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Synthesis and incorporation into the brain of di-4-amino-

3(RS)-hydroxybutanoic acid maleate

Shigetoshi M1YAMOTO
Department of Neurochemistry, Institute for Neurobiology,
Okayama University Medical School.
(Director: Prof. A. Mori)

Resolution of 4-amino-3-hydroxybutanamide and 4-amino-3-hydroxybutananilide was car-
ried out with optically active camphor-10-sulfonic acid and tartaric acid, respectively. Hyd-
rolysis of optically active 4-amino-3-hydroxybutanamide and 4-amino-3-hydroxybutananilide
on a strongly acidic resin yielded 4-amino-3(R)-hydroxybutanoic acid (R-GABOB) and 4-
amino-3(S)-hydroxybutanoic acid (S-GABOB). As Infrared absorption spectrums of R-GABOB
and 4-amino-3(RS)-hydroxybutanoic acid (RS-GABOB) were different, RS-GABOB was shown
to be a racemic compound. Although direct resolution of a racemic compound is impossible,
RS-GABOB was converted into a racemic mixture as the corresponding salt of m-
xylenesulfonic acid, and resolution was accomplished by selective crystallization. RS-GABOB
is a racemic compound, its incorporation into the brain is a little. It is known that incorpra-
tion into the brain of optically active R-GABOB is greater than that of RS-GABOB or optical-
ly active S-GABOB. We discovered that the incorporation into the brain of di-RS-GABOB-
maleate-1-YC, upon i.p. injection was greater than that of RS-GABOB-1-C. As di-RS-
GABOB-maleate has the monomolecular action of RS-GABOB in circulative blood, it passes
easily through the blood brain barrier.



