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Cryptogenic Infantile Intractable Epilepsy and Mutation Analysis of CDKLS Gene in Thai Children

ABSTRACT

Purposes: To screen CDKLS5 mutation in Thai children with cryptogenic infantile intractable epilepsy and

review the yields of CDKLS5 screening in particular groups of epilepsy.

Methods: Children with cryptogenic infantile intractable epilepsy were screened for CDKLS mutation

using multiplex ligation-dependent probe amplification and DNA sequencing. The screening yields were

reviewed by combining the results of studies using similar inclusion criteria in performing CDKL5

screening.

Results: Thirty eligible children (18 girls and 12 boys) with median seizure onset of 6.1 months

(interquartile range 4.0, 8.0) were screened for CDKL5 mutation. Almost 50 per cent had infantile spasms

and 20% had stereotypic hand movements. A novel p.R952X was identified in a girl making the screening

yield among females 5.5% in this study. The proband had severe mental retardation, multiple types of

seizures without Rett-like feature. Her mother had mild intellectual disability (IQ= 58), but her half sister

has normal IQ (IQ =100) despite having the same gene alteration. The proband also had two brothers

dying shortly after birth with no definite cause. The X-inactivation pattern of the mother and half sister

was random.

Discussion: The protein truncation was suggestive of pathogenic mutation, and male lethality in family

leaded to the suspicion of X-linked dominant disease. This alteration was found in <1% of our 713 control

alleles. Together with this study, combining results of studies showed clinical sensitivities of pathogenic



mutation among females having cryptogenic intractable seizures with onset before age 12, 9, 6 and 3

months were 4.7, 8.0, 11.0 and 14.3% respectively.
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