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A Nonspecific Inhibitor

Anumberof laboratories currently
use the inhibitor tariquidar in posi-
tronemissiontomographicbrain imag-
ing studies in an attempt to measure
the density of the efflux-transporter
ABCB1 in the brain. However,
this inhibitor may not be as selec-
tive for ABCB1 as widely accepted.

Now Kannan et al. (DOI: 10.1021/
cn100078a) examine the transport-
er selectivity of tariquidar among
three common efflux transporters at
the blood-brain barrier. The authors
show that tariquidar is not a selec-
tive inhibitor of ABCB1 in human
cells.

Stabilizing an Antidepressant

Depression is estimated to afflict
close to 20 million Americans each
year. Globally, it is estimated that
121millionpeople suffer fromdepres-
sion. Disturbances of serotonergic
and noradrenergic systems of the
central nervous system (CNS) ac-
count for risk factors or symptoms
of depressionaccording to themono-
amine theory. The human serotonin
(5-hydroxytryptamineor5-HT) trans-
porter (SERT) is an integral mem-
brane protein which is responsible
for the uptake of 5-HT, Naþ ions,

and Cl- ions across the presynaptic
cell membrane. Numerous CNS ail-
ments such as depression are asso-
ciatedwith changes inuptakeof5-HT,
and the antidepressant citalopram
blocks uptake by acting at SERT.
Combs et al. (DOI: 10.1021/cn100-
066p) docked this antidepressant to
homologymodels of the human and
Drosophila SERT. The model pro-
posed by the authors supports the
hypothesis that specific tyrosine and
glutamate residues form stabilizing
interactionswith the antidepressant.


