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aprescriptionfor antibioticsmay beegually good quality care.

Secondly, guidelinesimply that onesizeshouldfitall. Insome
situations this is likely to be correct. For example, a breast
lumpinawoman 65yearsold needsto beproperly investigated
in a specialist clinic until malignancy has been excluded.
However, therewill always be some peoplewho do not fit the
guidelines. General practitioners are experts at finding the
right treatment for their patients. Thisinvolvestaking account
of their psychosocial factors and welding different pieces of
information together to make a decision.* A woman might
haveaphobiaof needlesthat would makefine-needleaspiration
of her breast aserious problem; she may a so have other more
pressing and urgent medical or non-medical problems that
assume agreater priority. Being sensitive to these issues may
actually beasign of very good quality care. Patients’ views(if
well informed) may be asimportant afactor in deciding what
to do as the evidence on which guidelines are based.

E-mail: c.delmar@cgp.uqg.edu.au
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FURTHER READING

Some guidelines can be accessed through the following web sites:
http://www.guideline.gov/ (US National Guidelines clearinghouse)
http://www.health.gov.au/ (Commonweal th Department of Healthand Aged
Care—agood starting point for several other sites)
http://www.nhmrc.health.gov.au/ (National Health and Medical Research
Council)

http://www.healthinsite.gov.au/ (A federally-funded information site about
health)

http://www.ctfphc.org/ (Oneof thebest siteson preventive health care, from
the Canadian Task Force)

http://www.tg.com.au (Therapeutic Guidelines) (available at cost)

(Note: Three members of the Australian Prescriber Executive Editorial
Board, Doctors R.F.W. Moulds, J.W.G. Tiller and J.S. Dowden, are unpaid
directors of Therapeutic Guidelines Ltd., a not-for-profit organisation.)
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Prescribing by numbers:
pharmacoeconomic consideration

Editor, — Referring to comments made by P. Neeskens (Aust
Prescr 2000;23:115) on the useful ness of the number needed
totreat (NNT), it is worth mentioning that the figures were
misguoted. The origina article by Eve Hurley (Aust Prescr
2000;23:38) stated that X = event rate control was4.1% and
that Y = event rate active (with gemfibrozil) was2.7%. In Dr
Neeskens' comments these two figures were transposed.
Whileit may betruethat theNNT doesnot alwaysgiveafeel
of therelevance of anintervention, it certainly does provide
a useful measure for comparing interventions when
pharmacoeconomic evaluations are performed. From the
Helsinki Heart study, it can be calculated that to treat the 71
men for 5 years with gemfibrozil just to prevent one event
would cost: 220 (ZAR) x 12 (months) x 71 (men) x 5 (years)
=937 200 ZAR (South African Rands) in drug costs alone.
Thisis equivalent to $220 000. If there is a cost-effective
non-pharmacol ogical intervention or an alternativedrugthat
provides the same or similar relative risk reduction (of 34%
asquoted) thenthe use of NNT will helpin decision-making
for policy-makers as well as clinicians.

N. Malangu

L ecturer

Medunsa School of Pharmacy
South Africa

Medications which may lower seizure
threshold

Editor, — Amongst the medi cations which may lower seizure
threshold (Aust Prescr 2001;24:8-9) two stimulant medicines
are listed, namely dexamphetamine (uncommon) and
methylphenidate (anecdotal reports).

| wouldliketoaddanother anecdotal report regarding caffeine,
a self-medication or perhaps a recreational drug. | have seen
two patients within ayear or two of each other, both middle-
aged women, who gave me almost identical histories. They
had each been investigated for the cause of major seizures,
including inpatient EEG monitoring, without a cause being
found or effective relief obtained. On questioning, they each
admitted to being heavy drinkersof instant coffee, totheorder
of 40 cupsaday. | advised both women to reduce their coffee
consumptiontonormal levels, and neither of them hashad any
further seizures over 10 years.

Michael Grounds

General Practitioner

Bendigo, Vic.

Editor, — | found Professor Neil Buchanan's article
‘Medications which may lower seizure threshold’ (Aust
Prescr 2001;24:8-9) very timely and useful. Over the last
month, the Acute Pain Service at my hospital has come
across three patients taking pethidine (for patient controlled
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analgesia) who have exhibited signs of seizure activity
(twitching, anxiety etc.). None actually fitted and none had
aprevious history of epilepsy.

We see this problem from time to time but not with this sort
of frequency. Interestingly, at least twoand possibly all of the
patients were also on tramadol, a drug with mixed opioid
agonist and serotonin/noradrenaline reuptake inhibitor
activity. The product information for tramadol suggeststhat
it should be included in Professor Buchanan's list, and
perhaps particular caution is required when considering the
combined use of tramadol with pethidine.

John Loadsman

Staff Specialist

Department of Anaesthetics

Royal Prince Alfred Hospital

Camperdown, NSW

Economy class syndrome

Editor, — There has recently been a multitude of
communications in the media describing ‘economy class
syndrome. | believeit isimportant to know that this disease
is not exclusive and can also occur in upper classtravellers.
They aso need prophylactic measures. Here is a brief case
history:

A 72-year-old man in good health and without varicose
veinsflew businessclassto Sicily. Hehad aone hour stopin
Bangkok and two hoursin Rome. On descending in Rome,
he felt a ‘discomfort in his foot’. Some two days later, a
Sicilian doctor diagnosed a deep vein thrombosis. The
patient was given daily injectionsin his ‘abdomen’ for two
weeksto ‘thin the blood’ . His symptoms soon subsided and
on his return to Sydney two months later, no clinical signs
remained and sonogram showed free venousflow intheleg.
This case history has justified my policy of handing my
patients a small article on the venous circulation and
thrombosis before their trip. | advise on hydration and
mobilisation of legs, suggest anti-embolism stockings,
particularly forwomenonoral contraceptivesand/or hormone
replacement therapy, and prescribe low-dose aspirin for two
day before and a day after the trip.

George Weisz

Orthopaedic Surgeon

Bondi Junction, NSW

Drug treatment for opioid dependence

Editor,—Theauthor of * Drugtreatment for opi oi d dependence’
(Aust Prescr 2001;24:4-6) refers to the term dependence as
if thereisonly onepossiblemeaning. However, therearetwo
forms of dependence. One is where the opioid receptors
require an opioid to prevent withdrawal effects — physical
dependence — and the other is a psychological dependence
whereby illicit opioid usersuseopioidsbut arenot physically
dependent. Itisacknowledgedthat most, if notall, physically
dependent peoplewoul d havebeen psychol ogically dependent
at some stage and may still be so. Which group isthe author
referring to? Does the author imply that there are 70 000
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heroin users that are physically dependent or are some of
these users not physically but psychologically dependent?
Our researchinto methadonerevea sawideand unpredictable
half-life ranging from aslittle asfour hoursto aslong asfour
days. Theauthor statesthat methadonefor maintenance need
only be given once a day. This does not correlate with the
variablehalf-lifeof methadoneand may beoneof thereasons
that methadone given once a day fails in about 15% of
patients. If the half-lifeis short, it would be possible to treat
that person with alarge once-daily methadone dose but from
apharmacological perspective they may well do better with
asmaller dose given more frequently, more in line with the
half-life of methadone. From the practical perspective this
equatestotwicedaily. Thisapproach hasbeen verifiedwhen
using methadone for pain control.

Associate Professor D.A. Cherry and

Associate Professor G.K. Gourlay

Pain Management Unit

Flinders Medical Centre

Bedford Park, SA

Dr Alex Wodak, author of ‘Drug treatment for opioid
dependence’, comments:

Professors Cherry and Gourlay argue that physical and
psychol ogical formsof drug dependenceshouldbeconsidered
separately. While contemporary definitions of ‘drug
dependence’ by reputable authorities abound, most now
regard the physical and psychological components of drug
dependence asinseparable. The operational definitionsused
today are mainly derived from the DSM-IV and ICD-10
classificationsof diseases. The estimate of morethan 70 000
severely dependent heroin usersin Australiawas based on a
unitary rather than a dualistic notion of drug dependence.
The wide variation in methadone plasma half-life, rightly
emphasised by Professors Cherry and Gourlay, seems more
of aproblem for anal gesiathan for the management of heroin
dependence. Evenif twice-daily administrationwaspreferable
for methadone treatment, the need for supervised
administration for the vast majority makes this option
logistically unfeasible. Twice-daily supervised methadone
administration does have arolefor asmall minority. For the
vast majority of heroin-dependent persons seeking help,
methadone treatment achieves substantial benefits with few
adverse effects.

lodine deficiency

Editor, — 1 am an endocrine surgeon working with a diverse
overseas-born population. | have been checking the iodine
nutritional status of my goitre patients recently, as iodine
deficiency may bemorecommoninAustraliathan previously
thought. Only two or three patients out of 54 tested with
normal iodine levels on 24-hour urinary iodinetesting. One
notable exception was a patient with 45 times the normal
daily excretion. On questioning, she had not had recent IV
contrast media or amiodarone, but had consumed a herbal
cough mixture. The contents of the medicine are unclear.
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| odine does not appear to be listed on the box. The dose of
half to one tablespoon without referenceto frequency or age
concernsme. Prescribers(and patients) need to beawarethat
herbal remediescan be hazardous. Patientswith pre-existing
goitre can become thyrotoxic if exposed to even a modest
supranormal iodineload. Thosewith thyroid cancer who are
given iodine by well-meaning naturopaths may delay or
reduce the effectiveness of radioactive iodine therapy.
Peter Campbell

Endocrine Surgeon

Liverpool, NSW

Bisphosphonates - clinical applications in
osteoporosis
Editor, — At last some common sense seemsto befinding its
way into medical thinking. Professor John Marley assuresus
of what we have all known at the back of our minds: that
efficacy is not the same as effectiveness (Aust Prescr
2000;23:114-5). We have heard so much about evidence-
based medicine and Cochrane reviews that we have barely
escaped the conclusion that evidence-based, statistically
sanctified, Cochrane-metanalysed* medicine is the only
proper kind for us to practise. In the real world we are not
free, astrial-makers are, to exclude patients because of age
or concurrently taken drugs or comorbidities, so we haveto
use a little of that ancient virtue intuition when grappling
with many problems.
Another improvement is that we are being given absolute
risksalong with ‘risk reduction ratios' . Thelatter, of course,
are the selling ploys of the drug companies — they seem so
persuasive! Without the corresponding absolute risks they
arevirtually meaningless, and no basisfor clinical decisions.
The derivative parameter ‘number needed to treat’ (NNT),
admirably set out in the article on bisphosphonates (Aust
Prescr 2000;23:133-6), ismuch moreuseful . However, there
are grave ambiguities: isthe NNT based on the number of
people to whom the doctor says ‘| intend to treat you with a
daily dose of Bonehardnafor fiveyears', or the number who
actually comply with the treatment regimen? And is it the
lifetime NNT or doesit apply to atime-span such asayear?
These points need to be stated.
Lastly, | have struggled to find meaning in the sentence:
‘Increases were 4.3% greater than placebo in the lumbar
spine, 2.8% in the femoral neck ..." (p.134, col. 2). 4.3% of
what?1f the placebo produced 100 unitsof improvement, did
the risedronate produce 104.3? Thisiswhat the words seem
to mean (and again, in how much time?), but it is hardly a
strong recommendation, since the placebo is likely to have
produced anegativebenefit. Or doesit mean something el se?
If it does, why not say so?
Alasdair Livingston
Surgeon
Mitcham, SA
* | decline to use the horrible word ‘meta-analysis. The
Greeks had no qualms about eliding two or more prefixes
together, and if we borrow their language, nor should we.

Associate Professor Peter Ebeling, author of
‘ Bisphosphonates — clinical applications in osteoporosis’,
comments:

| would like to thank Dr Livingston for his comments on
‘Bisphosphonates — clinical applications in osteoporosis'. |
agreewith Dr Livingston that the absol uterisk of an outcome
ismoreimportant thantherel ativerisk reduction, particularly
when considering an individual patient’s treatment. The
duration of treatment required to cal cul atethe number needed
to treat appears in the tables and is for five years' and three
years' treatment with alendronate and risedronate,
respectively, in women with postmenopausal osteoporosis
and at |east one baseline vertebral fracture. For osteoporotic
women without vertebral fractures, the number needed to
treat was calculated for only four years of treatment with
alendronate — as the data for the risedronate hip fracture
study* had not been published at thetime of preparation of the
manuscript.

Regarding the changes in bone density in the risedronate
fracture study, the differences between the treatment and
placebo groups represent changes from baseline at three
years, expressed as a percentage. In the placebo group
small significant increases or decreasesin bone density from
baseline were seen depending on the skeletal site measured.
Thus, treatment with cal cium 1000 mg per day +/—vitamin D
in the placebo group for three years resulted in a 1.1%
increasein spinal bonedensity, but did not prevent boneloss
from femoral sites in postmenopausal women with
osteoporosis.
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Stopping antidepressants

Editor, — Thearticle* Stopping antidepressants’ (Aust Prescr
2001;24:13-5) brings together many practical discussion
pointsfor pharmaciststo reinforcethe medical practitioner’s
treatment. However, in listing the factors influencing the
decision to stop treatment, a significant omission as afactor
is the continuing presence or otherwise of the trigger(s)
which contributed to the original depression.

John Williams

Pharmaci st

Mosman, NSW

Professor Isaac Schweitzer and Kay Maguire, authors of
‘Sopping antidepressants’, comment:

Mr Williams raises the role of triggers in precipitating and
perpetuating a depressive disorder. This area remains
somewhat controversial and each individual case must be
consideredinitsoverall context. Judgement isoftenrequired
which can be difficult and complex. Did the depressive
illness itself result in the difficult psychosocial situation of
the patient or did psychosocia factorsplay arolein bringing
on the illness? These are central questions which must be
considered.
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Prevention of endocarditis

Editor, — As a dentist, | am particularly concerned with
guidelines for the prevention of endocarditis. The new
Antibiotic Guidelinest differ from previouseditionsby giving
only one set of recommendations for patients with cardiac
lesions, which predispose them to infective endocarditis.
These include congenital or rheumatic heart disease, a
previous episode of endocarditis, and the presence of
prosthetic heart valves. In previous editions there were
guidelines for low-risk patients (those suffering from
congenital or rheumatic heart disease) and for high-risk
patients (those with prosthetic heart valves or a previous
episode of endocarditis).? The prophylaxis for low-risk
patients was 3 g oral amoxycillin given one hour before
dental treatment. For high-risk patientsthi swassupplemented
with gentamicin 2 mg/kg.

In the new edition the dose of amoxycillinisreducedto 2 g
and there is no additional drug for high-risk patients. | am
unhappy about the omission of the category of high-risk
patients because | am aware of three cases where oral
amoxycillinfailedto prevent the occurrence of endocarditis.
A recent British paper® continuesto advocateasupplementary
antibiotic for high-risk patients.

Theeditorsof the Antibiotic Guidelinesdo not explain these
changes. They state ‘ Consensus is currently changing and
these recommendations are based upon current international
practice’. It would seem that on the whole the guidelines of
the American Heart Association* were followed. Would it
not be morelogical to base the new recommendations on an
analysis of case histories? One way of approaching this
difficult subject would be by analysing instances where
previous recommendations for prevention had failed.
Unfortunately thereisno central body responsiblefor listing
such failures. The last such study® was published in 1982.
We can only ascertain whether the prophylactic measures
suggested by various authorities are effective or not, if
records are kept.

It is unfortunate that guidelines for the prevention of
endocarditis differ from country to country. | agree with
the suggestion that we should have uniform guidelines
throughout the world.®

E.H. Ehrmann

Senior Fellow

School of Dental Science

Faculty of Medicine, Dentistry and Health Science
University of Melbourne

Melbourne
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Professor W. John Spicer, Chairman, and Dr David Looke,
Member, Writing Groupfor Antibiotic Guidelines, comment:

We empathise with Dr Ehrmann’s difficulties. These
difficulties stem from one currently insuperable problem in
writing guidelinesfor endocarditis prophylaxis; thereareno
accurate, quantitative data on:

* therisks of particular procedures
 therisks of particular cardiac lesions
* theresults of particular antibiotic regimens.

The Antibiotic Guidelines have been evidence-based for
over 20 years, but in endocarditis prophylaxis, the evidence
is like the Dead Sea Scralls. It is fragmentary, imperfect,
capable of various interpretations, or (mainly) missing!
Another problem in countries like Australia is that it is
difficult logically or medicolegally to differ from major
overseas guidelineswhen there are no datato show whether
the outcomes of a different Australian recommendation
would be similar, better or worse.

To address Dr Ehrmann’ s specific difficulties:

1. There is no good evidence to continue the practice of
low-risk/high-risk stratification.

2. Threegramsof amoxycillinwasrecommended originally
simply because of the availability of that formulation.
Pharmacokinetic datashow that 2 gisenough. Certainly,
3 gistoo much for some patients to tolerate. Whether or
not asecond dosewoul d prevent endocarditisnot prevented
by asingle dose, is pure conjecture.

3. Thereisno good evidencethat gentamicinisnecessary or
effective in prophylaxis (as distinct from treatment). We
have therefore moved towards the American and British
recommendations.

Dr Ehrmann’ s comments are welcome and constructive. In
this area with so little hard evidence, opinion must be
gathered, weighed and synthesised into coherent
recommendations. Variation is acceptable if good reasons
and particular circumstancesexist. Compromiseisinevitable,
and disagreement predictable.

‘Take as directed’, whatever that means
Editor, —| refer tothearticle* “Takeasdirected”, whatever
that means' (Aust Prescr 2000;23:103-4).

In South Australia ‘that’ means the prescription is invalid.
Regulations under the Controlled Substances Act require
that prescriptions be legible and include specific directions.
In most instances the problem is resolved by reference to
prescription recordsand discussionwith thepatient, toavoid
forcing the patient to return to the doctor to have the
prescription corrected.
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Helen Hopkins' article omits mention of the positive
contributions made by pharmacists in aiding compliance,
mentioning only ‘ ... hesitating to communicate effectively
with consumers about risks'. We may hesitate in some cases
but we distribute the majority of Consumer Medicine
Informationand other printed and verbal informationavailable
from health professionals. Many pharmacists also print the
indication onthelabel at therequest of the patient, but thisis
often difficult when prescribers do not indicate that the
tricyclic, for example, isfor pain relief.

It would be interesting to know how many patients refuse to

take medication after reading the Consumer Medicine
Information — we suspect many — because the early
information sheets often contained misleading information.
Finally, theterm‘ polypharmacy’ isinappropriate because it
is poly-prescribing that leads to the problems of multiple
medication use, something today’s pharmacists try to
discourage.

Peter Bayly
Pharmacist
Wattle Park, SA
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Book review

Australian Medicines Handbook Drug Choice
Companion: Emergency and Primary Care

Adelaide: Australian Medicines Handbook;
2001. 176 pages.

Prices:

Drug Choice Companion $60

Drug Choice Companion + AMH Book $190
Drug Choice Companion + AMH Book + CD
$212

(Reduced prices for students and members of the Royal
Australian Collegeof General Practitioners, thePharmaceutical
Society of Australiaand the Australasian Society of Clinical
and Experimental Pharmacologists and Toxicologists)

Ann-Marie Crozer, Director, General Practice Casualty,
Balmain Hospital, Sydney

Thisisan excellent book for the practical general practitioner
who wants to quickly check prescribing of drugs for the
emergency situation.

The handbook assumes a basic knowledge of diagnosis of
emergencies and acute medicine. Each presentation, e.g.
pneumonia, migraine, unstable angina, is covered by asingle
page which helps the reader rapidly access the information.
Emergencies are listed in an index in the back of the book.
The book uses a pragmatic style with the drug(s) to be
prescribed written in bold at the top of the page (including
adult and child doses). Dot points expand on the
management of the presentation. A short list of references,
with preference for Australian references, is to be found at
the back. The handbook is 17 x 11 cm (smaller than a
prescription pad) in size and therefore would fit easily in
most general practitioners emergency kits. Whilst the stated
purpose of the book is for doctors working in regiona and
remote Australia, there is a wealth of concise and relevant
information for urban practitioners.

A number of sources have contributed to the handbook
includingtheRoyal AustralianCollegeof Genera Practitioners,

the Australasian Society of Clinical and Experimental
Pharmacologists and Toxicologists, and the Pharmaceutical
Society of Australia. | note with interest that virtually all the
general practitionerswhohavehadinput arefromrural Australia
including placeslike Tumut, Minlaton, King Island, Katherine,
Wilunaand Thursday Island. Specialists throughout Australia
and across arange of specialities have also been consulted.

The content of the protocols is based on evidence from
resources such as Australian Prescriber, Therapeutic
Guidelines, NHMRC guidelines, the Medical Journal of
Australia, the Cochrane databases and emergency medicine
texts, with a preference for Australian data where possible.
The protocols are grouped according to organ systems. Drug
choices in each protocol are ranked according to evidence
about their efficacy, cost, tolerability and dosing schedule
convenience. Thedot pointsat thebottom of each pageinclude
adviceon non-drug treatmentsandin someinstanceswhen not
to use particular drugs.

The book is perhaps limited by its medication focus and its
size. Conditionssuchasbradycardia, acuteiritisandpericarditis
do not appear. Emergencies where a drug focus is not
paramount, such as burns, pneumothorax, barotrauma and
heat stroke are not covered. Thislimitsthebook’ s potential as
acomplete emergency text andwhilst thisisnotitsstated aim,
perhaps a greater coverage of emergencies and acute
medicine would ensure that it could become the definitive
emergency text for general practitioners. The index could be
slightly expanded. For example, neither *fit’" nor ‘ convulsion’
is listed whilst ‘febrile convulsion’ and ‘ status epilepticus
are. Tetanus prophylaxisisneither indexed nor addressed and
again thismay be beyond the scope of the book. Having said
this, these minor negatives should not detract from the overall
assessment which is that of a useful, concise and relevant
emergency drug handbook.

| believe thisis definitely a valuable addition to the working
general practitioner’s essential texts for the management of
emergencies and acute medicine.
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