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impact is smafl. Morte to the point, they have not been
allocated batween the different alcohot groups and 50
cannot be inctuded in a comparson of the pattern of
taxation.

The most refevant point in Wilson's lefter is that sales
taxes on wing have been raised since the original study
was conducted. He claims, without supporting evidence
or reference, that the retaid tax component of wine is
now 16.4% . Our figures, based upon Commonweaith
data. show something smaller. However even his figure
is several orders of magnitude less than the 42% and
91% mark-up on the cost of beer and spints respec-
tively which resuit {irom the excise on these products.
Akcohol taxes :n Austrakia remain arbitrary.

Wilson's data on the cost of producing a litre of
alcohol also difter somewhat from the authoritative
figures produced by the Commonwealth. However they
are aiso largely irrelevant. If the object of public policy
is to minimise the rmpact of laxes upon consumption
benelits then the refevant data are the price elastcity
of demand and the overall cost of production (of the
product, nat of the alcohol). If the policy cbjective is the
miammisation of alcohol related i health the relevant
data are the price elasticity of demand and the alcohol
content of the beverage Curreat and past policies in
Ausiraliz have not reflected edther of these objectives.

Jetf Richardson

Professor Natonal Centre for Health Program Evaluabon
Departreent f Fronaemecs Monash Unsatsty. Clayton VIC 3168

Reducing agents and AIDS — why are
we waiting?

To the Editor: In Australia we read or hear very little
about the possible therapeutic benefits of the adminis-
tration of reducing agents to individuals infected with
tha human immunodeficiency virus {HIV) and patients
with acquired immunodeficiency syndrome (AIDS). In
spite of the rapid escafation of biological knowledge
much of medicine is stil dependent on the (sometimes
serandipitous) assembly of empirical observalions.
Perhaps this fact has been. overshadowed by the
masteriul technolagy of the AIDS era.

There is now abundant evidence that HiV-positive
individuals as well as AIDS patients have an altered
redox state and that this may be an important factor
in their disease process. For example, in February 1989
Eck and his colleagues showed that piasma tevels of
acig-soluble thicks (cysteine) and glutathione levels int
peripheral blood mononuclear cells and monocyles are
significantly decreased in the various ADS groups.?
Their in-vitro studies also showed a strong dependence
of intraceliular glutathione concentration on extracel
lular cysteine with an accompanying strong correlation
between the glutathione concentration and the viability
and functional activity of T cells.

In December 1989, Buhi et al. described systemic
and lung epithelial lining fluid ghitathione deficiency in
symptom-free  HiV-positive individuals ? The levels
reparted were respectivety 30% and 60% ot the tevels
in healtny controls. These authors also pointed out that,
although unexplained, the glutathione deficiency might
be a direct causative factor n the reduced immune
function observed in patients with HiV infecton.
Giutathione is the major transport system in plasma for
the sutphydryl-containing amino acid cysteine which
itselt 15 a major antioxxdant. Oxidants cause breaks in
the DNA strands of lymphocytes and damage many of
their innate functions Sulphydryl compounds also
augrment a number of lymphocyte functions i vitro,
inctuding mitegernc T cell prolderation and T and B cell
differentiation. The fact that glutathione deficiency is
clearly demonstrated nn the lungs of HiY-positive
patients may be of great mporiance n understanding
the genesis of opporturustic putmonary mfecton that
charactenses A0S

It 15 reasonable to argue that HIV miection 1s accom-
paried by a penod of oxidative stress resuliing in 3
lowering of gldatiuone levels which in dself may expian
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some of the phenomena of the infection.

As AIDS tas a 100% fatality rate and 60% of HiV-
positive individuals are said to develop AIDS in five
years, would it not be reasonabla lo give urgent
consideration to trigls of therapy and prevention with
reducing agenis?

in these difficult times evan the aeticlogical
significance of HIV itse!f in Kaposi's sarcoma has been
put in some doubt. An Australian graduate, Valerie
Beral, and her colleagues at the Centers for Disease
Control in Atlanta recently argued that on epidemiotog-
ical grounds there is reason to believe that Kaposi's
sarcoma, one cf the pringipal AIDS diseases, "'may be
caused by an as yet undentified infectious agem’ 3
Therelore should we not be searching for other possible
mechanisms that could point o other treatment
options?

There are at least twe reducing substances that are
cheap. teaddy available and virtually devoid of any
sefious side etfects. These are glutathione and M-
acetylcysteine. The latter is famitiar to clinicians as an
agent originatly used in the treatment of chronic bron-
chitis and probably more recently used as an antidote
for paracetamol poisoning. Herzenberg from Stanford
University has recently documented reversal of fow
systemic giutathione levels in HIV-positive individuals
by use of N- acetylcysteine; experiments i vitro indi-
cate that N-acetyfcysteine can produce highly desirable
effacts on HIV replication including a reduction in the
appearance of p24 antigen* An Ralian company,
Zambon, will be assigned a pateat on this drug for the
purposes of treating AIDS when the United States Food
and Drug Authority approves the first clinical trials.

Oxidative stress as an important mechanism in AIDS
and its possible reversal by reducing agents was
hypothesised as long age as 1985 by another
Australian reseascher® * surely it i5 time someonhe
carried out trials of therapy with reducing agents?
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tron status of Australian children

To the Editor: In the paper by English and Bennett on
the iron status of 1696 Australian children. kon
deficiency was diagnosed when the levers of plasma
wransterrtn and ferrilin were both beiow specified culof
points' Citing the paper by Cook and Finch.’ the
authors suggest that there was "an increasing sensi-
uvity in the ability to detect true ron deticiency whern
abnormat values for two or three iron status indicators
were used rather thar one’”

A review of the original published data by Cock,
Finch ang Smith,’ reveals a2 number Of sakent pomts
Fustly. the authors do not calculate and present the
sensitivities and specificities of their diagnostic tests
Secondly, the authors themselves state that “an
arbitrary decision was made to accept individuals as
iron deficient who showed two of more abnormal
parameters”. Finally, senstivities and specificities can
only be caiculaled wih regards to won deficiency
anaemia, since a 'gold standard” fur iron deficiency
i not presenied

Analysis of the above data with respect 0 1he senst
fivity and specificiy of the parameters of iron
metaholism {(serum terrtin feved transfernn saturation,

red cell protoporphyrin tevel) to detect iron-deficiency
anaaemia fhaesmogobin level < 130 g/l for adult males,
and <120 g/L for all others taken as the "goid
standard’'} glves the resulis shown in the Tabile.

TABLE: Sensitivity and specificity of tests for fron
deficisncy enaamin

Sensitivity Specificity

One parameter abnoemal 26% 81%%
Any two parameters

abnonmal £ 7% 969
Al three parameters

atnosmnal 33% 98%
Any twe of more parameless

abinormal 50% Q404
Poparoters goeran fesnln devet traoslernn satuanen red coll

sctopaonhyrar level

Although the sensitivity does increase when tests aro
combined, it 15 obvious that the parameters of iron
metabolism as diagnostic or screaning tests havs an
unaccepiably low sensitivity.

it is important when establishing pravalences of
disease states, that the sensitivity and specificity of the
diagnostic tests be considered.

Since there isn't a practical ''gold standard’” for the
diagnosis of iron deficiency without anaem:a, it is
impossible to assess the rafiabdity of the various
dizgnostic tests, and hence the true prevalences.

B 8 Jalaludin, MRCP
Medical Reseatch Cthcer. Departiment of Commundy MedCne
Wesknead Hospdal Weslmead NSW 2145
t Enghisn RM Bennetl SA tron status of Ausiraban chédren Med
4 Aust 1990, 152 582 586
2 Look H) Finch DA Assessig von slatus ol a populalicn A
JCun Nute 1979 32 20115 2189
3 Cook JDUFinch DA, Smidh NJ Evaluabion of the ron latus of
a poputaton Blood 1376 3 449 455

In reply: Dr Jalaludin raises some important issues in
ragard to criteria for estmating the prevalence of ron
deficiency and iron-deficiency anaemia n a population.
As noted in our paper’ there is ganeral agreement that
it is gifficudt to assess impaired iron status from single
indicators. This statemeni also appiies to the
haemoglobin level as a measare of iron-deficiency
anaernia, which hes been described by Cook, Finch
and Smith as a measusre not only lacking specificity but
also reiatively insensitive because of the wide scatier
of values i normal subjects?

The “"goid standard™ for detecting iron deficiency is
acknowiadged to be the response or lack of responsa
to orally administered iron therapy Cook et al. note that
in one study applying this standard, 20% of both
anaemic and normal women were classified incorrectly
on the basis of the inibal haemoglobin concentration.
Therelore. 1 would not have been appropriate {0 have
calcutated sensitivitias and specificities for the data of
Cook et al

The estimate of the prevalence of iron deficiency in
our paper is consistent wilh the criteria adopted by
Cook et al. to repart the prevalence of iron deliciency
in a population.’ It is alsc consistent with the criteria
applied by an exper scientific group of the Federation
of American Societies for Experimental Biology w its
report on the iron status of the American poputation.
Using two models, the group found that two or more
abnarmat values for iren metabolism indicators could
ne considered ndicative of impaired iron status)’
Concerning haemoglobin levels and iron status, the
group was of the opinion that the number of won-
deficient individuals hidden among those with the
normal range of haemoglobin concentration 1s probably
as great as the number of iron-deficient individuals who
can be recognised as anagmic

A recent report on nutrition monatornng 1 the United
States. which uses the expert scientific group’s criteria
for determuning wron status, has suggested that there




