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Study on secondary pharmacological effects and side effects of NC-2800
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(1) Improvement and implementation of a manufacturing process for 1 kg scale synthesis of NC-
2800 API. [Nippon Chemiphar]
While manufacturing drug substance for GLP studies, we have been implementing process
improvements and plan to deliver NC-2800 in the first half of the next fiscal year. We also
examined improvements of synthetic routes using cheaper starting materials and succeeded in

merging to intermediates at small scale. We are currently performing the scale up study.



(2) Nonclinical studies of NC-2800 [Nippon Chemiphar]
Some validation tests necessary for GLP studies were conducted. Radiolabeled NC-2800 for use
in pharmacokinetic studies was synthesized. In addition, structure estimation studies of NC-2800

metabolites was performed.

( 3) Efficacy and safety profiles of NC-2800 in animal models: differentiation from existing
competitors [National Center of Neurology and Psychiatry]
Single treatment with NC-2800 produced an antidepressant-like effect in rats. This effect was

antagonized by a selective delta opioid receptor (DOR) antagonist.

(4) Study on secondary pharmacological effects and side effects of NC-2800 [Nippon Chemiphar]
Effects of NC-2800 on convulsion induction and gastrointestinal motility inhibition in animals
were small and the safety margin was sufficiently secured. We also examined the major

metabolite and did not find any serious effects.

(5) Development of improved and New synthetic methods of NC-2800 [Kitasato University]
Study on the improvement of the current synthesis method was stopped in the last fiscal year.
In this fiscal year, we focused on developing a new synthetic route using starting materials

derived from inexpensive natural products.

(6) Development of synthetic pathway of NC-2800 [University of Tsukuba]
We devised a novel synthetic route of NC-2800 from an economical non-natural product as a
starting material. In this year, synthesis of an important intermediate with a tricyclic structure
was achieved. In addition, we explored the synthetic route of NC-2800 from the intermediate

compound, and the optimal conditions for asymmetric synthesis.
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