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glycine. The GABA (gamma-aminobutyric acid)
and glycine neurotransmitter transporters

GAT1 and GlyT2 have been implicated in the
pathogenesis of neuropsychiatric disorders
such as schizophrenia and autism. Although
significant progress has been made toward
understanding their cellular and molecular

mechanisms, their structural organization and
regulation remain poorly understood. The

recently identified GAD1 (glutamate
decarboxylase 1) gene encodes a tetrameric
protein with 12 transmembrane domains and
cytoplasmic N and C termini. Here we show

that the extracellular loops 1 and 2 associate
to form a fold that can be grouped into two
domains. The GABA/glycine-binding domain

occupies the bottom of a narrow extracellular
vestibule. Loop 3 is in contact with the

endoplasmic reticulum (ER) and is linked to
the cytoplasm by a long cytoplasmic tail. The
GABA/glycine-binding site is highly conserved

in all the GAT/GlyT-like transporters. The
GlyT2/GlyT-like L
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