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Occupational exposure to HIV:
response to a system failure

Stacey L Emmett,* Adam J O’Brien,’
Joseph E Ibrahim®

*Research Officer, T Consultant Physician, Clinical
Liaison Service, Victorian Institute of Forensic
Medicine and the State Coroner’s Office, 57-83
Kavanagh St, Southbank, VIC 3006.
staceye@vifm.org

To THE EDITOR: Root-cause analysis is
an established, retrospective, structured
investigative technique' that was first
introduced into wide clinical practice in
public hospitals in Victoria in 2001.2 It
is usually reserved for investigating
infrequent and significant adverse
events and explores the nature and
causes of organisational systems fail-
ures.! It is important for all healthcare
professionals to understand this tech-
nique, as it is used increasingly by
healthcare organisations.

Cooper and Blamey’s Lesson from
Pracrice described the outcome of an
investigation using root-cause analysis
of an occupational exposure to HIV
from a needlestick injury.’> We com-
mend the analyses that identified multi-
ple failures of the system for reporting
and responding to occupational expo-
sures to hazardous material. The prac-
tice changes that ensued at Southern
Health demonstrate the value of root-
cause analysis.

However, more information and anal-
ysis is required about the mistaken use
of the stored serum samples. As the
authors explain, the initial information
was that the source patient tested nega-
tive for HIV antibodies. Some time
later, it was discovered that the speci-
men tested was not from the source
patient but from a patient of the same
surname in the same ward. This caused
a 3-day delay between the initial test
and the Infectious Diseases Unit being
notified that the source patient had
twice tested positive for HIV antibodies.

We contend this is an important and
common systems failure that usually
makes headlines of the form “Wrong
site, wrong procedure, wrong person
surgery”. The Joint Commission on
Accreditation of Healthcare Organisa-
tions developed a universal protocol
with the intention of highlighting the
causative systems failures and minimis-
ing the frequency of recurrences of
wrong-site surgery.*
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The information given by Cooper and
Blamey does not clearly explain why (ie,
the root cause) the incorrect specimen
was tested initially. The pathology
department’s review identified the pres-
ence of unacceptable “informal norms”
in the practice of blood collection and
labelling. The suggested remedy that
“all serum should be collected with
strict adherence to blood collection and
labelling protocols” is unlikely to pre-
vent a recurrence. Exhortation to do
better rarely solves the underlying prob-
lem. It is therefore important to under-
stand why health professionals violate
procedures and protocols.’

The experiences of Cooper and
Blamey demonstrate that some of the
limitations and benefits of root-cause
analysis depend on the depth of the
investigation. The early and unques-
tioning acceptance that strict adherence
to an existing protocol will prevent
another “wrong person” error is not
convincing. This contrasts with the
well-conducted inquiry and subsequent
management of occupational exposure
to needlestick injuries.

1. Wald H, Shojania KG. Root cause analysis. In: Shojania KG,
Duncan BW, McDonald KM, Watcher RM, editors. Making
health care safer: a critical analysis of patient safety prac-
tices. Evidence Report/Technology Assessment No.43 (pre-
pared by the University of California at San Francisco-
Stanford Evidence-based Practice Centre under Contract
No. 209-97-0013), AHRQ Publication No. 01-E058. Rockville,
Md: Agency for Healthcare Research and Quality, 2001.

2. Department of Human Services (Victoria). The clinical risk
management strategy 2001, updated Dec 2001. Available
at: clinicalrisk.health.vic.gov.au/index.htm (accessed Sep
2003).

. Cooper EE, Blamey SL. Occupational exposure to HIV:
response to a system failure. Med J Aust 2003; 179: 162-163.
. Joint Commission on Accreditation of Healthcare Organisa-
tions. Universal protocol for preventing wrong site, wrong
procedure, wrong person surgery. Available at
www.jcaho.org/accredited+organizations/patient+safety/uni-
versal+protocol/universal+protocol.pdf (accessed Sep 2003).

5. Reason J. Managing the risks of organisational accidents
Brookfield, Vt: Ashgate Publishing Company, 1997. ]
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IN REPLY: Emmett and colleagues
request more information and analysis
about the mistaken use of stored serum
samples.

The pathology staff member correctly
labelled the specimen of the patient being
bled but did not follow the protocol in
identifying that the patient was the same
as on the request slip. It had not been

highlighted that there were two patients
with the same surname (but different first
names) in the ward, and blood was col-
lected from one patient with a request
slip labelled for another. At specimen
reception, the protocols were again not
followed, as the staff did not check that
the minimum identifiers on the specimen
label and request form matched.

It is recognised that violations of pro-
cedures are not root causes and are not
directly manageable. The cause of the
procedural violation must be managed.!

The collection and labelling of blood
protocols were reviewed after this inci-
dent and found to be appropriate. The
root-cause analysis identified that the
protocols were not followed and that
unacceptable “informal norms” had
become practice in the collection and
labelling of specimens. Staff training
was examined and revised to ensure that
staff were aware of the content of the
protocols and that they followed them
accordingly. All staff members were
counselled about the importance of fol-
lowing correct procedures and the con-
sequences of not doing so.

Up to 1000 specimens are received at
specimen reception each weekday. New
“front end processing” technology is to
be introduced at the end of 2003. This
electronically scans the specimen and
request slip to ensure details match.

In the interim, in recognition that mis-
labelling will occur, all specimens relat-
ing to occupational exposures are
collected at the time of the incident.
Previously available results and serum
stored in the laboratory are not relied on.

1. Bagian J, Lee C, Gosbee J, et al. NCPS triage cards for root
cause analysis. Perry Point, Md: US Department of Veterans
Affairs National Center for Patient Safety, 2001. a

Management of healthcare
workers after occupational
exposure to hepatitis C virus

Nicola Magnavita

Researcher, ltalian Study Group on Hazardous
Workers and Institute of Occupational Medicine,
Catholic University School of Medicine, Largo Gemelli
8, Rome, 00168, Italy. magnavita@rm.unicatt.it

To THE EDITOR: The article by
Charles and colleagues’ is an interesting
contribution to the development of Aus-
tralian protocols for healthcare workers
infected with hepatitis C virus (HCV).
To date, most European countries have
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no national policy for HCV-infected
healthcare workers, and existing guide-
lines are advisory in nature and poorly
enforced. A panel of European and
American experts recently failed to
reach consensus on management of
HCV-infected healthcare workers who
perform exposure-prone procedures,
and concluded that screening for HCV
infection and restricting infected health-
care workers is not justified, based on
current published data.?

Today, the effectiveness of guidelines
relies solely on self-assessment of HCV
status from healthcare workers. How-
ever, collaboration of healthcare workers
might be problematic if management
criteria are not defined, and workers’
rights are not guaranteed. Issues such as
practice restriction, disclosure of sero-
logical status to patients, privacy and
discrimination need to be resolved.
Given the risk of HCV transmission
from healthcare workers to patients is
not clear, the burden of uncertainty rests
entirely with healthcare workers.
Because of the fear of discrimination,
needlestick injuries may be under-
reported, and infected workers may not
seek diagnosis and treatment because
they have greater legal protection if they
can honestly say that they did not know
their serological status.> Moreover, the
largely asymptomatic nature of HCV
infection may leave healthcare workers
unaware of their infective status.

The results of Charles and colleagues
suggest up to tenfold underreporting of
occupational injuries with blood expo-
sure in Australian healthcare workers.!
With this number of unreported expo-
sures, there may be two or three new
cases of HCV infection in healthcare
workers in metropolitan hospitals in
Melbourne each year — a figure similar
to the prevalence of occupational HCV
infection from notified injuries.

Paradoxically, the prevalence of HCV
infection in healthcare workers and the
transmission risk for patients cannot be
assessed without compulsory testing of
healthcare workers, but without risk
assessment there is no reason for this
compulsory testing. Overcoming this
Catch-22 with well-targeted epidemio-
logical studies may help create broad
consensus about policies for HCV-
infected workers.
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1. Charles PGP, Angus PW, Sasadeusz JJ, Grayson ML. Man-
agement of healthcare workers after occupational exposure
to hepatitis C virus. Med J Aust 2003; 179: 153-157.

2. Gunson RN, Shouval D, Roggendorf M, et al. Hepatitis B
virus (HBV) and hepatitis C virus (HCV) infections in health
care workers (HCWs): guidelines for prevention of transmis-
sion of HBV and HCV from HCW to patient. J Clin Virol 2003;
27:213-230.

3. Gostin LO. A proposed national policy on health care
workers living with HIV/AIDS and other blood-borne patho-
gens. JAMA 2000; 284: 1965-1970. O
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IN REPLY: Magnavita correctly points
out the need for a national policy on the
management of healthcare workers who
are either infected with or occupation-
ally exposed to hepatitis C virus (HCV).

Compulsory testing of healthcare
workers is neither practical, logical nor
fair in the current Australian healthcare
environment. Firstly, most healthcare
institutions do not currently have ade-
quate staff health systems in place to
ensure that staff are appropriately vacci-
nated against readily preventable dis-
eases, such as hepatitis B, measles and
varicella, let alone to test all staff for a
disease such as hepatitis C, for which
there is no vaccine. Secondly, awareness
about important issues, such as health-
care worker transmission-risk assess-
ment is embryonic (at best) in most
institutions. The risk of HCV transmis-
sion from infected healthcare workers to
their patients is generally considered to
be extremely low, but probably depends
on a number of factors, including the
nature of the patient’s procedure and
the healthcare worker’s injury and level
of viraemia at the time. Simplistic legal
opinions about such matters rarely help.
Finally, we agree that the rights of
healthcare workers are often neglected
in this era of litigation-driven medicine.
If these rights are not considered, and
infected or exposed healthcare workers
are simply excluded from all types of
work without any appropriate risk
assessment or compensation, then com-
pliance with any form of postinjury
testing is unlikely. However, rather than
ignoring this important workplace issue,
as we believe many Australian institu-
tions currently do, a logical assessment

of potential transmission risk is possible
that is both fair to the patient and the
infected worker. Stratification of health-
care workers according to their level of
HCV viraemia and whether they are
involved in exposure-prone procedures
is a logical start — this we have
attempted in our proposed guidelines.!

Some healthcare workers may avoid
being tested so that they can have the
protection of not knowing their serolog-
ical status.? However, recent studies
suggesting the efficacy of early treat-
ment of acute HCV infection’ mean
that it will actually be in healthcare
workers’ interest to know if they have
recently acquired HCV infection — as
long as they are treated in a manner that
protects their health and workplace
rights, while also protecting the rights of
their patients.

1. Charles PGP, Angus PW, Sasadeusz JJ, Grayson ML. Man-
agement of healthcare workers after occupational exposure
to hepatitis C virus. Med J Aust 2003; 179: 153-157.

2. Gostin LO. A proposed national policy on health care
workers living with HIV/AIDS and other blood-borne patho-
gens. JAMA 2000; 284: 1965-1970.

3. Jaeckel E, Cornberg M, Wedemeyer H, et al. Treatment of
acute hepatitis C with interferon alfa—2b. N Engl J Med
2001; 345: 1452-1457. O

Is grand multiparity an
independent predictor
of pregnancy risk?

A retrospective
observational study

Caroline M de Costa

Obstetrician and Gynaecologist,
Cairns Base Hospital, Cairns, QLD 4870.
carolinedec@hotkey.net.au

To THE EDITOR: As a “grand multip”
myself, I turned with interest to Hum-
phrey’s recently published study of
grand multiparity and pregnancy risk at
Cairns Base Hospital.! However, I can-
not support his conclusions.
Throughout the period of the study,
most grand multiparous women giving
birth at this hospital were actively man-
aged in the third stage of labour with a
regimen designed to prevent postpartum
haemorrhage (intravenous ergometrine/
oxytocin). Women of lesser parity were
also given preventive therapy, but gener-
ally in lower doses and less consistently.
This is a major confounding factor not
addressed in Humphrey’s study.
Clearly, an unknown, but probably sig-
MJA
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nificant, number of haemorrhages were
prevented by this treatment.

Given that 9.2% of grand multiparous
women still had a postpartum haemor-
rhage, any prospective randomised con-
trolled trial that allowed some of these
women not to have active management
of the third stage would be unethical.
Numerous other studies have shown an
association between grand multiparity
and postpartum haemorrhage.>* These
include the study of Babinszki and col-
leagues, which limited study subjects to
upper-class, private patients and thereby
eliminated many confounding variables.*

Humphrey’s study does not report the
severity of the postpartum haemor-
rhages that did occur; even a small
number of life-threatening haemor-
rhages could justify continuing very
active preventive measures in grand
multiparous women. The incidences of
anaemia and previous postpartum
haemorrhage, not recorded in the study,
would also be of interest; both are inde-
pendent reasons to actively manage the
third stage in women of any parity, and
there are good reasons to believe that
both may be more common in grand
multiparous women.

Humphrey also states that grand multi-
parous women did not have higher peri-
natal mortality rates or poorer maternal
outcomes than women of lower parity.
However, whenever possible throughout
the period of the study, grand multipa-
rous women were identified on booking
into antenatal care and treated by senior
obstetricians. Many had conditions
such as diabetes, hypertension, anaemia
and heart disease managed carefully to
ensure as good a pregnancy outcome as
possible. This focused obstetric care
could well have counteracted any natu-
ral tendency of grand multiparous
women towards poorer outcomes, and
thus it is not possible to draw any
conclusions about perinatal results from
the data provided.

What is clear from these data is that
grand multiparous women in far north
Queensland are often economically and
socially disadvantaged compared with
women of lower parity. This is a com-
mon finding in almost all studies of
grand multiparity.®?° We should
remember that these women are taking
home a new baby to conditions that
may already be quite compromised.
They deserve the best obstetric care we
MJA
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can offer them, and we should be very
cautious when reviewing protocols that
we do not increase risks to these women
or their babies.

Humphrey MD. Is grand multiparity an independent predic-
tor of pregnancy risk? A retrospective observational study.
Med J Aust 2003; 179: 294-296.

2. Bai J, Wong F, Bauman A, Mohsin M. Parity and pregnancy
outcomes. Am J Obstet Gynecol 2002; 186: 274-278.

3. Brunner J, Melander E, Krook-Brandt M, Thomassen PA.
Grand multiparity as an obstetric risk factor: a prospective
case-control study. Eur J Obstet Gynecol Reprod Biol 1992;
47:201-205.

. Babinszki A, Kerenyi T, Torok O, et al. Perinatal outcome in
grand and great-grand multiparity: effects of parity on obstet-
ric risk factors. Am J Obstet Gynecol 1999; 181: 669-674

5. Fuchs K, Peretz BA, Marcovici R, et al. The “grand multi-

para” — is it a problem? A review of 5785 cases. Int J
Gynaecol Obstet 1985; 23: 321-326. a
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Michael D Humphrey

Director, Obstetrics and Gynaecology, Women's and
Children's Health Service, King Edward Memorial
Hospital, PO Box 134, Subiaco, WA 6904.
Michael.Humphrey@health.wa.gov.au

IN REPLY: I thank de Costa for her
interest in the debate about excessive
medicalisation of normal childbirth in
women with significant parity. The
obstetric protocol manual of Cairns
Base Hospital did not, at any time,
discriminate in the details of manage-
ment of the third stage of labour
between grand multiparous and non-
grand multiparous women.

The statistical analysis in my report
shows that, once confounding factors
are accounted for, grand multiparous
women who labour spontaneously are
twice as likely as their less parous coun-
terparts to have a spontaneous vaginal
birth, with no statistically greater risk of
a postpartum haemorrhage requiring
transfusion.! The purpose of multivari-
ate analysis is to remove, as far as
possible, the influences of the con-
founding factors that de Costa’s
appraisal relies on.

The recommendation from my study
is not that grand multiparous women be
ignored, but that, if labour occurs spon-
taneously at the end of an uncompli-
cated pregnancy, they be treated no
differently to their less parous sisters in
terms of venous cannulation and blood
cross-matching. I am on record as
strongly recommending sensible, rou-
tine oxytocin-based management of the
third stage of labour in all pregnancies.?

In the end, the question is whether or
not evidence wins out over an individual’s
historically influenced clinical beliefs.

LETTERS

1. Humphrey MD. Is grand multiparity an independent predic-
tor of pregnancy risk? A retrospective observational study.
Med J Aust 2003; 179: 294-296.

2. Humphrey MD. The obstetrics manual. Sydney: McGraw-
Hill, 1995: 20. O

Prevention of cardiovascular
disease: an evidence-based
clinical aid

Neil H Cradick

General Practitioner, PO Box 1127, Buderim, QLD
4556. cradwhit@optusnet.com.au

To THE EDITOR: On opening the M¥A4
Focus document “Prevention of cardio-
vascular disease: an evidence-based
clinical aid”,! I expected to find useful
and contemporary guidelines for gen-
eral practice. However, I was surprised
to read two of the recommendations —
for the use of antihypertensive and
antiplatelet drugs in “low risk” patients
(those without risk-associated clinical
conditions or end-organ damage).

The document recommends drug
treatment only if systolic blood pressure
is > 180 mmHg or diastolic blood pres-
sure is > 100 mmHg in people under 60
years, or systolic blood pressure is
>160mmHg in people over 60 years.
While Fulcher et al' volunteered that
this was at odds with clinical practice,
they supported the recommendations
by stating that they were in accordance
with published guidelines. The data for
these conservative hypertension param-
eters were published nearly 10 years
ago,2 or derived from textbooks,’ and
are at odds with the 1999 WHO/ISH
guidelines,* and even more at odds with
the excellent Joint National Committee
(JNC 7) report.” The latter publication
recommends, after lifestyle recommen-
dations, drug treatment for a blood
pressure of 140-159/90-99 mmHg for
those without end-organ damage.

Furthermore, the focus document
recommends primary prevention with
aspirin in those with a calculated annual
cardiovascular event risk >3%. Hayden
et al® suggest antiplatelet treatment
should be offered to those with a 5-year
cardiovascular event risk >3%, which
equates to a >0.6% annual risk. The
benefit to harm ratio needs to be
explained to the individual, and therapy
should only be initiated once blood
pressure is controlled.

As an interested general practitioner
and user of evidence-based guidelines, I
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usually check the funding of publica-
tions, and, with the heavy emphasis on
the use of ACE inhibitors (in particular
ramipril) and statins (which are pro-
duced by Aventis Pharma), it is difficult
to rely on the evidence as presented. I
would hope that independent bodies
such as the National Prescribing Service
or Australian Prescriber could take the
pharmaceutical lead and produce desk-
top references with a more unbiased
opinion on the latest collection of evi-
dence that is shaking us up in primary
care medicine.

I would again refer readers to the
excellent hypertension guidelines men-
tioned above®® (in particular the JNC 7
reference card available on the Internet
at www.nhlbi.nih.gov/guidelines/hyper-
tension/jnc7card.htm), and caution
them to remain wary of easy-reference
desktop items funded by pharmaceuti-
cal companies.

1. Fulcher GR, Conner GW, Amerena JV, et al. Prevention of
cardiovascular disease: an evidence-based clinical aid
[Focus document]. Med J Aust 2003; 179 (21 July): 1-16.

2. The management of hypertension: a consensus statement
Med J Aust 1994; 160 (6 Suppl): S1-S16.

3. Wood D, de Backer G, Faergeman O, et al. Clinicians’
manual on total risk management. In: Davenport L, editor. A
guide to prevention of coronary heart disease. London
Science Press, 2000.

. Guidelines Subcommittee. 1999 World Health Organization —
International Society of Hypertension. Guidelines for the man-
agement of hypertension. J Hypertens 1999; 17: 151-183.

5. Chobanian AV, Bakris GL, Black HR, et al. The Seventh
report of the Joint National Committee on Prevention, Detec-
tion, Evaluation and Treatment of high blood pressure: the
JINC 7 report. JAMA 2003; 289: 2560-2572.

6. Hayden M, Pignone M, Phillips C, Mulrow C. Aspirin for the
primary prevention of cardiovascular events: a summary of
the evidence for the US Preventive Services Task Force
Ann Intern Med 2002; 136: 161-172. [m}
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Gregory R Fulcher,* John V Amerena,’
Greg W Conner*
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North Shore Hospital, St Leonards, NSW 2065;

1 Cardiologist, Department of Clinical and BioMedical
Sciences, University of Melbourne, Melbourne, VIC;
F Vascular Physician, Cardiovascular Diagnostic
Services, Sydney, NSW. gfulcher@med.usyd.edu.au

IN REPLY: We thank Cradick for his
critical review of our publication.! His
interesting points illustrate some of the
reasons we were keen to publish this work.

Firstly, the average practitioner is
confused about which guidelines (both
national and international) to follow.
Cradick refers to the JNC 7 report and
WHO/ISH guidelines (the committee is
familiar with these), but which to fol-
low? The committee decided a priori
that Australian national guidelines, if
they existed, would be referenced in

198

preference to overseas ones. We men-
tioned that current Australian hyperten-
sion guidelines should be revised, and
that clinical practice was probably at
odds with these recommendations.

Secondly, guidelines quickly become
dated. Cradick cites the recommenda-
tion of Hayden et al that aspirin should
be introduced if the annual risk of a
cardiovascular event is >0.6%.2 The
latest Australian guidelines® recom-
mending a >1% annual risk as the
treatment threshold were published just
after we received Cradick’s letter. The
Hayden article is thus (for some
patients) at odds with current local rec-
ommendations. Consistent with our
approach, we will include the Australian
recommendations in the first update of
our document (July 2004).

Cradick’s comments imply bias in
the presentation of the data; yet he fails
to substantiate this. Neither the clinical
trials quoted (nearly all of which are
funded by the pharmaceutical indus-
try) nor the conclusions or inferences
drawn have been challenged. He refers
to the “heavy” emphasis on the use of
ACE inhibitors and statins, implying
that this is inappropriate. We would
argue that, given the strength of the
evidence, this emphasis is appropriate,
and reflects current specialist practice
in tertiary centres. Careful reading of
the National Prescribing Service publi-
cations will show that “heavy” refer-
ence is made to the 4S,* LIPID,’
CARE,® and WOSCOPS” studies (for
example, NPS News 20 February
2002%), as well as to the prescribing
information for Lipitor (Pfizer), Prava-
chol (Bristol-Myers Squibb) and Zocor
(Merck Sharp & Dohme). We must
caution against “throwing the baby out
with the bath-water”. The HPS,
CARE, LIPID, WOSCOPS, HOPE,
PROGRESS, 4S, CURE, and CREDO
studies represent substantial and
widely acclaimed clinical trials that
have had a positive impact on clinical
care. They have all been funded by the
pharmaceutical industry.

Finally, about 130 GPs in clinical
practice had some input in compiling
and formatting this document. The
document was tested before publication
in over 30000 patients, and was peer
reviewed by several clinicians. It is a pity
that Cradick was not a participant in
any of these processes.

. Fulcher GR, Conner GW, Amerena JV, et al. Prevention of
cardiovascular disease: an evidence-based clinical aid
[Focus document]. Med J Aust 2003; 179 (21 July): 1-16.

2. Hayden M, Pignone M, Phillips C, Mulrow C. Aspirin for the
primary prevention of cardiovascular events: a summary of
the evidence for the US Preventive Services Task Force.
Ann Intern Med 2002; 136: 161-172.

3. Hung J, for the Medical Issues Committee of the National
Heart Foundation of Australia. Aspirin for cardiovascular
disease prevention [position statement]. Med J Aust 2003;
179: 147-152.

4. Randomised trial of cholesterol lowering in 4444 patients
with coronary heart disease: the Scandinavian Simvastatin
Survival Study (4S). Lancet 1994; 344: 1383-1389.

5. Prevention of cardiovascular events and death with pravas-
tatin in patients with coronary heart disease and a broad
range of initial cholesterol levels. The Long-Term Interven-
tion with Pravastatin in Ischaemic Disease (LIPID) Study
Group. N Engl J Med 1998; 339: 1349-1357.

6. Sacks FM, Pfeffer MA, Moye LA, et al. The effect of
pravastatin on coronary events after myocardial infarction in
patients with average cholesterol levels. Cholesterol And
Recurrent Events trial investigators. N Engl J Med 1996;
335: 1001-1009

7. Shepherd J, Cobbe SM, Ford |, et al. Prevention of coronary
heart disease with pravastatin in men with hypercholestero-
lemia. West of Scotland Coronary Prevention Study Group.
N Engl J Med 1995; 333:1301-1307.

8. National Prescribing Service. News 20 February 2002.
Prescribing pointers: lipid-modifying therapy. Available at
www.nps.org.au/site.php?content=/html/news.php&news=/
resources/NPS_News/news20#pp (accessed Jan 2004). O

Fatal fulminant hepatic failure
induced by a natural therapy
containing kava

Michael Thomsen,* Luis Vitetta,’
Mathias Schmidt,* Avni Sali$

*Research Associate, T Director of Research, § Head,
Graduate School of Integrative Medicine, Swinburne
University, 9 Frederick Street, Hawthorne, VIC 3122;
F Head of Toxicology, Society of Nutritional Medicine
and Dietetics, Harsewinkel, Germany
lvitetta@medicine.swin.edu.au

To THE EDITOR: Gow and colleagues
recently attributed fulminant hepatic
failure in an Australian patient to an
over-the-counter herbal product contain-
ing kava (Piper methysticum) that is exten-
sively used in the community.! We are
not convinced that kava caused this
patient’s liver failure. The hepatotoxicity
could have been due to other unidenti-
fied contaminants of the herbal prepara-
tion or to chromium (from the mineral
supplements also taken by the patient).
We tested a sample of the product
Kava 1800 Plus (Eagle Pharmaceuticals,
Batch No. 10711) by thin layer chroma-
tography (TLC) and high pressure liquid
chromatography (HPLC) methods, and
assessed it against defined standards.
Kavalactones were identified and quanti-
fied by normal-phase HPL.C. Kava was
positively identified, with a content of
about 47 mg of kavalactones per tablet
(the product label specifies 60 mg per
tablet). However, flavonoids from Scutzel-
laria lateriflora, analysed by reverse-phase
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HPLC, could not be found. Passiflora
incarnata, analysed by TLC, was also not
found, with none of the typical flavonoid
bands being detectable.

The absence of two ingredients listed
on the product label, P imcarnata and S.
lateriflora, raises a new concern that there
may be batch variations, as well as the
possibility of unknown adulterants or
contaminants being present. The possi-
bilities of contaminants and batch varia-
tion were not excluded in the case report
by Gow and colleagues.' The Therapeu-
tic Goods Administration established
that Kava 1800 Plus did not contain
common germander (Teucrium chaemae-
drys), a known adulterant for S. lateri-
flora. However, Teucrium species are
known to have hepatotoxic effects and
there are about 100 species, any one of
which could have been a contaminant.

Gow et al refer to 68 international case
reports of suspected hepatotoxicity with
the use of kava.! An independent analysis
of these 68 cases concluded that only two
were probable kava-associated hepato-
toxicities.? An incidence calculation from
these case reports indicates that hepato-
toxicity from kava occurs in 0.008 cases
per million daily doses,?> which repre-
sents an extremely low risk of adverse
reactions associated with kava.

Recently, a study on the potential
hepatotoxicity of kava found that the
aqueous extract of kava does not affect
results of liver function tests in rats.
Extracts were administered in daily dos-
ages of 200 or 500 mg of active kavalac-
tones per kilogram of bodyweight for 2
or 4 weeks. Sera were assayed for four
enzymes that are markers of liver toxic-
ity, and liver homogenates were assayed
for malondialdehyde formation, which
indicates changes in lipid peroxidation.
Kava did not elevate malondialdehyde
or the enzymes alanine aminotrans-
ferase, aspartate aminotransferase, alka-
line phosphatase or lactate dehydro-
genase. In fact, in certain instances,
these enzymes were significantly
reduced, suggesting a lack of toxic effect
of kava on the liver.> TLC analyses have
shown that there is no qualitative differ-
ence between aqueous, acetone or etha-
nol extracts of kava.?

We propose, given that patients can
consume other over-the-counter prod-
ucts such as chromium (shown to have
hepatotoxicity at high concentrations),’
that all products consumed by patients
MJA
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must be evaluated before causality can
be attributed to a particular herb.
Reports of case records associated with
hepatic failure due to kava require
proper verification and documentation
of all the findings.

1. Gow PJ, Connelly NJ, Hill RL, et al. Fatal fulminant hepatic
failure induced by a natural therapy containing kava. Med J
Aust 2003; 178: 442-443.

2. Teschke R, Gaus W, Loew D. Kava extracts: safety and risks
including rare hepatotoxicity. Phytomedicine 2003; 10: 440-
446

3. Singh YN, Devkota AK. Aqueous kava extracts do not affect
liver function tests in rats. Planta Med 2003; 69: 496-499.

4. Loew D, Franz G. Quality aspects of traditional and indus-
trial kava-extracts. Phytomedicine 2003; 10: 610-612.

5. Lanca S, Alves A, Vieira Al, et al. Chromium-induced toxic
hepatitis. Eur J Intern Med 2002; 13: 518-520. [m}

Paul J Gow,* Nathan J Connelly," Richard
L Hill,¥ Peter Crowley,’ Peter W Angus'

* Gastroenterologist, T Gastroenterology Registrar,

9 Director, Department of Gastroenterology and Liver
Transplantation, § Pathologist, Department of
Anatomical Pathology, Austin and Repatriation
Medical Centre, Studley Road, Heidelberg, VIC 3084;
I Medical Officer, Adverse Drug Reactions Unit,
Therapeutic Goods Administration, Canberra.
paul.gow@armc.org.au

IN REPLY: Thomsen et al raise several
points regarding our recent report of a
death following ingestion of a prepara-
tion containing kava.'

The first is that the results of their
analysis of the herbal preparation differ
from those of the Therapeutic Goods
Administration (TGA). The TGA
found Passiflora incarnata in the tablets,
whereas Thomsen and colleagues did
not. The explanation for this lies in the
fact that different batches of the product
were analysed by the two laboratories.
The analysis we reported relates to
batch 13861, which was the source of
the patient’s tablets. Thomsen and col-
leagues have analysed material from a
different batch that may have contained
different components.

Thomsen et al also raise the possibil-
ity that Teucrium, a known adulterant of
Scutellaria, may have been present in the
preparation. With respect to this issue,
the TGA tested for both T. chamaedrys
and 7. canadensis and found none
present. They also tested for the pres-
ence of the chemicals teucreoside and
verbascoside, both of which are found
in many ZTeucrium species. Neither was
present. The raw materials used to
make the tablets were also analysed, and
no evidence of Teucrium substitution or
contamination could be found.

The next point raised is whether the
association between kava use and hepa-
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totoxicity is causal, and they quote an
analysis published in the journal Phyzo-
medicine, in which the authors claimed
that kava was the probable cause in only
two of 68 reviewed cases. In marked
contrast, the Journal of Heparology, in
July 2003, published an analysis of 36
cases of hepatitis associated with the use
of kava.? The review concluded that
kava was the certain or probable cause
of the hepatitis in 24 of the 36 cases.
Worryingly, eight of these patients
required liver transplantation.

Thomsen and colleagues then point
to a lack of evidence of hepatotoxicity in
studies in rats administered kavalac-
tones.”> We believe it is inappropriate
and misleading to suggest that a study
of this kind could rule out the possibility
that kava preparations cause life-threat-
ening but uncommon idiosyncratic
hepatotoxic reactions in humans.

Finally, Thomsen et al wonder whether
the patient’s illness may have been due to
chromium toxicity. However, the illness
was not suggestive of chromium poison-
ing.* There is no reason to believe that
chromium was present at other than nor-
mal background levels.

1. Gow PJ, Connelly NJ, Hill RL, et al. Fatal fulminant hepatic

failure induced by a natural therapy containing kava. Med J

Aust 2003; 178: 442-443.

Stickel F, Baumuller HM, Seitz K, et al. Hepatitis induced by

Kava (Piper methysticum rhizoma). J Hepatol 2003; 39: 62-67.

3. Singh YN, Devkota AK. Aqueous kava extracts do not affect
liver function tests in rats. Planta Med 2003; 69: 496-499.

4. Haddad LM, Shannon MW, Winchester JF. Clinical manage-
ment of poisoning and drug overdose. 3rd ed. Philadelphia:
WB Saunders Co, 1998. a
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Licensing thalidomide
in Australia

Colin L Crawford

Retired physician, 23 Grafton Road, London, W3 6PB,
UK clcraw13@hotmail.com

To THE EDITOR: The Australian Drug
Evaluation Committee (ADEC) has rec-
ommended that thalidomide be
approved for the management of ery-
thema nodosum leprosum. This recom-
mendation has now been accepted by the
Therapeutic Goods Administration. Was
ADEC unaware that the World Health
Organization no longer recommends
thalidomide in the management of this
complication of lepromatous leprosy?"*?

1. Pannikar V. The return of thalidomide: new uses and
renewed concerns. Available at: www.who.int/lep/TAG/
Thal.doc (accessed Jan 2004).
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2. WHO Leprosy Team. No role for thalidomide in leprosy.
2003. Available at: www.paho.org/English/AD/DPC/CD/tha-
lidomide.htm (accessed Jan 2004). ]

Martin HN Tattersall

Chairman, Australian Drug Evaluation Committee; and
Professor of Cancer Medicine, Blackburn Building
D06, University of Sydney, Sydney, NSW 2006
mtatt@med.usyd.edu.au

IN REPLY: When it considered thalido-
mide for registration for management of
erythema nodosum leprosum (ENL)
and another indication (myeloma), the
Australian Drug Evaluation Committee
(ADEC) was not aware that the World
Health Organization (WHO) does not
recommend the drug for this indication.
ADEC bases its recommendations on
review of the scientific and clinical evi-
dence submitted concerning the effi-
cacy and safety of products submitted
for registration.

In the case of thalidomide in the
management of ENL, ADEC reviewed
the results of several randomised stud-
ies, together with additional published
reports. Data from the US Public
Health Service analysing the entire
experience of thalidomide use in ENL
in the United States from 1978 to 1994
were also reviewed. The committee
concluded that the efficacy of thalido-
mide in acute ENL is beyond dispute.
Moreover, thalidomide was also shown
to be useful in patients with ENL
already treated with corticosteroids and
dapsone. ADEC discussed the side-
effect profile of thalidomide in the ENL
studies and concluded that skin rashes,
sometimes with eosinophilia, were
somewhat more common than in the
myeloma studies that were also
reviewed.

In regard to safety concerns relating to
thalidomide’s teratogenicity, the com-
mittee was informed of the sponsor’s
proposed risk management program,
which is based on mandatory registration
of prescribing doctors, patients and dis-
pensing pharmacists. This program is
based on an effective program in the US,
where the Food and Drug Administra-
tion has registered thalidomide for treat-
ment of ENL. ADEC felt that the risk—
benefit ratio favoured registration for
ENL (and myeloma). However, the
committee resolved that a boxed warning
should be included stating:

Thalidomide has caused severe birth

defects when taken during pregnancy.
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Thalidomide should never be used by
women who are pregnant or who could
become pregnant whilst taking the
drug, or could become pregnant within
four weeks after stopping the drug.

Even a single dose can cause severe

birth defects.

I have reviewed the WHO docu-
ments referred to by Crawford,"? and
consulted Medline. I have also had
access to a review article in press in the
Lancet.> 1 believe the evidence indi-
cates that thalidomide is superior to
steroids in controlling ENL. Britton
and Lockwood state that thalidomide
is the drug of choice for men with
ENL;> however, they comment that
using thalidomide in women with ENL
is a difficult decision for a woman and
her doctor. The WHO documents
emphasise that any benefit from tha-
lidomide must be balanced against its
known toxicity, and conclude that
experience has shown that it is virtu-
ally impossible to develop and im-
plement a foolproof surveillance
mechanism to combat thalidomide
toxicity.

ADEC concludes that thalidomide is
an effective and useful drug in the man-
agement of ENL, and that the risk
management program which is to be
established in Australia, together with
the inclusion of a boxed warning, will
ensure that the risk-benefit profile of
thalidomide use in ENL is favourable.

1. Pannikar V. The return of thalidomide: new uses and

renewed concerns. Available at: www.who.int/lep/TAG/
Thal.doc (accessed Jan 2004).

2. WHO Leprosy Team. No role for thalidomide in leprosy.
2003. Available at: www.paho.org/English/AD/DPC/CD/tha-
lidomide.htm (accessed Jan 2004).

3. Britton WJ, Lockwood D. Leprosy: changing approaches to
an ancient disease. Lancet (in press). ]
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