without 
specific signs, therefore the main diagnosis of granu-
lar cell tumor is carried out by morphology. The paper 
contains photographs of a gross specimen of the tumor 
and its histological structure (at different magnifica-
tions), however, the description of the tumor morphol-
ogy is quite formal, although it is the characteristic 
histological picture and the immunophenotype of the 
tumor that allows the correct diagnosis to be made.
Macroscopically, the tumor is a poorly demarcated, 
pale-yellow node. The size of the tumor, according to 
the literature, can range from 0.5 to 18 cm (in most 
cases up to 3 cm, the malignant version is usually larg-
er, more than 5 cm in its greatest size). Histologically, 
the tumor is represented by nests or trabeculae of 
large epithelioid cells with well-defined eosinophil-
ic cytoplasm with the presence of a large number of 
granules with a characteristic rim of clearing along the 
periphery (haloes), contained in lysosomes, which de-
termined the name of the tumor. The main diagnostic 
immunohistochecmical markers are positive staining of 
tumor cells with antibodies to S100, SOX10, in addition, 
tumor cells are positively stained with antibodies to 
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nestin, inhibin and calretinin {2437,531}, acytoplasmic 
lysosomal inclusions are positive when stained with 
antibodies to CD68, CD63 (NKI/C3) and NSE. It should 
be noted that the malignant variant of the tumor is 
very rare and is characterized by more pronounced 
cellularity, cell polymorphism, a high level of mitotic 
activity (more than 2 mitoses per 2 mm2) and the pres-
ence of areas of tumor necrosis, while the proliferation 
index Ki67, as indicated in the paper, has no diagnostic 
or prognostic value. To exclude recurrence, curative 
removal of the tumor and post-op follow up is neces-
sary, especially with a malignant variant of the tumor, 
in which there is a high risk of metastatic disease (up 
to 50% of cases), which, in combination with the large 
size of the tumor and the elderly age of the patients, is 
considered an unfavorable prognostic factor [5,8–12].
It is important to note that for clinicians, the diagnosis 
of a granular cell tumor should prompt further sophis-
ticated and deep diagnostic checkup of the patient, 
since this tumor may be multiple and/or be associated 

with a number of hereditary syndromes, such as neuro-
fibromatosis type 1, Noonan, LEOPARD syndromes (syn-
dromes with multiple congenital anomalies). internal 
organs, skeleton, etc.), especially in young patients 
[13–15].
In conclusion, it should be emphasized that the clinical 
diagnosis of non-epithelial tumors of the gastrointes-
tinal tract is quite complicated, however, practitioners 
need to remember this group of tumors when carrying 
out differential diagnosis and choosing surgical ap-
proach. Determination of the histological type, degree 
of malignancy and prognostic factors is possible only 
with morphological examination and immunophe-
notyping of the tumor using appropriate diagnostic 
criteria.
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