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Investigation of six mental retardation loci (MCPH1, M CPH2, M CPH3,
MCPH4, MCPH5, and M CPH6) associated with microcephaly north of Iran

I ntroduction: Primary autosomal recessive microcephaly isdefined asareduction
in head circumference. So far six out of ten Non-Syndromic Autosomal Recessive
Mental Retardation (NS-ARMR) loci associated with microcephaly (M CPH1-MCPH6)
which belongs to the family of MCPH (autosomal recessive primary microcephaly). So
far four genes have been identified: MCPH1, encoding Microcephalin; MCPH3,
encoding CDK5RAP2; MCPHS5, encoding ASPM; MCPH6, encoding CENPJ. Based
on MCPH heterogeneity studies in Pakistani and Indian population MCPH5 and
MCPH1 are more common than other loci.

Aim: The objective of this study was to investigate prevalence of ARMR associated
with microcephaly  in Iranian ~ families  from  north  of [ran.
Materials and methods: Total of 6 consanguineous families with two or more
affected individuals with  ARMR inheritance pattern have been collected after
obtaining consent form. Clinical examination and excluding chromosomal
abnormalities of the families was completed and they were subjected to
homozygosity mapping using STR (Short Tandem Repeats) markers for six mentioned
MCPH loci. The sequencing was performed for the linked families.

Results: four out of six families linked to three of these loci. Two were linked to
MCPH5, and each locus (MCPH1, and MCPH6) showed one linked family. We have
been able to identify a stop codon mutation in on of the MCPH families.

Conclusion: According to our finding MCPHS5, it seems to be the must prevalent. In
our northern population. Sequencing for causative gene is on the way.

Key words: Mental Retardation, ARMR, microcephaly, MCPH, Iran
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