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ABSTRACT

Introduction: chondrodysplasia punctata (CDP) is a rare, autosomal recessive disorder characterized by the
punctuate calcifications of long bones epiphyses, cataract, and developmental delay. CDP is associated with inborn errors of
metabolism, chromosomal abnormalities, and teratogens. The routine fetal autopsy was performed in 23+1 weeks abortus
fetus showed dysmorphic facies, bilateral brachydactyly, and overriding of the toes, and X-ray examination suggested
stippling of the epiphysis of long bones. Coronal clefts were seen in the region of the lumbar vertebrae. In this case,
genetic counseling was offered to the couple. The diagnosis of CDP on autopsy was made after the radiological
examination; hence this case also illustrates the importance of radiology in fetal autopsies. Molecular analysis is required
for final diagnosis in such cases. Keywords: Chondrodysplasia punctata; Rhizomelic chondrodysplasia punctata.

Introduction

Chondrodysplasia punctata (CDP) is a condition

characterized by punctate calcifications, stippled
epiphysis, and other skeletal changes such as
defects of the vertebral bodies, microcephaly, facial
dysmorphism including depressed nasal bridge,
hypertelorism, hypoplastic midface, anteverted
nostrils'. It can be inherited as X-linked dominant,
X-linked recessive, and autosomal recessive forms.
More recently, the biochemical and molecular basis
of many CDP syndromes has recently been elucidated
and a new aetiological classification has emerged.
CDP is classified into 3 major subtypes: autosomal
dominant Conradi-Hunerman type, X-linked recessive
type, and autosomal recessive rhizomelic type 22
Rhizomelic chondrodysplasia punctata (RCDP) is a
rare, autosomal recessive disorder characterized by
proximal shortening of the limbs due to the punctuate
calcifications of the epiphyses of long bones, cataracts,
developmental delay, and early lethality®. Some cases
were found to be secondary to teratogen exposure or
maternal conditions such as mothers with connective
tissue disorders. Incidence is found to be one in 100,000
live births'. Three genetic subtypes of rhizomelic
chondrodysplasia punctate are described. RCDP type
1is the commonest and is caused by mutations in the
PEX7 gene*. RCDP type 2 and type 3 are single enzyme
deficiencies in the plas-malogen biosynthesis pathway".
CDP is associated with several disorders, including
inborn errors of metabolism, disruption of vitamin K
metabolism, chromosomal abnormalities involving
peroxisomal and cholesterol pathways, embryopathy,
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and chromosomal abnormalities’. The abnormality of
cholesterol metabolism is also considered a cause of
CDP2. CDP is seen in associated with chromosomal
abnormalities like Turner syndrome, Down syndrome,
trisomy 18 (Edwards’s syndrome), and maternal
exposure to cytomegalovirus or rubella viruses?
Some cases were found to be secondary to teratogen
exposure or maternal conditions such as mothers with
connective tissue disorders.Incidence is found to be
one in 100,000 live births'. Three genetic subtypes of
rhizomelic chondrodysplasia punctate are described.
RCDP type 1is the commonest type and is caused by
mutations in the PEX7 gene*. RCDP type 2 and types
3 are single enzyme deficiencies in the plas- malogen
biosynthesis pathway’.

Materials and Methods

A 23+1 week fetus was brought to the
Department of Anatomy for conducting the routine
fetal autopsy. Informed and written consent was
taken from the parents before performing the
autopsy. A radiological examination was also done
before fetal autopsy to analyze the bony
deformities  associated  with chondrodysplasia
punctata. In fetal autopsy, internal as well as external
gross morphology was analyzed in detail. Maternal
history revealed that mother was 30 years old, fifth
gravida with previous four abortions. Medical history
of the mother was not significant and there was no
history suggestive of Systemic lupus erythematosus
(SLE) or intake of drugs like warfarin or phenytoin.
Antenatal scan was not suggestive of any fetal
malformation.
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Results

External Examination:

Gross examination of the fetus showed
dysmorphicfacies showing hypertelorism, depressed
nasal bridge and ridge, bilateral brachydactyly of
hands, bilateral overriding of the 4" toe over 3
toe ( Fig 1). There was no rhizomeliaas shown by
the proximal and distal limb measurements, which
corresponded to approximately 21-22 weeks.
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Internal Examination:

No suggestive malformations could be detected on
internal examination after the autopsy. All the internal
organs appeared normal on gross examination.

Radiological Finding:

The X-ray examination of the fetus was performed
before the autopsy suggested stippling of epiphysis at
the upper end of femur, sacral vertebrae, and pelvis
and also of the tarsal bones. Coronal clefts were seen
in the region of lumbar vertebrae (Fig 2).

Figure 1. Dysmorphicfacies, hypertelorism, depressed nasal bridge and ridge, bilateral brachydactyly of hands, bilateral overriding of the 4" toe over 3" toe.

Figure 2. Stippling of epiphysis at the upper end of femur, sacral vertebrae, pelvis and tarsal bones.
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Discussion

Chondrodysplasiapunctata (CDP) is characterised
by punctiform calcification of bones, especially the
epiphysis of the long bones, patellae and carpal and
tarsal bones. The sites to look on the radiograph are
spine, knee joint and shoulder. CDP is a heterogeneous
condition and can be caused by both genetic and
acquired defects. The acquired causes includematernal
use of warfarin or phenytoin, maternal SLE, maternal
malabsorption of Vit K® The negative maternal case
history for above ruled out acquired causes of CDP in
the present case. The genetic causes of CDP aredefect
in peroxisomal metabolism (Zellweger syndrome),
defect in cholesterol metabolism (Smith- Lemli- Opitz
syndrome), Rhizomelicchondrodysplasiapunctate, X-
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linked recessive chondrodysplasiapunctata, Conradi-
Hunermann syndrome and Autosomal dominant
chondrodysplasia punctatas®.

In the present case genetic counselling was offered
to the couple depending upon the final diagnosis
which requires molecular analysis of fetal DNA. In
the present case diagnosis of CDP was made after the
radiological examination of the fetus, hence this case
also illustrates the importance of radiology in fetal
autopsies.
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