41756

Federal Register / Vol. 60, No. 155 / Friday, August 11, 1995 / Notices

analogues, (2) To gain insight into the neurobehavioral actions of nicotine, and

(3) To develop and use animal behavior techniques to screen nicotine analogues

Jor their nicotine eliciting properties.’*

Dr. DeNoble's research and that of other scientists working at Philip Morris on the
pharmacologic effects of nicotine showed that nicotine is self-administered by rats (i.e., is a
"positive reinforcer"), produces tolerance, causes a unique "prostration syndrome" when injected
into the rat brain that correlates to nicotine's ability to produce behavioral changes, and that
nicotine loses its effects when the rat is pretreated with mecamylamine, a substance that blocks
nicotine's effects in the brain.”*’ These studies also demonstrated that nicotine has
pharmacological activity in the brain, and that it has characteristics of other addictive substances
that make it likely to be abused.”® To evaluate potential nicotine analogues, Philip Morris tested

numerous substances to determine whether they duplicated nicotine's effects on the brain and

whether they had the same characteristics associated with abuse liability.*** Dr. DeNoble and
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