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Wiedemann-Rautenstrauch Syndrome

» Neonatal progeroid syndrome, also known as Wiedemann-
Rautenstrauch syndrome (WRS), Is an extremely rare,
heterogeneous disorder characterized by variable clinical

features and transmitted 1n an autosomal recessive manner.



Wiedemann-Rautenstrauch Syndrome




Wiedemann-Rautenstrauch Syndrome

WRS was first described by Rautenstrauch and Snigula in 1977 in two

sisters and by Wiedemann in 1979 in two unrelated individuals.

POLR3A Is the major locus of autosomal recessive WRS, resulting in

two alleles loss-of-function variants that alter binding and/or translation.



Clinical Findings

 Core manifestations of the syndrome are marked pre-natal and severe post-natal

growth retardation
(Intrauterine growth restriction (IUGR) and poor postnatal weight gain)

« Unusual face (triangular shape, convex nasal profile or pinched nose, sparse hair,

small mouth, pointed chin),



Craniofacial features

* Cranio-facial disproportion is evident, prominent forehead with
prominence of the frontal and parietal bones, relative macrocephaly
and pseudohydrocephalus (i.e., the head appears enlarged, but head

circumference is normal for the person’s age),
 widened fontanels (large anterior and posterior fontanels).

* prominent scalp veins



Craniofacial features

* The face have a triangular shape with hypoplastic bones, particularly

the mandible and malar bones , thyroglossal cyst

 The palpebral fissures are narrow with wide-spaced eyes, short nose

with anteverted nares, small low-set ears, micrognathia , small mouth
dental anomalies (natal teeth; hypodontia),

* sparse eyelashes and eyebrows, sparse scalp hair



Clinical Findings

 The thorax is narrow and short, with a wide base and clinically
normal spine, short neck and chest, and a prominent abdomen.

* The limbs are thin with some thickness and rigidness in the shoulders,
elbows, and knees

» Generalized lipodystrophy with localized fat masses

« And In some cases— progressive ataxia and tremor.
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Fat tissue distribution

(gla ) s JalSe
Ol 4l ) aiage e

Cadilas Lgalail o KauSE 40 8 maa o



Dental abnormalities
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Pathogenic POLR3A variant

Mutation Function
Transcription ID /Ref Seq Nucleic Acid Alteration Amino Acid Alteration Exon/ Intron Zygosity Chr location

POLR3A NM_007055.4 €.3337-11T>C - 25 Het 10: 77984023 AR Pathogenic




TG gene
IS related to
Thyroid dyshormonogenesis

Transcription ID Nucleic Acid Amino Acid Exon/

. . Zygosity Chr location Mutation Function
/Ref Seq Alteration Alteration Intron

TG NM_003235.5 c.2026C>T p.GIn676Ter 9 Het 8: 132887398 Likely pathogenic




Thank you
for your attention
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