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human self-administration studies.)

c. Studies on Tolerance and Withdnmial

"Tolerance" is produced by a substance when the effects of the substance, at a given
dose, become less intense over time, or when an increasing dose over time is necessary to
cause an effect or response of a specified intensity. It is well documented that nicotine
produces tolerance in users. For example, novice smokers usually experience nicotine-related
effects such as dizziness, nausea, vomiting, and headaches.” These effects are not produced
in experienced smokers because they rapidly develop a tolerance to nicotine. Eventually,
smokers increase the amount that they will smoke, always ensuring that the level of nicotine
intake will fall below the level at which they would suffer undesirable physical effects and
above the level at which they would begin to experience withdrawal symptoms.’® Tolerance
to nicotine is not complete, because even the heaviest smokers can experience symptoms,
such as nausea and vomiting, when they suddenly increase their smoking rates.'”!
Additionally, the amount of nicotine needed to maint;in an addiction may plateau. (See
Appendix 1 for a summary of studies demonstrating tolerance to nicotine.)

Clinical studies on nicotine withdrawal have demonstrated that physiological effects
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