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Introduction
H syndrome (OMIM # 602782) is an 
autosomal recessively inherited form of 
histiocytos that occurs due to mutations 
in SCL29A3 gene that encodes human 
equilibrative nucleoside transporter 3 
(hENT3).[1] The characteristic cutaneous 
findings seen in this syndrome are 
Hyperpigmentation, Hypertrichosis, 
and induration. The specific systemic 
manifestations associated are Hearing 
loss, Heart anomalies, Hepatomegaly, 
Hypogonadism, Hyperglycemia (diabetic 
mellitus), low Height (short stature), 
Hallux valgus (flexion contractures), and 
Hematological abnormalities.[2] There are 
around 100 cases of this syndrome reported 
in the literature, out of which 10 cases are 
from the Indian population.

Case History
A 12‑year‑old girl, first born of second 
degree consanguineous marriage presented 
with a history of hyperpigmentation over 
the thighs from birth. History of skin 
thickening over the buttocks, thighs, and 
legs was present for past 3 months. There 
was also a history of recurrent fever 
associated with swelling of legs. History 
of bilateral hearing loss was present since 
5 years of age, and her other developmental 
milestones were normal. She had attained 
her menarche at 11 years of age and has 
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Abstract
This case report describes a case of H syndrome with characteristic cutaneous hyperpigmentation, 
hypertrichosis, sclerodermatous thickening, and multisystem involvement such as hearing loss and 
heart anomaly in an Indian patient. There are around 100 cases of this rare, autosomal recessive 
genodermatosis reported in the literature, out of which 10 cases are from the Indian population. 
The aim of this paper is to increase awareness about this novel inherited form of histiocytosis and 
insist on the role of dermatologists to identify such patients in our population where consanguinity 
is prevalent.
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had regular menstrual cycles. There was no 
history of a similar illness in the family.

Her general physical examination showed 
low height for age, proptosis, webbing 
of neck, hepatomegaly, and normal 
genitalia. Skeletal examination was 
normal. Auditory evaluation revealed 
bilateral sensorineural hearing loss. On 
mucocutaneous examination well‑defined, 
bilaterally symmetrical hyperpigmented, 
indurated plaques with hypertrichosis were 
present over medial and lateral aspect of 
thighs and legs sparing knees and feet 
[Figure 1a and b]. Similar lesions were 
present over the gluteal region bilaterally.

Routine laboratory investigations revealed 
ESR ‑ 75, CRP ‑ 81, microcytic anemia 
with hemoglobin levels of 10.1 g/dl, and a 
platelet count of 5.14 lakhs/cu.mm. Serum 
protein electrophoresis showed increased 
gamma fraction of 29.8 suggestive of 
polyclonal gammopathy. Investigations 
for the cause of fever revealed no positive 
findings. Thyroid profile, fasting, and 
post‑prandial blood sugar levels were 
normal. Anti‑nuclear antibodies’ titer was 
negative. Skin biopsy showed thickened 
collagen bundles with lymphocytic 
and histiocytic infiltrates in the dermis 
extending to the subcutaneous tissue 
with few areas of fibrosis [Figure 2a].
Immunohistochemistry studies showed 
CD68 positivity in dermal perivascular 
histiocytic infiltrate [Figure 2b]. An 
ultrasound abdomen revealed hepatomegaly. 
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Chest radiography was normal, and an echocardiography 
revealed anomalous drainage of left pulmonary vein to 
innominate vein. In view of the constellation of findings 
summarized in Table 1, we made the diagnosis of H 
syndrome.

Discussion
The H syndrome is a rare autosomal recessive 
genodermatosis, first described by Molho‑Pessach in 2008 
with characteristic clinical and laboratory findings.[1] The 
disorder is due to biallelic mutations in SLC29A3 gene that 
encodes hENT3 that facilitates transport of nucleosides, 
enabling cells that lack de novo synthesis to rely on salvage 
pathway.[3] There are around 100 cases of H syndrome 
reported in the literature; mostly in Arab population, out of 
which 10 cases are from the Indian population.[4]

Initially, from the cutaneous findings, the differential 
diagnoses thought of were morphoea profunda and 
pseudoscleroderma, but later on the constellation of 
signs and histopathology guided us to the diagnosis of H 
syndrome.[5]

Cutaneous hyperpigmentation with sclerodermatous 
thickening and hypertrichosis mainly on the lower limbs 
is the hallmark finding in 68% of patients and is also 
present in our case. It usually begins in 1st or 2nd decade 
of life. We did not see in our patient flexion contracture 
of fingers; the second most common feature seen in other 
cases. The next common features in form of hearing loss,[6] 
short stature, hepatomegaly, cardiac anomalies, proptosis, 
and hematological abnormalities were present in our case. 
The webbing of neck seen in our patient was unique and 
not reported in other cases. Lymphadenopathy (24%), 
insulin‑dependent diabetes (23%), and hypogonadism (16%) 
were absent in our case.[7]

We noted recurrent fever and edema in our patient, 
which they have reported only in 5% of cases. Those 
cases were considered as a monogenic auto‑inflammatory 
syndrome, now grouped under H syndrome.[7] The systemic 
inflammation confirmed by the elevated inflammatory 
parameters could probably cause the recurrent fever in 
the daytime. We noted the characteristic histopathology 
of lympho‑histiocytic infiltrate with CD68+ histiocytes 
and fibrosis in our patient. We could not verify the 

mutation analysis of SCL29A3 gene because of cost 
restarints. However, we made the diagnosis of H syndrome 
confidently with the constellation of characteristic features. 
The genetic diagnosis is important to confirm uncertain 
cases and will help in guiding the genetic counseling and 
management.

We are reporting one more case of this rare syndrome from 
south India. The clinical phenotype variability seen in patients 
of H syndrome can lead to underdiagnosis of this condition. 
Hence, the dermatologist should be aware of the characteristic 
cutaneous findings, so they can screen the patient earlier 
for the systemic involvement in our population where 
consanguinity is prevalent. Genetic diagnosis and genetic 
counseling may play an important role in management.
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Table 1: Findings in index case
Clinical features Present/Absent
Hyperpigmentation +
Hypertrichosis +
Sclerodermatous thickening +
Hepatomegaly +
Hearing loss +
Heart anomalies +
Hematological changes +
Short stature with webbing of neck +
Histopathology‑ Dense dermal and 
subcutaneous infiltrate of histiocytes and 
later fibrosis

+

Hypogonadism −
Hyperglycemia −
Hallux valgus −
+ (present) and − (absent)

ba
Figure 2: (a) Thickened collagen bundles with lymphohistiocytic 
infiltrates in upper and lower dermis extending to subcutis (H and E, 10×). 
(b) Immunohistochemistry showing CD68+ perivascular histiocytic infiltrate 
in dermis

ba
Figure 1: (a) Ill defined hyperpigmented, indurated large plaques on both 
thighs. (b) Hypertrichosis on legs
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