Congenital insensitivity to pain with anhidrosis (CIPA)
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A case Report
Congenital insensitivity to pain with anhidrosis (CIPA) or hereditary sensory and
autonomic neuropathy type IV (HSAN IV) is a rare, autosomal-recessive sensory
neuropathy, first reported by Nishida in 1951.[1] CIPA is caused by mutations in the
Neurotrophic tyrosine kinase, receptor, type 1
(NTRK1, TRKA) gene.[2] There does not seem to be a particular ethnic distribution for this
recessive disorder but one half of reported cases have occurred in consanguineous
marriages.[3]
The cardinal feature of CIPA is absent or markedly decreased sweating causing episodic
fevers and extreme hyperpyrexia which is usually the earliest sign of the disorder. Anhidrosis
also contributes to the thick and calloused appearance of the skin with lichenification of
palms, dystrophic nails, and areas of hypotrichosis on the scalp. [4] Emotional tearing is
normal. The insensitivity to pain is profound and results in self-mutilation, auto-amputation,
and corneal scarring. Fractures are slow to heal and large weight-bearing joints appear
particularly susceptible to repeated trauma, and frequently go on to the development of
Charcot joints and osteomyelitis.[5] The anomalous pain and temperature sensation is
because of the absence of afferent neurones activation by tissue-damaging stimuli and the
anhidrosis is the result of loss of innervation of exocrine sweat glands. [6]
Oral manifestations can lead to its diagnosis. The typical and common feature present in
infantile patients with HSAN type IV is a decubital ulcer on the ventral surface of the tongue.
They characteristically bite their tongue and fingers, apparently without pain, and their
tongue, with normal fungiform papillae, patients always have a bit or absent tip by the
second year of life because of self-induced trauma. The rest of their childhood is marked by
frequent accidental injuries resulting in significant morbidity. Lip wounds are noticed only
on the lower lip, because the lower lip is more likely than the upper lip to be injured by selfmutilation. Multiple missing teeth because of autoextraction is a characteristic finding in
more than one half of the subjects.[7]
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Neurologic studies such as electroencephalogram, cerebrospinal fluid, and sensory and
motor nerve conduction studies are normal in the majority of patients.[8] Typical histologic
findings include a complete absence of non-myelinated and small myelinated nerve fibers in
the dorsal root ganglia and normal number and structure of the sweat glands, but lack of the
innervations of small diameters neurons.[9]
Case report:
A 15 months old female infant was referred by pediatricians to the Dermatology
department of Assiut University Hospital, Egypt, presenting with multiple morphological
abnormalities in the face, hands & feet. The patient was a product of uncomplicated
pregnancy and delivery. Her parents were related by first degree consanguinity. they had five
healthy siblings: 2 boys and 3 girls and had no family history of similar condition.
Clinical examination revealed (Fig. 1, 2):
- Bilateral corneal opacities.
- Irregular defect in the lower lip & the right side of tip of tongue.
- Missing teeth and dental caries.
- Erythematous scaly patches on face mainly forehead.
- Shortening of index finger of left hand with fusiform swelling at its end.
- Peeled erythematous skin of the fingers & toes.
- Impaired sensation on the extremities.
- Dystrophic toe nails.
- Oval ulcer on sole of left foot.

Fig 1

Fig 2

Laboratory investigations including serum uric acid were normal.
Electroencephalogram and nerve conduction velocities were normal. Radiological bone
survey was normal apart from absent distal phalanx and amputated middle one of the left
index finger.
Normal audiogram but Tympanogram showed Eustachian tube dysfunction.
Magnetic resonance imaging of the brain (Fig. 3) revealed changes of cortical brain
atrophy at the frontoparietal region with normal corpus callosum.
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Fig 3
2 months later the patient presented with:
- loss of both thumbs and shortening of the other fingers.
- Traumatic ulcers at the forehead and left eyebrow.
- Completely eroded lower lip and anterior half of tongue.
To the best of our knowledge, this is the first case of HSAN Type IV to be reported in
Egypt, no similar cases has been found in their relatives. In addition to the classical features
of the disease, magnetic resonance imaging of the brain (Fig. 3) revealed changes of cortical
brain atrophy at the frontoparietal region and tympanogram showed Eustachian tube
dysfunction findings have not been reported in similar cases.
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