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Chest radiograph highlighted bilateral shortening of the hu-
merus, periarticular and epiphyseal calcifications, large and
irregular metaphyses and slightly narrow chest, suggesting
the diagnosis of rhizomelic chondrodysplasia punctata
(RCDP), a rare autosomal recessive peroxisomal disease with
an estimated incidence of 1:100,000 births [1].

The radiograph of the entire skeleton confirmed symmetrical
proximal shortness (rhizomelia) with broad metaphyses of long
bones, extensive punctate calcification, absence of pubic ossifi-
cation, anddeformitiesof both feet, includingcalcaneal stippling.

On the physical examination, the patient presented proximal
shortening of both upper and lower limbs, mild dysmorphic
features (prominent forehead and depressed nasal bridge), bilat-

eral cataracts, mild flexion contractures of inferior limbs, and
bilateral talipes calcaneovalgus. Ichthyosis was not present.

The patient was the third sibling of two consanguineous
Pakistani parents. The first daughter died at 15 days of life
because of respiratory failure associatedwith unspecified skel-
etal abnormalities. The mother had no significant disease and
there was no history of exposure to embryopathic agents.

In our patient, the diagnosis was confirmed by biochemical
and molecular genetic testing. Plasmalogen levels in fibroblasts
of the patient were reduced compared to the reference values,
and in addition no activity of the acyl-COA:dihydroxyacetone
phosphate acyltransferase (DHAPAT) was measured, suggest-
ing RCDP type 2. Mutation analysis of GNPAT (DHAPAT)
gene identified a homozygous variant (c.1596_1597del) not
previously reported in the literature.

Chondrodysplasia punctata (CDP), also known as multiple
stippled epiphyses, is defined by the radiographic appearance of
abnormal cartilaginous stippling either in the epiphyseal growth
plate or in cartilaginous regions not usually expected to calcify
[2]. When seen, one should first note whether rhizomelia is
present in either the upper and/or lower extremities. CDP can
be broadly divided into rhizomelic and non-rhizomelic forms.

RCDP are autosomal recessive conditions and are classi-
fied into five genetic subtypes. RCDP type 1 (OMIM 215100)
and type 5, caused by mutations in the PEX7 and PEX5 gene,
respectively, are peroxisome biogenesis disorders caused by a
defect in the assembly of peroxisomes. RCDP type 2 (OMIM
22765), type 3 (OMIM 600121), and type 4 (OMIM 616107)
are caused by a single peroxisomal enzyme deficiency [3].

RCDP type 1, 2, 3, and 5 are in most cases clinically and
radiographically indistinguishable, while RCDP type 4 is
atypical because patients were found to lack the characteristic
symmetrical rhizomelic shortening of the long bones [3].

The main features of RCDP are rhizomelic shortening, main-
ly affecting the humerus and/or femurs, punctuate calcifications
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around joints and within cartilage (epiphyseal areas), contrac-
tures, microcephaly, dysmorphic face (prominent forehead, hy-
poplastic midface, anteverted nasal tip), and severe growth re-
tardation. Cardiac defects and bilateral congenital cataract are
common. Diagnosis can be suspected on clinical aspects and on
radiological skeletal survey picture [1–3]. Affected children
have a reduced lifespan, usually from respiratory complications,
and marked neurodevelopmental delay [4].

A prompt recognition of the radiological pattern of RCDP
may avoid unnecessary diagnostic tests. In fact, a finding of
chondrodysplasia punctata (including stippling) has a somewhat
limited differential diagnosis: maternal autoimmune diseases
[5], warfarin embryopathy [6], chromosomal abnormalities,
mucolipidosis type II, et al. [7].Moth-eaten appearance of bones
or limb abnormalities (asymmetry,more generalized limb reduc-
tion defects) also require to include in the differential diagnosis
some rare defects of cholesterol biosynthesis [8, 9].
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