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Objective: Piper methysticum (Kava) is a phytomedicine which has demonstrated anxiolytic effects in both
animal modelsand clinical samples. Thisisthefirst study to assessthe safety and efficacy of kavavs. placeboin
ahomogeneous sampl e of subjectswith generalized anxiety disorder (GAD).

Materials and Methods: Thirty-seven adult outpatients meeting DSM-IV criteria for GAD were recruited.
Subjects were randomly assigned to 4 weeks of double-blind treatment with kava (up to 280 mg kaval actones/
day) or matching placebo. Weekly assessmentsincluded the Hamilton Anxiety Scale(HAM-A), Hospital Anxiety
and Depression Scale(HADS), Self-Assessment of Resilience and Anxiety(SARA), globa measures of clinical
change, adverse events, and withdrawal symptoms. A subsample was examined for differences in heart rate
variability (HRV) preand post treatment.

Results: Improvement was observed with both treatments and post hoc analysisreveal ed significant differences
based on baseline anxiety severity, with kava being superior on the SARA in low anxiety. Assessment of heart
rate variability revealed significant changesin baroreflex control with kavaas compared to placebo (p < 0.05), and
the magnitude of thischange correlated with clinical improvement (p < 0.05). Thetreatmentswerewell tolerated
and there was no evidence of withdrawal.

Conclusions: Whiletherewasno differencein overall improvement between the treatments, kava
demonstrated afavorable effect on reflex vagal control of heart ratein GAD. The herbal medicinewaswell
tolerated and not associated with withdrawal at the doses administered.
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