New heterocyclic compounds as inhibitors of rat
erythrocytes G6PD and 6PGD and docking studies
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Abstrace— Glucose-6-phosphate Dﬂhjri'ugm:use (ZE6PD) 15 the rate-loufing enzyme of the pentose phosphate
pathway. It catalyses the nreversible comversion of glucose 6-phosphate te 6-phosphoglucono-b-lactone m the presence
of NADP+[1]. 6-phosphogluconclacton Dehydrogenase (EP'IGD:I 15 the third enzyme in the pentose phosphate pathway.
It 1z 2 well-known oxdatrve carboxylase that catalyses conversion of §-phosphogluconate mto nbulose 5-phosphate
Inﬂuabsmufﬂ:aeenzymmiemﬂrmiemmcepﬁbletumdamedamage GEPD 15 assorciated with some
Immen diseases meluding cancer, metabolic disorders and cardievascular diseases. It was also reported that suppression
of 6PGD decreased lipogeness and ENA biosynthesis and increased reachive oxygen levels in cancer cells, lessemng
cell probiferation and fumour growth suggestng that 6PGED could be an anbcancer target. Therefore one amm of the
work described i this paper 15 to investigate the effect of some biclogically active indole derivatives on the activaty of
comesponding enzymes. The stedies revealed that while the bisindole derrvatives 1, 2 and 3 mbibited the actvity of
GEPD with an IC50 of 138 phd, 231 pM and 304 ph respectively, the studies of rat erythrocyte 6PGD mdicated that
the actrvity was increzsed 1o the presence of 1 and 2 and was mlubited in the presence of 3. Molecular docking studies
were also camed out fo understand the mechanism of mhibrhon/activation.
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