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Ethics committees and 
guardianship legislation
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TO THE EDITOR: In addition to a com-
plicated ethical approval process, new
privacy laws have presented challenges
for multicentre research studies.1 In Vic-
toria, an amendment to the Guardianship
and Administration Act 1986 came into
effect on 1 January 2003. We wish to
highlight its unanticipated ramifications.

We proposed to conduct a pilot study
on the feasibility of ascertaining cases of
Murray Valley encephalitis (MVE) in
Victorian hospitals. Currently, there is
no routine human surveillance for
MVE, and we intended to perform diag-
nostic tests for several encephalitis aeti-
ological agents on routinely collected
samples. A study protocol was devel-
oped and submitted in November 2002
to five Human Research Ethics Com-
mittees (HRECs), one at the Depart-
ment of Human Services and four at
hospitals where the study was to be
conducted. The case definition for
encephalitis included the criterion that
the patient had an “altered conscious
state”, and could not therefore give
informed consent.

Informed consent was to be provided
by the patient’s next-of-kin, but, in late
December, an HREC representative
alerted us to an imminent amendment to
the Act which stipulated that only a
guardian appointed by the Victorian Civil
and Administrative Tribunal (VCAT)
could provide consent to participate in
“any procedure carried out for the pur-
poses of medical research” on behalf of a
disabled patient (in this instance, a
patient with an altered conscious state).
The Act does not further define medical
research. Surveillance involves no inter-
vention, and it is unclear to us (and some
ethics committees) whether surveillance
was considered a “procedure”. We indi-
cated our uncertainty in a letter to VCAT
in January 2003.

If an application to VCAT were
required for each patient we wished to
enrol, then the study became unworka-
ble. Under legislative requirements,

VCAT is only obliged to “commence to
hear” an application within 30 days of
its receipt, which would prevent sur-
veillance being conducted in a timely
manner.

Awareness of the legislative amend-
ment differed between HRECs. In
December 2002, two committees gave
full approval for the study without refer-
ence to the amendment, while the
remainder gave conditional approval,
subject to complying with the amended
Act. VCAT wrote to HRECs in Febru-
ary 2003 to clarify the amendment, and
directly indicated to us that it did not
apply to our proposed study. In May,
despite the correspondence from
VCAT, one HREC reaffirmed its posi-
tion that applications must be made to
VCAT for consent for studies such as
this one.

Despite attempts at clarification, a
legislative amendment in Victoria has
created ongoing confusion about
obtaining consent on behalf of disabled
patients. Researchers planning studies
involving invasive procedures (eg, blood
chemistry or seroprevalence studies)
need to be aware of the amendment’s
potential impact. Differences in inter-
pretation of the amendment by the tri-
bunal and various ethics committees
highlight the need for further clarifica-
tion of the Act, as well as for centralised
and consistent assessment of HREC
applications.
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COMMENT: Fielding and Heath raise
two issues. The first is the increasing
barriers to the conduct of research as
the law and Human Research Ethics
Committees (HRECs) quite rightly
ensure the safety of participants in
human research. In the words of Cicero,
salus populi suprema est lex (“the welfare
of the people is the highest law”),1 but
the law is not immutable. The confu-
sion uncovered by Fielding and Heath
over the implications of the amendment
to the Guardianship and Administration
Act 1986 may prompt legislators to re-
examine the purpose of the Act in the

context of research involving patients
with “altered conscious state”.

The second issue raised is more gen-
eral. The plurality of HRECs’ interpre-
tations of the amendment may be
difficult to fathom by ordered scientific
minds: data are data, so why the differ-
ences in HRECs’ opinions? These frus-
trating differences are the bane of
researchers involved in multicentre
research.2,3 The 1999 National statement
on ethical conduct in research involving
humans4 empowers HRECs to minimise
duplication and allows for ethical and
scientific assessments made by one
HREC to be accepted by others.5 Nev-
ertheless, HRECs value their independ-
ence and are unlikely to relinquish it to
others easily.6 Various states are consid-
ering the feasibility of centralised ethical
bodies,5 but bureaucracy moves cau-
tiously and change is always slow.
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TO THE EDITOR: We wish to report a
case of acute liver failure associated with
the use of a herbal preparation that
contained several ingredients, including
Cimicifuga racemosa (black cohosh).

In January 2003, a 52-year-old
woman was referred to our unit with
acute liver failure. She had taken a
herbal preparation for three months (for
severe tinnitus), but ceased four weeks
before admission. The preparation was
made and provided by a pharmacist.
The preparation was supplied in a
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200 mL bottle and contained a mixture
of the fluid extracts of Nepeta hederacea
(ground ivy) 80 mL, Hydrastis canaden-
sis (golden seal) 20 mL, Ginkgo biloba
(ginkgo) 40 mL, Avena sativa (oats
seed) 40 mL and Cimicifuga racemosa
(black cohosh) 20 mL. According to the
information supplied by the pharmacist,
one gram of herb was contained in each
1 mL of extract, with the exception of
golden seal, for which 0.5 g of herb was
contained in each millilitre. The oats
seed fluid extract was supplied by
Southern Cross Herbal School (Gos-
ford, NSW), and all other fluid extracts
were supplied by the Herbal Extract
Company of Australia (Sydney, NSW).
The patient took a total of 600 mL over
the 3-month period (7.5 mL bd orally as
required). Before developing symptoms
of liver failure, the patient had taken no
other medications and had no risk fac-
tors for the acquisition of viral hepatitis.

On arrival, she was deeply jaundiced
but not encephalopathic. Liver span was
reduced and there were no signs of
chronic liver disease. The international
normalised ratio was 3.0 (normal, 1.0–
1.2), and she had serum concentrations
of albumin, 26 g/L (normal, 35–50 g/L);
b i l i rubin, 368 �mol/L (normal,
< 18 �mol/L); alkaline phosphatase,
230 U/L (normal, 35–104 U/L); alanine
aminotransferase, 1380 U/L (normal,
< 55 U/L); and � glutamyl-transpepti-
dase, 134 U/L (normal, < 45 U/L).
Extensive investigation excluded other
recognised causes of acute liver failure.

Her condition deteriorated over the
following week, with the development of
hepatic encephalopathy and hepato-
renal failure. She underwent liver trans-
plantation in early February 2003, and
had an uneventful postoperative course.
Examination of the explanted liver
revealed massive hepatic necrosis.

Following transplantation, the phar-
macist supplied samples of the individ-
ual extracts to the Therapeutic Goods
Administration (Canberra) for analysis.
The analysis revealed no undeclared
pharmaceutical drugs. Assay of the indi-
vidual extracts of golden seal, ginkgo
and black cohosh revealed the listed
ingredients to be present. The presence
of ground ivy and oats seed in the
extracts has not yet been confirmed
owing to the lack of a suitable reference
standard.

It is not possible to determine the
individual ingredient, or mixture of
ingredients, that resulted in acute liver
failure in this patient. However, this is
the third case of acute liver failure asso-
ciated with black cohosh ingestion to be
reported recently in Australia.1 In this
instance, liver failure progressed despite
cessation of the herbal therapy, and
transplantation was required, suggesting
that a process of irreversible liver injury
had been initiated before treatment was
ceased. It should be noted that ground
ivy contains pulegone, a known hepato-
toxin. However, the concentration of
pulegone in ground ivy is accepted to be
vastly less than in pennyroyal, where
pulegone-induced hepatotoxicity has
been reported.2 To our knowledge,
there are no reports of golden seal, oats
seed or ginkgo causing hepatotoxicity.

The popularity of herbal therapies is
due in part to their perceived lack of
side effects. It is important for the med-
ical and broader community to be aware
of the potential toxicity of these prepa-
rations. In any patient presenting with
unexplained hepatitis it is essential to
determine if there has been exposure to
herbal therapies, since early cessation of
treatment may be life saving.
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TO THE EDITOR: The randomised con-
trolled trial associated with the
Women’s Health Initiative (WHI) found
that long-term hormone replacement
therapy (HRT) with combined oestro-
gen–progestin causes net harm.1 Both
the article by Baber and colleagues on
HRT2 and a previous editorial by Patel
and colleagues3 imply that the method
used to calculate the confidence inter-
vals in the WHI report is questionable.
Baber et al suggest that “a trial such as
this, with multiple endpoints, should
use adjusted rather than nominal confi-
dence intervals to test individual end-

points for significance”.2 It is important
that this issue is clarified.

In the WHI report in JAMA, Table 2
shows both nominal and adjusted confi-
dence intervals for the primary and
secondary outcomes.1 Nominal confi-
dence intervals are appropriate for the
preselected primary outcomes of the
trial — breast cancer, coronary heart
disease and the composite global-index
score.4 Confidence intervals adjusted
for multiple comparisons are possibly
appropriate for the multiple secondary
endpoints in the study, but are not
advocated by all statisticians.5 In any
case, the decision of Baber and col-
leagues to concentrate on adjusted con-
fidence intervals for the preselected
primary outcomes is not valid.4

The purpose of confidence intervals is
to assess the effects of random variation
or chance. It is not sensible to suggest
that the extra harm that occurred in the
combined HRT arm of the WHI study
could be due to chance. Moreover, 42%
of women in the HRT group stopped
taking the drug, and 11% of women in
the placebo group started taking it.1

Therefore, the reported findings of the
intention-to-treat analysis underesti-
mated the true harm to individual
women taking long-term HRT. Also, if
duration of treatment is important (as
appears the case with breast cancer risk),
and because compliance decreased over
time, 5-year results underestimated
longer-term treatment harm.4

The aim of the WHI trial was to
assess whether long-term HRT is a use-
ful preventive intervention for post-
menopausal women. It did not assess
the short-term use of HRT to relieve
severe hot flushes. As Sackett points
out, curative and preventive medicine
are absolutely and fundamentally differ-
ent in their obligations and implied
promises to the individuals whose lives
they hope to modify.6 As a long-term
preventive intervention, HRT causes
more harm than good. Although the
absolute risks were small, millions of
women were prescribed this treatment
worldwide, causing harm to thousands.
Billions of dollars were spent on an
ineffective preventive intervention.6 The
thousands of Australian women who
stopped taking HRT on learning the
results of the WHI trial made a sensible
decision.




