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As part of an ongoing effort to probe the mechanism of dopamine transport inhibition, we have begun an investigation of the synthesis of modafinil.  On route to modafinil, analog forms of the drug have been synthesized, purified, and tested for inhibitory activity.  The first analog form contained a methyl ester in place of the amide functionality found in modafinil, and the second analog contained a modified amide bearing an isopropyl group.  Both modafinil analogs were active inhibitors of the dopamine transporter.  In particular, the analog containing the methyl ester functionality had a higher efficacy for inhibition than the intermediate containing the isopropyl amide.  Further work is being conducted to complete the synthesis of modafinil and its efficacy toward inhibition of the dopamine transporter will be compared to the data for the two analog forms.

