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To the Editor,

The granular cell tumour (GCT) was described for the
first time in 1926 by Abrikossoff [1], and was originally
considered as a muscle tumour. Recent immunohis-
tochemical studies suggest a more likely neural origin
[2], characterised by strong expression of S-100 pro-
tein and neuron-specific enolase (NSE) [3]. The vast
majority (85 to 90%) of these tumours are usually
solitary, benign and located in head and neck subcuta-
neous tissues [4]. However, a few multifocal cases have
been reported [5] as well as metastatic cases [6]. We
report herein a case of a right cheek Abrikossoff tumour,
with iterative local relapses and subsequent multifocal
lesions and histologically-proven metastases.

A 64-year-old man was seen for a second advice.
His medical history was marked by a right colic flexure
intra-epithelial degenerated polyp discovered in 2003,
treated by hemicolectomy. In 2005, he developed a
lesion of the internal side of the right cheek which was
subsequently resected. The pathological diagnosis was

a 17 mm Abrikossoff tumour (Figure 1). The patho-
logical features were classical, with the presence of
wide and granular eosinophilic large cells proliferation,
without mitosis activity. These cells were Periodic Acid
Schiff (P.A.S.) positive and intensively immunoreactive
for Protein S 100. In June 2006, a second local relapse
occurred, involving the inner side of the ramus man-
dibular up to the tonsil with a bone infiltration. The
pathologist noted that some cells became irregular. In
September 2007, a third local relapse occurred involv-
ing the right coronoid process and the inferior and
superior facial vascular pedicle. The pathologist noted
the appearance of perineural neuroplastic invasion and
the presence of one metastatic lymph node, charac-
terising a malignant GCT (Figure 2). In January 2008,
a fourth local relapse occurred; its treatment required
a right transmandibulary buccopharyngectomy with
fibular free flap for mandibular reconstruction and
bilateral neck dissection. The diagnosis was “malignant
GCT with lymph node involvement”.
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Figure 1. Benign form of Abrikossoff tumour: roundly granular
and eosinophilic cytoplasm cells without atypia or mitosis activity
(hemalun-eosin-safran colouration, growth X 200).

In late 2009, the patient presented right para-anal
(Figure 3) and right sub-scapular lymph nodes.
Because of his past history of degenerated polyp, a
new colonoscopy was performed. A new polyp was
found beyond the anal verge and local excision
showed a T1 adenocarcinoma. Rectal ultrasound
showed lymph nodes next to the implantation of the
pedicular polyps.

A '8 Fluoro-deoxy-glucose positron emission
tomography coupled with a thoracic, abdominal and
pelvic CT=scan showed numerous hypermetabolic
spots: sub-renal latero-aortic lymph nodes, multiple
nodular lung, bilateral pleural effusion, a right pleu-
ral supra-diaphragmatic mass, bilateral axillary sub-
cutaneous lesions, one retro-peritoneal nodule, a
right subcutaneous mass in the pre-sacral area, one
prostatic lesion and the anal lesion (Figure 4) which
was clinically found.

Figure 2. —» Lymph node metastatic localisation (above: normal
tissue of lymph node) (hemalun-eosin-safran colouration,
growth X 200).

Figure 3. Pelvic RMN, axial T1 + Gadolinium: right para-anal
mass ().

The most accessible lesions were biopsied in order
to determine their nature (GCT vs. rectal adenocar-
cinoma). Bronchial biopsies were not contributive
but typical features of GCT were found in clinically
guided biopsies on the para-anal and sub-scapular
lesions. Moreover, the pleural effusion cytology
revealed atypical cells compatible with an Abrikossoff
tumour with the wide and granular cytoplasm, and
large Protein S 100 positive cells.
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Figure 4. 18-Fluoro-deoxy-glucose positron emission tomography:
multiple hypermetabolic hotspots (on those slides: bilateral
nodular lung, pleural sus-diaphragmatic node, retro-peritoneal
nodule under the right renal loge, pleura).



As the patient had no clear symptoms and as no
efficient therapy was available, a watch-full surveil-
lance was decided. Six month after the diagnosis of
metastases, the patient was still in good health condi-
tion without evidence of progressive disease.

About 10-15% of GCT are multiple. The distinc-
tive criteria for diagnosis of multifocal forms and
metastatic malignant forms of GCT remain debated.
Classically, for a clinical point of view, multifocal
benign forms arise in soft tissue (subcutis and sub-
mucosa) and are slowly growing. On the contrary,
metastatic malignant forms are locally aggressive and
associated with visceral metastasis through hemato-
geneous spreading [5].

Benign tumours exhibit usually polygonal or slightly
spindled large cells proliferation, disposed in nests and
with wide, granular and eosinophilic cytoplasm. The
granules are large, and the nuclei are round, oval and
often central, hyperchromatic, regular without atypies
or mitosis. They are intensively P.A.S. Protein S 100
and NSE positive. Some authors have described some
conflicting criteria for malignancy. According to Jar-
dines et al., all multifocal CGT displaying the same
histological pattern have to be considered as malignant
[7]. Brooks et al. have defined malignant forms as 1)
a primary tumour with a diagnosis of GCT, 2) high
mitosis activity, presence of wide nuclei and/or necro-
sis, 3) presence of metastases [8]. In the absence of
metastases, pleiomorphism associated with both high
index activity and necrosis is mandatory to confirm
malignancy. Moreover, a 6-criteria definition had been
proposed by Fanburg-Smith et al.: 1) tumour necrosis,
2) spindle cells, 3) vesicular nuclei with preeminent
nucleoli, 4) increased mitotic activity (>2/10 HPF), 5)
high nucleocytoplasmic ratio and 6) pleiomorphism.
Tumours with three or more of these criteria are
considered malignant [9].

Our case report illustrates the possible coexistence
of both multifocal benign and metastatic malignant
forms. The aggressive and relapsing primary tumour
(progressively exhibiting necrosis, high mitotic rate,
spindle cells in the iterative local relapses) associated
with visceral metastasis have to be regarded as malig-
nant GCT. The para-anal and sub-scapular soft tissue
lesions exhibit diagnostic criteria for benign multifocal
lesions: low mitotic rate, absence of necrosis and absence
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of spindle cells. Nevertheless, as previously mentioned
these criteria remain debatable.

Surgery is the mainstay of treatment of GCT as it
allows local tumour control. Adjuvant radiotherapy is
an option for relapsing disease. There is no proven ben-
efit from adjuvant chemotherapy [10,11]. There is no
consensual treatment for metastatic GCT. In the pres-
ent case, the disease is indolent and asymptomatic, so
we have proposed a watchful surveillance.

Declaration of interest: The authors report no
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