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In the course of developing novel therapeutic agents for the treatment of type 2 diabetes,
ciglitazone with 5-benzyl-2,4-thiazolidinedione skeleton was discovered. During structure-activity
relationship studies on the 2,4-thiazolidinediones, two highly potent compounds, pioglitazone and
AD-5061, were discovered. A large number of three novel classes of tetrazoles (I) and
thia(oxa)zolidinediones (II) with an @-(azolylalkoxyphenyl)alkyl substituent at the S-position,
starting from AD-5061 as a lead compound, showed potent antidiabetic activities in KKAY mice.
The antidiabetic effects of these compounds are considered to be due to potent agonistic activities
for peroxisome proliferator-activated receptor ¥(PPAR 7). We also succeeded in the enantiospecific
synthesis of 5-[@-(azolylalkoxyphenyl)alkyl]-2,4-oxazolidinedione (2) by asymmetric
O-acetylation of the corresponding o-hydroxyvalerate with immobilized lipase, followed by
cyclization of the oxazolidinedione ring.

We also found that a novel series of 5-(@-aryloxyalkyl)oxazole derivatives (III), starting from
AD-4610 as a lead compound, increased the endogenous production of neurotrophic factor,
especially brain-derived neurotrophic factor (BDNF), in human neuroblastoma cells. Moreover, we
showed that compound 3 produced on improvement in diabetic neuropathy accompanied by a
recovery of the BDNF level in STZ - diabetic rats. These results suggest that

- 5-(w-aryloxyalkyljoxazoles (III) might be clinically useful in the treatment of diabetic neuropathy.
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Ar = azole or phenyl, n = 3-6
R =0OMe, Mg, CN, etc.
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