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Kava (Piper methysticum)

• A medicinal plant from the South Pacific

• The ground root used as a drink extract to 

reduce anxiety/tension & improve mood

• Supportive evidence found in studies using Kava for 
generalised anxiety 

• Concerns however over liver problems with some previous 
extracts (mainly European companies using acetonic and 
ethanolic extraction of kavalactones potentially from cheaper 
non-root plant material e.g. stem peelings)



Kava (Piper methysticum)

• Inhibition of GABA voltage-dependent 
sodium/calcium channels

• Enhances ligand binding to GABA-α

• Increases GABA receptor numbers &

regulates GABA transmission

• Noradrenaline re-uptake inhibition    
(pre-frontal cortex)

• Dopamine re-uptake inhibition     
(nucleus accumbens)

• Reversible MAO-B inhibition 



Kava Chemistry
(Lebot 2006)

Major Constituents

• Lipophilic resins called  

“kavalactones” or 

“kavapyrones”

• 18 in total with 

6 major kavalactones

• Chemotypes labelled 

from 1-6 (Lebot system)

e.g. 425631                                                                                                 



Kava and the Liver

• Previous global issues with  

liver toxicity

• Over 100 cases of ‘reputed’  

liver toxicity (pharmaceutical  

& traditional extracts)

• Still comparably very safe 

(2 cases/100 million doses)

• No major concerns noted in 

the  literature over the past 

15 years to my knowledge

May be due to... 

• Poor quality kava 

processing/storage/manufacturing, 

or use of chemicals

• Incorrect plant parts

• Inappropriate cultivars 

• Co-use with alcohol/medication

• Genetic differences/insufficiency



➢ 3-week RCT (n=60)

➢ Cross-over study

➢ Kava vs. Placebo (tablets)

(250mg of kavalactones)

➢ Adults with generalised

anxiety and different levels 

of depression



Anxiety Outcome Depression Outcome



The KALM Study

• 8 week RCT (n=75) 

• Participants with GAD and no depression

• Kava (120mg kavalactones) versus 

placebo (titrated to 240mg in non-response)

• Outcomes: anxiety scales, quality of life, 

sexual function, liver function

• Genetic polymorphisms:

GABA & noradrenalin transporters





NHMRC Grant 

APP1063383

Co-sponsored 

by Integria

Healthcare



Summary Trial Design 

• A 16-week (+ 2-week placebo run-out), 2-arm, double-blind, multi-centre RCT testing 

the effect of a standardised pharmaceutical-grade water-soluble extract of kava 

(240mg of kavalactones per day) versus placebo in adults with diagnosed GAD

• N=171 (pharmacogenetics: n=100, imaging: n=40)

• Adults aged 18-70 years 

- DSM-5 diagnostic criteria for GAD

- Currently anxious (scoring ≥ 18 on the HAMA)

- fMRI, MRS (GABA levels in ACC), gene expression and GABA-T SNPs







PLACEBOKAVA



SAFETY & ADDICTION 

• No serious adverse effects, no hepatoxicity

▫ However, one 18 yr old male had raised GGT from kava  

• No significant difference in the number of participants in 

the kava group [6/25 (24%)] compared to the placebo 

group [6/25 (24%)] wanting to increase their tablets

• A total of 1/25 (4%) in the kava group took more tablets 

than instructed, compared to 2/25 (8%) for placebo



SEXUAL EFFECTS

• Results on the Arizona Sexual Experience Scale (ASEX) showed 

that kava caused no diminishment of sexual performance /enjoyment 

• IN FACT… amongst females there was an indication an 

improvement of sexual function for the kava group (not for men)

• FURTHER… Kava was found to significantly increase women’s sex 

drive (ASEX sub-domain)

• The relationship between anxiety reduction and ASEX score for 

combined genders revealed a significant positive correlation between 

anxiety reduction and improved sexual effects from kava 



My personal perspective- considering the 

science, and safety, and cultural importance


