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Juvenile Hyaline Fibromatosis (JHF):  
A Rare Case with Recurrence
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ABSTRACT
Juvenile hyaline fibromatosis (JHF) is a rare autosomal recessive disease. Less than 70 cases of JHF have been reported worldwide 
and extremely few from India. We present a case of 4-year-old girl who presented with multiple painless nodular masses on the scalp. 
On fine needle aspiration cytology, a diagnosis of benign spindle cell lesion was provided, the scalp lesions were excised and on 
histopathology the diagnosis of JHF was made. Retrospectively, the cytology slides were reviewed and the features were consistent 
with the diagnosis. A diagnosis of JHF was made based on the classical clinical features, Fine Needle Aspiration Cytology (FNAC) 
findings and the characteristic histopathological features along with a supportive evidence based on special stains. However, the 
patient had a recurrence within two years. Hence, we present this rare case with recurrence.

CASE REPORT
A 4-year-old girl presented with multiple painless nodular masses 
on the scalp, first noticed when the child was around 1-year-old 
[Table/Fig-1]. On examination, an anal papule also was noted. No 
gingival hyperplasia, osteolytic lesions or joint deformities were 
noted. On examination, the lesions were soft to firm in consistency 
and non-tender. There was no significant lymphadenopathy or 
hepatosplenomegaly. Hematological and biochemical investigations 
were within normal limits. No history of consanguinity was present in 
the parents. Fine-needle aspiration of the scalp mass revealed benign 
spindle-shaped cells with an eosinophilic ground substance in the 
background. A diagnosis of benign spindle cell lesion was made. 
The lesions were excised. Grossly, the nodules were of variable 

sizes, greyish-white and the cut-surface showed a gelatinous grey-
white appearance. Microscopically, a poorly circumscribed lesion 
composed of benign oval and spindle shaped cells in groups and 
cords in an abundant, homogenous, eosinophilic matrix was seen. 
There were no mitotic figures [Table/Fig-2]. The ground substance 
was PAS positive and negative for toluidine blue. Based on the 
clinical findings, a review of cytology smears and histopathological 
slides, a diagnosis of JHF was made. However, the patient had 
recurrence of lesions on the scalp within two years. 

DISCUSSION
JHF is a rare hereditary disorder with variable penetrance. The 
disease is characterized by multiple tum ourous muco-cutaneous 
proliferations, joint contractures, gingival hypertrophy and osteolytic 
lesions. Occasional patients have perianal papillomatous lesions. 
It is hypothesized that JHF is a connective tissue disorder with a 
progressive nature. This crippling disorder requires repeated surgical 
interventions and physiotherapy. Rehabilitation and counseling of 
parents play an essential role in treatment of these patients [1-4]. 

[Table/Fig-2]: Benign oval to spindle-shaped cells arranged in cords and groups 
seen in an abundant, homogenous, eosinophilic matrix[Table/Fig-1]: Multiple nodular masses on the scalp
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eosinophilic material in the background of cell groups will be seen. 
The histopathology appearance is characteristic. Benign oval to 
spindle-shaped cells arranged in cords and groups are seen in an 
abundant, homogenous, eosinophilic matrix [6,10].

The differential diagnosis of JHF includes infantile systemic hyalin-
osis, neurofibromatosis, gingival fibromatosis, nodular amyloidosis, 
congenital generalized fibromatosis, multicentric infantile fibro-
matosis, lipoid proteinosis and Winchester syndrome [3].

No specific treatment is available for JHF. The treatment is only 
aesthetic and its aim is to limit orthopedic disability. Early tumor-
ectomy, intralesional systemic steroids, capsulotomy, partial 
gingivectomy and physiotherapy to limit flexion contractures are 
done for these patients, but many cases have recurrences. The 
parents should be counselled about the progressive nature of 
the disease and 25% chance of development of disease in future 
offspring [5,6]. 

CONCLUSION
Diagnosis of JHF can be made based on clinical, cytological and 
histopathological findings. Early interventional and supportive 
treatment, rehabilitation along with counselling forms the important 
aspects of the treatment.
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JHF is a rare mesenchymal dysplasia, was first described by Drescher 
et al., and Murray J, as “peculiar cases of molluscum fibrosum”. The 
other synonyms include puretic syndrome, disseminated painful 
fibromatosis & fibromatosis hyalinica, multiplex juvenilis [1,3].

JHF is a fatal disease with an unknown etiology caused due to mut-
ation of capillary morphogenesis protein 2 gene. It is an inherited AR 
disorder caused due to mutation of CMG2 gene on chromosome 
4q21. There is disruption of the formation of basement membranes, 
allowing the hyaline substance to leak through and build up in various 
body tissues like skin, joints and bones leading to the development 
of skin papules, gingival hyperplasia, osteolytic lesions in bone and 
joint contractures [5, 6]. 

There are speculations that this disorder occurs due to impaired 
synthesis of pro-collagen or tropocollagen, an increased or faulty 
synthesis of glycoaminoglycans by fibroblasts and an association with 
impaired collagen type VI metabolism. Breier et al., demonstrated 
a significantly decreased TIIIC and increased TIC synthesis and 
degradation in fibroblasts cell cultures of normal human skin of a 
patient with JHF [7].

However, the gene for JHF has been mapped to 4q21 (name of 
the gene “anthrax toxin receptor 2” – ANTHRAX2; cytogenetic 
location: 4q21.21). Approximately, 10 mutations in ANTXR2 gene 
have been shown to cause JHF. It has been hypothesized that JHF 
is caused due to aberrant synthesis of GAGs by fibroblasts. In JHF, 
dermatan sulfate, chondroitin sulfate and hyaluronan with dermatan 
sulfate predominanace was noted in contrast to predominance of 
hyaluronan in normal skin [5,8].

Patients present with large cutaneous nodules especially around 
the head and neck regions, joint contracture, gingival hypertrophy 
and osteolytic lesions. Occasional reports of anal papules have 
been reported, as was seen in our case. The effects of JHF 
increases with age. Most patients have a positive family history 
especially on the mother’s side. One third of the affected children 
are siblings, often born to consanguineous marriages. There is no 
sex predilection [1,2,7,9].

The diagnosis is based on histopathology. However, in a study 
by Geethamani et al., a cytomorphological diagnosis was done 
for the first time in literature. The lesion can be suspected based 
on the history and classical clinical features. On FNA, the smears 
show single scattered and few groups of cells. The cells are oval to 
spindle shaped and have normochromic nuclei with rounded ends, 
no nucleoli. No mitosis is appreciated. Distinct homogenous, pale, 


