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Abstract

Study on the Prader-¥illi and the Angelman syndromes.
An approach to clarification of the causes and pre-causal factors

Jun-ichi Hamabe and Norio Niikawa
Department of Human Genetics, Nagasaki University School of Mdicine

In order to know (1)the cause(s). (2)factors influencing the cause.
and (3)the relationship between the cause and symptoms of Prader-Willi
(PWS) and Angelman (AS) syndromes. we studied a total of 59 patients
clinically and molecular-genetically.

Of 48 PWS patients, 28 have a DNA deletion at 15911.2. and 5 of 11 AS
patients have deletion at the identical region. The result indicates
that the gene defetion is one of the causes for both syndromes. Segre-
gation analyses using RFLPs as markers showed that the deleted chromo-
some 15 in 5 PWS patients is of paternal origin, while that in 2 AS pa-
tients (siblings) is of maternal origin. The latter result suggests (1)
the occurrence of two successive mutations in maternal ocogenesis,
(2)germinal mosaicism in the mother, or (3)the mother herself is a dele-
tion-carrier. The origin of t{15:;15) in a PWS patient is maternal,
indicating lacking of paternally derived chromosome 15. This result is
consistent with the previous hypothesis that the 15q11.2 region in PWS
patients is genetically imprinted, i.e., parental imprinting.

Clinical study showed that P¥S patients without deletion tend to have
normal sized hands and feet.
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