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Development of Drug for Metabolic Syndrome---Hypoglycemic Compound nstpbp168 and Its Derivatives
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According to the previous results and the comments of the committee, we revised the third year project. We will aim to develop nstpbp168 and its
derivatives, optimization of synthesis and large-scale production for further needs in toxicology and preclinical evaluations such as the anti-diabetic
effect of nstpbp168 and its derivatives in type I, IT diabetic animal model, and their possible mechanisms of action and safety. In order to reach the
goals in developing new drug candidates for metabolic syndrome, anti-hyperglycemic, and anti-lipidemia agents, the major tasks of candidates
exploration are: (i) Preparation of chemical synthesized nstpbp168 and exploration its derivatives: completion of this task will result in further
understanding the mechanisms of nstpbp168 and its derivatives towards anti-diabetic and anti-lipidemia effects. Their structure-activity relationships
for structure optimization evaluation will be determined in order to optimize lead compound. Furthermore, synthesized compounds- nstpbp177,
nstpbp169 and derivative of nstpbp168 may be used as reference compounds in the field of in vivo metabolism. At the same time, the establishments
of large-scale preparation and schemes for those active compounds including Backup Compounds TMU-STDs with antihyperglycemic and
anti-lipidemic activities will be continued. (ii) Development of total synthesis of target compound and its derivatives: completion of this part will
result in continuous supplying target compounds (nstpbp168, 169, 177) for biological researches including pharmacological, pharmacokinetic,
toxicological, safety and formulations. Currently, nstpbp168 has been successfully synthesized; however, we are facing difficulty in large-scale
preparations due to the low functional group-converting rate of intermediate compound 23. Therefore, we will use compound 22 to synthesize
nstpbp168 according to the schemes for nstpbp177 synthesis. (iii) Pharmacological and toxicological analysis of target compounds: these tasks will
be proposed by professor Liu SH from department of toxicology of College of Medicine, Taiwan University. (iv) Preclinical studies will be
completed by collaborations in order to fasten the research accomplishments in order to evaluate marketing values of lead compounds. This
integrated project outcomes will facilitate the bio-technology promotion especially in pharmaceutics. Research and development on the anti-diabetic

and anti-lipidemia new drugs will also improve the pharmaceutical economic benefits in Taiwan.



