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Juvenile hyaline fibromatosis is a rare, autosomal-recessive connective tissue disorder 

characterized by papular and nodular skin lesions, gingival hyperplasia, joint contractures and 

bone involvement in variable degrees. The nose, chin, ears, scalp, back, and knees are the most 

common affected sites. We report a 2-year-old male born of first-degree consanguineous 

marriage who presented with multiple, painless, variable-sized nodules over anterolateral 

aspect of left foot. Histopathological examination of tissue from the nodules showed benign 

spindle cells in a Periodic acid Schiff-positive myxoid background and areas of calcification. 

The disease has a relentlessly progressive course, with most patients surviving only up to the 

4th decade. As of now, there is no specific treatment for this disorder. Genetic counseling is 

essential to explain to parents about a 25% chance of having a diseased baby in any pregnancy. 
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1. Introduction 2. Case report

Figure 1 – clinical photographs showing nodular swellings 
over anterolateral aspect of foot

Juvenile hyaline fibromatosis (JHF) is a rare, autosomal-

recessive hereditary disease with distinct clinical and 

histopathological features. Less than 70 cases have been reported 

so far throught the world1, 2, 3. The clinical onset is usually noted 

from 2 to 5 years of age. Boys are affected slightly more commonly 

than girls4. The disease is characterized by papular and nodular 

skin lesions, gingival hyperplasia, joint contractures and bone 

involvement in variable degrees2. Occasional skin lesions show 

calcification as in our case4

We report a 2 year old male having multiple, painless, variable-

sized nodules over anterolateral aspect of left foot whose diagnosis 

was confirmed by histopathology and was treated by excision. 

Follow-up for 5yrs showed no local or distant recurrences.

We report this case not only because of its rarity but also 

because of its uncommon area of presentation and presence of 

calcification. The histopathology, pathogenesis, genetics and 

treatment options under trial have been discussed.

We report a 2-year-old male born of first-degree 

consanguineous marriage who presented with multiple, painless, 

variable-sized nodules over anterolateral aspect of left foot [Figure 

1]. The lesions were first noticed when the child was 6 months old 

and, since then, the nodules gradually increased in size. The child 

has normal developmental milestones. The only other older 

sibling in the family and the parents are normal.

On examination, there were 4 nontender lesions of varying 

sizes with soft to firm consistency over anterolateral aspect of the 

left foot. There was no gingival hyperplasia or flexion contracture 

deformities. There was no significant lymphadenopathy or 

hepatosplenomegaly.  Hematological and biochemical 

investigations were within normal limits.
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X-ravs showed cotton wooly calcific areas over the anterolateral 

aspect of foot with surrounding soft tissue swelling[Figure 2], and 

MRI showed multiple soft tissue masses with signals close to fibrous 

tissue, there was no significant bony destruction [Figure 3].

Fine needle aspiration Cytology (FNAC) smears from the 

nodules showed sparse spindle cells in a Periodic acid Schiff (PAS) 

positive background, the features of which were suggestive of 

fibromatosis.

Figure 2 - showing cotton wooly calcific areas over the 

a n t e r o l a t e r a l  a s p e c t  o f  f o o t  w i t h                                           

surrounding soft tissue swelling

Figure 3 – T2 MRI image shows multi lobulated lesions 

involving anterolateral aspect of ankle extending upto the 

dorsal skin level.  No obvious bone involvement.                                            

Substraction image shows peripheral enhancement with no 

significant central enhancement.

All the nodules were excised and sent for histopathological 

examination. The excised material appeared pearly white and were 

firm with the largest measuring 3cms and smallest 1cms [Figure 4]. 

Microscopy showed proliferation of fibroblasts along with hyaline 

material and few scattered spindle cells with focal areas of 

calcifications [Figure 5]. Sections showed PAS positive with special 

staining.

The child was followed up for 5yrs and found to have no local or 

distant recurrences.
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Figure 4 - excised material appeared pearly white and were 

firm with the largest measuring 3cms and smallest 1cms

Figure 5 - showed proliferation of fibroblasts along with 

hyaline material and few scattered spindle cells with focal 

calcifications.

JHF (synonyms: juvenile hyalinosis, fibromatosis hyalinica 

multiplex, Murray-Puretic-Drescher syndrome)5  is a rare, 

crippling autosomal-recessive disorder  initially presenting in 

children between 2 and 5 years of age , first described by Mc 

Murray in 1873 as molluscum fibrosum and renamed by Kitano as 

JHF in 19721, 2, 3.  A survey of literature revealed less than 70 cases 

reported worldwide of which only a hand full of case have been 

reported from India1, 2 .The exact etiology of JHF is unknown. It 

usually affects one or more siblings. The condition is characterized 

by multiple cutaneous papules, nodules or tumor masses, gingival 

hypertrophy, joint contractures and osteolytic defects. The nose, 

chin, ears, scalp, back, and knees are the most common affected 

sites unlike our case4. Skin lesions may be the most outstanding 

symptoms of JHF6 . Our case had only cutaneous lesions, there is no 

gingival hypertrophy, joint or bone involvement till date. The 

tumor masses vary in size from 1 mm to about 5 cm. They are slow 

3. Discussion

2656



growing and painless, occasional they calcify as in our case and 

ulcerate4, 5. These lesions have a tendency to recur following 

excision4. 

The gene that causes JHF has been mapped to 4q21 (Official 

name of this gene is “anthrax toxin receptor 2”- ANTXR2; 

Cytogenetic Location: 4q21.21), approximately 10 mutations in the 

ANTXR2 gene have been shown to cause juvenile hyaline 

fibromatosis6, 8. It has been hypothesized that JHF is a connective 

tissue disorder characterized by aberrant synthesis of 

glycosaminoglycans by fibroblasts4. Glycosaminoglycans in the 

tumor tissue comprised dermatan sulfate, chondroitin sulfate and 

hyaluronan, with the dermatan sulfate predominating. In contrast, 

hyaluronan is the most abundant in normal skin9.

The diagnosis is confirmed only by histology2. The tumors are 

poorly circumscribed and consist of cords of spindle-shaped cells 

embedded in a homogeneous eosinophilic matrix. Early lesions 

show increased cellularity and less-prominent stroma, whereas 

the large, older lesions are less cellular and contain more ground 

substance. The matrix stains positively with PAS and alcian blue 

but does not stain with toluidine blue or congo red. Elastic tissue is 

completely absent. Occasional nodules reveal calcification as in our 

case4. The disease has a relentlessly progressive course, with most 

patients surviving only up to the 4th decade1, 2.

As of now, there is no specific treatment for this disorder1. 

Although excision may be followed by recurrences1, early surgical 

excision is recommended by some authors to prevent the 

appearance of new lesions and joint contractures10. The treatment 

is only aesthetic and its aim is to limit orthopedic disability. Joint 

contractures may respond to intralesional steroids and 

physiotherapy, intralesional steroids may also reduce the size of 

early lesions2. Radiotherapy is ineffective10. Woyke et al. reported 

a patient who underwent successful surgical removal of more than 

100 tumors over a period of 19 years with good cosmetic results11. 

Quintal and Jackson reported a patient who had numerous surgical 

excisions over a period of 34 years and found that the therapy was 

as mutilating as the disease10.Therapeutic trials with dimethyl 

sulfoxide, ketotifen, and calcitriol have been given in individual 

cases10.  

Genetic counseling is essential to explain to parents about a 

25% chance of having a diseased baby in any pregnancy. With the 

gene for the disease being mapped recently, techniques or 

antenatal diagnosis are likely to be established1, 8.
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