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Abstract

Congeni tal Hypothyroidism Due to TSH Deficiency and its Mass "Screening

Kiyoshi Miyai* o
ol JO ek . L ® s 4 ¥ stefokc
Nobuynki Ashida, Yoshihide Hayashizaki, Keita Tatsumi, Kenichi Matsubara
We first reported a family with congenital hypothyroidism due.to i_sglated thyrot—
ropin (hTSH) "deficiency" . Cloning these patients' hTSH B—sula;pmit gene and
determining its sequence revealed a single amino acid substitution caused by a

GGA (129 th amino acid Gly) to an AGA (arginine) tramsition. We further de-
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veloped a genomic Southern hybridization procedure using Mael endonuclease and are
continuing to test a broader population. By this method we analyzed some mem-—
bers of the 3 families. All 4 patients (TO-1,TO-2, TA-1,0S~1) were homo-
zygotes, and their parents were heterozygotes. Heterozygous carriers were also
found in some clinically normal subjects in these families .

Even after careful examinations of family history, no relationships have been
recognized among these 3 families . However their ancestors are from a small
district in Japan and another one bp substitution in the intron is identical in all
patients . These findings support the hypothesis that this mutant gene originated
from one ancestor . Assuming that occurrence of the patients is 3 cases in 20
yvears within the same district and live birth in this district are 18,000 per year,
the gene frequency and frequency of heterozygous carrier are estimated to be 0.0029
and 0.0058 (1,/170) respectively . ‘
Therefore we attempt to perform mass screening for congenital hypothyroidism due
to TSH deficiency in this district . We developed an enzyme immunoassay for
measuring free thyroxine in dried blood samples on filter paper . This method is

simple , rapid and non hazadous . We started a pilot study .
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T ‘ 3 * TSH deficiency A Short stature

66b 6&6 7/ Propositus A Down Syndrome
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