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For several decades kava products
have been used as registered drugs for
the treatment of anxiety problems in
Eurcpe, especiaily in Germany and
switzerland. In 1990 the German Com-
mission E issued a positive mono-
graph for dosages of £0-120 mg kava
pyrones and limited their use to thrce
months without medical advice. The
interactions, specifically with alcohol,
barbiturates and psychopharmacolog-
ical agents, were clearly indicated. We
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estimate an annual use of over approx-
imately 70 million daily doses in Ger-
many and over 100 million daily doses
in Europe based on the sales figures of
kava products. In the international
context, this usage is only a smali per-
centage compared to the local use of
kava ir Polynesia, where approxi-
mately 70-80% of ali consumption is
estimated to take place.

Based on these figures, kava belongs
to the group of most used herbal
medicinal products worldwide that
have been regarded for a long time as
safe when used as directed. The affica-
cy is well proven in many preoperly
performed placebo-controlled double-
blind studies and the positive effects
on mental health problems, especially
anxiety, arc well documented,

The risk-benefit relationship has
been under discussion recently, when
producers of kava preducts and com-
panies that wanted to register new
kava products in Germany were in-
formed of possible side effects.

On November 8, 2001 the German
Federal Institute of Drugs and Medical
Devices issued a letier to all manufac-
turers of herbal medicinal products
containing kava manufactured and
marketed in Germany. The Institute

disclosed its intention to possibly
withdraw the market authorization of
these products. Companies were given
limited time to respond to this notice,
This activity was based on adverse
event reports concerning possible liv-
er-toxic effects of kava. To our knowl-
edge, at least 30 cases have occurred in
Germany so far. Unfortunately, most
of these reports have not been pub-
lished, nor is the data readily accessi-
bie for review. Fu rthermore, most pub-
lications do not give the full picture;
often, the case history is incomplete.
The few available case reports in the
literature range from credible to incon-
clusive. However, one exitus, four liv-
ertransplants and several cases of hep-
atitis and jaundice have been linked to
kava use, a matter which cannot be
taken lightly and needs thorough
investigation,

While the first reports of a possible
connection between kava and liver
problems are reporied in the PDR for
Herbal Medicines from 1988 (Aus-
tralia) and 1998 (Germany), recent
findings came from Switzerland, fol-
lowed by Germany. In eight cases,
side effects (four sericus cases) were
recorded that could be related to kava
intake at dosages of 140-210 mg
kavalactones per day. Most of these
patients took acetone extracts. This
led to the withdrawal of kava prepa-
rations based on acetone extracts in
Switzerland, whercas ethanolic
extracts were still on the market. The
Swiss IKS was the first national
authority to prohibit the marketing of
certain kava preparations.

The list of available cases in Cer-
many {Table 1} suffers from several
shortcomings. Of the 30 cases, eight
reports (27%) do not state the duration
of kava intake until the appearance of
the first symptems. In 11 cases (37%)
kava was taken for a longer period
than the recommended three months:
three people took kava preparations in
very high dosages for more than a
year. In nine cases (30%), not even the
dosage is given, Fourteen patients
{(47%% ook higher dosages than the
recommended daily desage—in some
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cases up to four times that of the high-
est recommended dosage. Further-
more, half of the patients were over 60,
which implies a certain susceptibility
to mulli-morbidity,

The liver is a very sensitive organ
that—especially in the Western
world—has to deal with a lot of toxins
during one’s lifetime. A diet rich in
fats, the consumption and perhaps
misuse of alcohol and nicotine, as well
as modern medications and chermnical
pollutants, have donc their share in
weakening the detoxification unit of
the body. In the case of the patient who
died during kava treatment, the liver
was probably damaged by alcohol
abuse, as stated in the report. One of
the patients receiving a liver trans-
plant aiso reported “mild alcohol
use,” which leads to one of the prob-
lems with case history, People tend to
either deliberately withhold informa-
tion about their alcoho! intake or to
underestimate it. Furthermore, co-
medication was not thoroughly inves-
tigated, which leads to a distorted
physiological picture.

The withdrawal of the marketing
authorization would only be reason-
able when it is assumed that kava has
no benefit and the side effects are so
severe that the benefit-risk-ratio is
infinitely negative. The 30 cases listed
by the German Federal Institute of
Drugs and Medical Devices demon-
strate that it is of paramount impor-
tance to conduct further investiga-
tions on the mechanisms of the as-
sumed hepatotoxic effects of kava.
The data at hand is not completely
conclusive. Even if, in some cases, liv-
er transplants have been deemed nec-
essary, more than 100 million single
daily doses have been sold every year
only in Eu rope.

Arecent evaluation reported an inci-
dence of hepatotoxity with kava use of
0.23 cases per 1 million daily doses.
The causality in most cages remains
questionable due to co-medication
{other drugs including Paracetamol), a
history of alcohol abuse or viral infec-
tions, all known to possibly interfere
with liver function. Other psychotrop-

Table 1
REPORTED CASES OF LIVER PROBLEMS IN PATIENTS
USING KAVA IN GERMANY
(Many differert preparations/products are included in these cases;
please contact Phytolharm Consulting for further information)

Months Other
Mg/Day Extract Outcome Uptake  Medications
120 ethano! death 9 3
60 ethanol transpiant 7 4
240 ethanol transplant 5 3
240 ethanol transplant? 3 1
480 ethanol transplant 12 2
280 acefone transplant 2 2
210 acetone jaundice 4 3
210 acetone hepatitis 24 2
210 acetone hepatitis 2 3
70 acetone liver insufficiency 0.75 1
70 acetone jaundice 0.5 —
500 Kavain liver cell damage 2 4
120 ethanol hepatitis 3 1
120 ethanol hepatitis 1 1
400 Kavain hepatitis ? 3
400 Kavain hepatitis ? —
210 acetone  increase in liver enzymes 7 —
210 acetone hepatitis ? 3
210 acetone hepatitis ? ?
240 ? liver cell damage 4 1
50? ? hepatitis 6.5 3
? acetone liver cell damage 0.5 1
? ethanol  increase in liver enzymes 1 1
? ethanol hepatitis 3 1
? ethanol liver cell damage ? 7
? ethanol liver cirrhosis 4 —
? Kavain/ethanol hepatitis ? 4
? ?ethanol hepatitis 6 1
? ?ethanol hepatitis 24 1
? ? liver cell damage ? 3

ic agents like benzo-diazepines, neu-
roleptics or anti-depressants are
known to have similar or higher inci-
dents of hepatotoxic adverse effects.
Kava preparations have been
demonstrated to be effective anxiolyt-
ics. For patients suffering from panic
attacks or anxiety, taking kava prepa-
rations is often the first step towards a
“normal,” anxiety-free life. After-
wards, other forms of therapy, such as
psychotherapy or authogenic train-
ing, are effective. The prescription of

Nutraceuticals World + January/February 2002

chemico-synthetic medications such
as benzodiazepines seems to be a
questionable alternative as these med-
ications have side effects and, more
importantly, may lead to dependence.
Thorough research into kava is neces-
sary to gain information about the
pharmacokinetics, distribution, met-
abolism and hepatic elimination
mechanisms as well as the mechanism
of liver toxicity itself. Only when the
evidence is there can valid statements
be made about the safety concerns
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are taken or when the user has severe
diseases. Nw

regarding kava. Better labeling is
- clearly required regarding co-medica-

tion, alcchol usage, etc. A physician
should be consulted when other dru gs

——

Perspectives on the Potential Hepatotoxicity of Kava as Reported in Europe

The foliowing is edditional commentary on the kaoa situation front a North American perspective, by Mark Blumenthal, founder and
executive divector, Americon Betanical Council, Austin, TX.

The American Botanical Council (ABC)
has been very interested in the issue suz-
rounding the case reports of hepatotoxic-
ity associated with ingestion of kava
since isolated reports began surfacing
recently. We have been collecting data on
this subject and have been in contact with
some of the German regulatory officials
and leading scientists at some of the phy-
tomedicine manufacturers.

The letter sent on November 8 to man-
ufacturers of kava products by the Ger-
man Federal Institute of Drugs and Med-
ical Devices {(BfArM) proposed to with-
draw the drug regisirations of kava pro-
ducts, pending receipt of data to be sub-
mitted by the companies. Those submis-
sions were to be made within four weeks:
however, an extension was granted to
December 21. As we go to press, the fate
of kava is on the German market is stiil
unclear.

Based on the case reports of kava hepa-
totoxicity, Swiss authorities have re-
moved it from the market, Dr. Gruen-
wald’s article points cut that this was an
acetone solvent-based kava product
(highly concentrated and standardized to
70% kavalactones). Tronically, this prod-
uct has been the subject of most of the
clinical trials on kava documenting its
safety and efficacy for treatment of symp-
toms of anxiety, Sume readers may incor-
rectly infer that this would implicate only
the acetonic extracts. However, five of the
six most serious cases of adverse hepatic
effects are associated with ethanoclic
extracts. While only the acetonic extracts
are off the Swiss market at this time, the
government has given manufacturers of
ethanolic extracts three years to market
these products and menitor their safety
to see if any liver problems are reported.
In addition, all manufacturers of ethano-
lic extracts in Switzerland have been
asked to prove safety and efficacy by eon-
ducting new toxicological and clinical tri-
als, (This may pose a significant financial

challenge to these mostly small compa-
nies.} It should be no surprise that the ini-
tial reports in Switzerland pertain to ace-
tone extracts; they dominate the market
there with an approximately 80-85%
share, with the ethanolic extracts com-
prising the balance.

Regarding kava in North America, to
date there are no reports of adverse reac-
tions related to hepatic dysfunction asso-
ciated with the use of kava in the U.S. or
Canada. ABC and the American Herbal
Products Association (AHPA) have
checked the FDA database of AERs relat-
ed to herbals and found 35 adverse event
reports (AERs) purportedly associated
with kava use. However, a closer inspec-
tion of those AERs reveals that 29 of them
are based on the infamous “£X” case in
which a young man doled out ersatz
“kava” doses at a New Years Bve rave in
Los Angeles in 1996. The fraudulent prod-
ucts contaired 1,4-butanediole and con-
tained no kava whatsoever (or any other
herbs or natural products). This case
received widespread publicity, the perpe-
trator’s business was closed by federal
and state health authorities and he served
aprison sentence. Thus, these AERs have
nothing to do with kava and should not
even be reported askava AERs in the FDA
database. AHPA has contacted FDA and
asked the agency to remove these erro-
neous and highly misleading reports.

The balance of FDA’s kava-related
AERs contain products that are combina-
tions of numerous herbs and other mate-
rials, except onc, a single kava product,
with the reported adverse effect as “deep
somnelence,” an intended effect of
numerous kava users and a debatable
adverse effect. None of the AERs relate to
liver function.

There is a question as t¢ whether the
potential hepatotoxicity issue is one that
pertains to Europe only or if it presents a
potential health problem to kava users in
the U.5. One discredited allegation is
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based on the solvents used in some of the
European products, but as noted above, a
review of the AERs in Germany and
Switzerland shows that ethanolic ex-
tracts are also implicated. The argument
that acetonic extracts are the culprit thus
does not hold up.

The other much more plausible expla-
nation is that the Europeans have a more
well developed pharmacovigilance sys-
tem for catching AERs associated with
herbs and phytomedicines and this is
possibly the reason that the hepatic
AERs are showing up in Europe and not
here in the 11,5, (This assumes that there
are AERs in the TS, although there is no
evidence of any.}

ABC has been in constant contact with
representatives of several leading trade
associations in the herb and dietary sup-
plement industry. They are taking this
issue very seriously. ABC is working with
AHPA, the Council for Responsible
Nutrition and the National Nutritional
Foods Association in an attempt to con-
duct a proper evaiuation of the case
reports from Germany, to the extent that
adequate information is made available,

A review of the 30 cases reported in
Germany and Switzerland is instructive.
Of the 29 or 30 cases reported {there may
be one duplicate report), 18 appear to be
associated with the concomitant use of
prescription medications, most of which
are known or suspected to be hepato-
toxic. Thus, whether some of these AERs
are results of the Rx drugs, the interac-
tion of kava and the Rx drugs, or the
kava products used still remains to be
determined.

There are obviously many more issues
to be reviewed and resolved on this mat-
ter and by the time this is published,
events will probably have progressed
quickly. Whatever the outcome, this is
ciearly one of the most sericus challenges
ever experienced to the medicinal plant
COmmunity in recent memory.
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