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EDITORIAL

Guiding guidelines into practice

Chris Del Mar, Professor and Director, Centre for General Practice, University

of Queensland, Brisbane

Index words: evidence-based medicine, clinical governance,
quality assurance, standards.

(Aust Prescr 2001 ;24:50-1)

Introduction

Guidelines have been defined as ‘systemised statements
designed to assist cliniciansin managing patients . However,
their useis not always straightforward. They can be used for
assisting clinicians with clinical decisions, as standards for
determining the quality of care, and as part of wider processes
forimprovingthequality of care. Inaperfect world guidelines
wouldbeunnecessary, clinicianswould obtainthebest available
evidence relevant to each patient’s problems at each point in
time, and useit in their practice.

There are disadvantages to the use of guidelines as well as
advantages. Beforedecidingtowhat extent weshould embrace
or repel them —let alone how we should do so—it isimportant
first to look at the context in which guidelines are used.

Guidelines and evidence-based medicine

Guidelines are designed to help clinicians do the right thing.
However, thismeanswehaveto definewhat ‘ theright thing’ is.

In this issue...

Nine new drugs are discussed in this issue. It will be
difficult to assess what role some of them will have in
therapy until moreinformationisavailable. Thisiswhere
clinical practice guidelines can be helpful, but Chris Del
Mar reminds us of some of the problemswith guidelines.

It isnot only new drugswhich can change practice. Con
Aroney informsushow new laboratory testsare helping
to changethemanagement of acutecoronary syndromes.

While there have been no dramatic changes in the

management of vaginitisand vulvitis, GayleFischer and
GraemeDennerstein stresstheimportanceof anaccurate
diagnosis in successful treatment. Excluding a serious
illness is also important in the management of irritable
bowel syndrome, but Rob Fraser tells us that the exact
cause of the condition is still unknown.

Depression is another condition which can be
misdiagnosed, particularly in the elderly where it may
co-existwith other conditionssuchasdementia. Although
depression iscommon in older age, John Snowdon tells
usthat the prognosis may be as good asit isin younger
patients.
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Evidence-based medicine, the process of obtaining and using
the best available evidencefromresearch, clearly hasacentral
role although evidence is lacking for many areas of clinical
practice. Originally developed as a process to provide the
clinician with the information with which to make decisions,
it has been seized upon by the makers of guidelinesto ensure
that their guidelinesareoptimal. Guidelinesarenot necessarily
evidence-based (in the past, they were often only ‘ consensus-
based'), but the best ones are evidence-based.

Guidelines as standards

What about clinicians who do not adhere to a guideline?
Guidelineshave changed their function from being something
designed to assist clinicians in managing patients, to become
a standard. For example, the Nationa Breast Cancer Centre
commissioned guidelinesfor the management of women with
anew symptom in the breast. These guidelines were studied
not only todecideif they changed doctors’ behaviour (they did
when the education was combined with an audit), but also as
benchmarks to make judgements about the doctors' standard
of care.t TheNational Prescribing Servicehasal soencouraged
audits of antibiotic prescribing in which guidelines have been
used as the standard against which judgements can be made.

Standardscan be set at several levels: minimal, normative and
exemplary.2 Each hasits own uses. Minimal standards can be
used to identify health professionals who perhaps require
remedial or even punitive action. Exemplary standardsaimto
encourage the whole profession to improve. It is clearly
important to recognise which level should be applied to any
guidelines that will be used as a standard.

Guidelines and quality of care

Guidelines can be used to improve the quality of care. They
can help clinicians who want to know what to do. This can be
amplified into a wider process such as ‘quality assurance’,
‘qualityimprovement’ and morerecently ‘ clinical governance'.
Theseall involveacycleof selectinganareaof care, measuring
this against guidelines as a standard, and then changing
management to address any discovered shortcomings.
However, the notion of ‘guidelines-as-standards’ as a means
of reducing ‘clinical variation’ may be flawed.

First, variationsin care do not necessarily imply variationsin
quality. There are many situations in which one form of care
isasgood as another. A good example comes from the use of
antibiotics for acute otitis media.® The benefits of antibiotics
are margina and may be counterbalanced by the adverse
effects. In other words, symptomatictreatment with or without
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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 needstobeproperly 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, JW.G. Tiller and J.S. Dowden, are unpaid
directors of Therapeutic Guidelines Ltd., a not-for-profit organisation.)
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Letters

L etters, which may not necessarily be published in full, should be restricted to not more than 250 words. When relevant, comment on the | etter is sought from the author.
Due to production schedules, it is normally not possible to publish letters received in response to material appearing in a particular issue earlier than the second or third

subsequent issue.

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 awaysgiveafeel
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 aswell as clinicians.

N. Malangu

Lecturer

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 anecdota 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 patientstaking 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, morein 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.

REFERENCE
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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
‘Stopping 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.

81



Australian Prescriber Vol. 24 No. 4 2001

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 recommendationson 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 Group for 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, —I refer tothe article* “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

ﬁ

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 Crozier, 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 virtualy 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, acuteiritisand pericarditis
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 and whilst 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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Management of the acute coronary

syndromes

Con Aroney, Director of Coronary Care, Prince Charles Hospital, Brisbane

SYNOPSIS

Patients with acute coronary syndromes may be divided
into those who have had a myocardial infarction with ST
elevation on their ECG, and those without ST elevation.
The latter group can be further classified as having a high,
intermediate or low risk of death or having a myocardial
infarction. These risks are stratified by newly determined
clinical and ECG criteria, and specific serum markers of
myocardial injury. There are protocols for the evaluation
of chest pain. Structured protocols are used to assess
intermediate risk patients in order to reduce the incidence
of ‘missed infarcts’ and to facilitate early discharge where
appropriate. Patients have a high risk if they have pain at
rest, ST depression and elevated serum troponin. They are
actively managed with combined medical and invasive
therapy. Low molecular weight heparin and IIb/IIla
platelet receptor blockers have become an important part
of management.

Index words: myocardial infarction, unstable angina,
fibrinolytic therapy.

(Aust Prescr 2001 ;24:56-8)

Introduction

The acute coronary syndromes include unstable angina' and
myocardial infarction. In patients with myocardial infarction
the ST segment may or may not be elevated. Some patients
without ST elevation do not develop Q waves although their
serum markers demonstrate they have had an infarct.

These ECG changes, when combined with new serum
markers of myocardial damage, can help in the assessment of
patients with chest pain. This assessment suggests which
patients will benefit from new drug treatments and
revascul arisation.

Aetiology

The patient’ s presentation is partly determined by the degree
and duration of the reduction in coronary blood flow, the
quality of collateral flow to the jeopardised myocardium and
thenatureof thethrombuswhichformsafter an atherosclerotic
plague has ruptured. Patients with unstable angina or an
infarction without ST elevation usualy develop a white
(platelet) non-occlusive thrombus. Approximately 80% of
myocardial infarctions with ST elevation are associated with
ared (fibrin with entrapped erythrocytes) occlusivethrombus.
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The differences in treatment reflect these differences in

pathophysiology:

« low molecular weight heparins (LMWH) and platelet
glycoprotein I1b/l1a inhibitors are effective for patients
who present without ST elevation

« fibrinolytic therapy is useful for patients who have an
infarct with ST elevation.

New serum markers

Cardiac enzymes, such as creatine kinase (CK), are often
measured in patients with chest pain. These tests may not be
specific for myocardial injury.

Cardiac troponins

Unlike the MB isoform of creatine kinase (CK-MB), the
cardiac troponins are specific markers of myocardial injury.
Thepresenceof cardiac troponin | or T in the serum confirms
myocardial damage. The serum concentration of cardiac
troponin correlates with the subsequent risk of cardiac death
and myocardia infarction, and is superior to CK-MB in
predicting adverse events. CK-MB is now becoming an
obsol etenon-specificmarker. Diagnosisandrisk stratification
are better achieved with the use of cardiac troponin | or T
along with total CK.

Cardiac troponin should be remeasured 6-8 hours after chest
pain presentation to exclude myocardial injury. Patientswith
elevated cardiac troponin but normal CK (or CK-MB) are a
recently identified high risk group with an adverse prognosis
and havebeen classified ashaving‘ minor myocardial damage'.
Cardiac troponins are aso elevated with other forms of
cardiac injury. They are increased by myocarditis, severe
cardiac failure and severe pulmonary embolism with right
ventricular strain, andin patientswith severerenal failurewho
have occult coronary disease.

The cardiac troponins can be used to ‘tailor therapy’ asthey
predict response to treatment with:

e LMWHinacutecoronary syndromeswithout ST el evation?
« tirofibaninacutecoronary syndromeswithout ST el evation®

« adjunctive use of abciximab with percutaneous coronary
intervention.*

Management of ST elevation myocardial
infarction

Patients with symptoms of less than 12 hours duration and
ECG changes of ST elevation or left bundle branch block
reguireemergency reperfusion. They should begiven aspirin,
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glyceryl trinitrate (for treating associated vasospasm),
morphineand supplemental oxygen. Arrhythmias, acuteheart
failure or shock need specific management. Emergency
department protocolsfor emergency reperfusion, with either
percutaneous coronary intervention (PCI*) or fibrinolytic
therapy, depend on the available facilities and personnel.

If PCI is available and can be performed by an experienced
operator withinonehour of presentation, itisoften considered
the treatment of choice. Immediate PCl has long-term
advantages over fibrinolytic therapy.>® Adjunctive therapy
with abciximab should be given with PCI unless
contraindications are present.

WherePCl isunavailable, fibrinolytic therapy isindicated for
all patients without contraindications. Alteplase is preferred
to streptokinase asit provides superior coronary patency and
clinical benefits and a lower incidence of adverse effects.
Newer fibrinolytic drugs (reteplase, tenecteplase) are
convenient as they can be given asabolus.

The most important complication of fibrinolytic therapy is
bleeding, inparticular intracranial haemorrhage. Uncontrolled
hypertension (especially above 170/100) isastrongrisk factor
for intracranial haemorrhage. It is a contraindication for
fibrinolytic drugsand should be controlled beforefibrinolytic
therapy. Patientswith contraindications should be considered
for immediate transfer to a unit equipped for PCI.

Management of patients without ST
elevation

Compared to the management of patients who have a
myocardial infarction with ST elevation, the management of
patients with chest pain without ST elevation isless defined.
It can be guided by risk stratification.

Risk stratification

The risk of the major cardiac events of death or myocardial
infarction at six months is greater than 10% in high risk
patients, 2-10% inintermediaterisk patientsand | essthan 2%
in low risk patients.

High risk patients

These patients have any of the following:

e ongoing pain

» ST depression (greater than 0.5 mm) or deep T wave
inversions in three or more leads

» elevated serum troponin

* recent (less than one year) history of infarction or
revascul arisation

» heart failure, shock or syncope.

Intermediate risk patients

These patients have:

» ahistory of prolonged, repetitive chest pain or pain at rest
» recent onset of angina (less than two weeks)

* aremote (greater than one year) history of infarction or
revascul arisation

* Balloon angioplasty, often with coronary stent implantation

* ageover 65years

» diabetes

* no highrisk features.
Low risk patients

These patients have:

* a worsening anginal syndrome without prolonged,
repetitive or resting chest discomfort

* norma ECG
* no detectable troponin
* no high or intermediate risk features.

(This group can be medically managed as outpatients, but
should be referred for a cardiology assessment, preferably
within two weeks.?)

Rapid evaluation of intermediate risk
patients

Patients who present with prolonged chest discomfort, but
without new ECG changes or baseline elevation of serum
troponin, are given aspirin. They are then recommended to
undergo arapid but intensive strategy of observation (for at
least eight hours) and investigation. This includes cardiac
monitoring, frequent ECGs(every threehours) or ST segment
monitoring, repeat serum troponin at 6-8 hours, and, if
patients remain pain-free with all tests negative, an exercise
stress test before discharge.

Any positiveresults call for areclassification into ahigh risk
group and intensive treatment. LMWH is not recommended
unless the patient is reclassified as high risk (for example,
further pain, ECG changes or elevated troponin).

A rapid effective evaluation strategy for intermediate risk
patients has the advantages of:

* reducing the incidence of ‘ missed infarcts

» providing early identification (and treatment) of patients
who develop high risk features during the observation
period

» alowing prompt discharge of patients reclassified aslow
risk after the observation period.

Management of high risk patients

Patients with high risk features, but no ST elevation, are
managed with aspirin and beta blockers. They are also given
LMWH or intravenoustirofiban with unfractionated heparin.
Patientswith elevation of serum troponin have been shownto
specificaly benefit from treatment with LMWH or tirofiban.

A changefrom LMWH totirofibanwith unfractionated heparin
isparticularly indicated for patientswithrefractory ischaemia
whileon LMWH and for rura patientsto facilitate their safe
transfer to a tertiary hospital. Intravenous tirofiban should
only be given along with unfractionated heparin (there is
ongoing research to assess its administration with LMWH).

High risk patients benefit from a complementary aggressive
medical and invasive strategy. Such a strategy’ using initial
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treatment with LMWH followed by early invasive therapy
(with early angiography and PCI or bypass surgery) provides
major benefits compared to an initial conservative strategy.
Thereisastatistically significant reduction in:

» subsequent angina (22% vs. 39%)
» hospital readmission (31% vs. 49%)
e death or infarction (9.4% vs. 12.1%).

The benefit of PCI is enhanced by periprocedural treatment
withlIb/Illablockers, particularly in patientswith an elevated
serum troponin.

Long-term management

Patients who have had a myocardial infarction or are in the
high risk group should be referred to a cardiac rehabilitation
program, with education, risk factor modification and regular
exercise. Attending such a program leads to major
improvements in functional health outcome, increased
confidence, reduced depression and anxiety aswell asa20%
reduction in death or infarction.

Long-term aspirin (or clopidogrel where aspirin is
contraindicated) is recommended except possibly in patients
with poorly-controlled hypertension. Beta blockers are
indicated after myocardial infarction particularly in high risk
patients with heart failure. ACE inhibitors are indicated, not
only inpatientswith heart failureor left ventricular dysfunction
but alsoin patientswith other risk factors, especially diabetes
and hypertension. Inalargepl acebo-controlled study?, patients
with additional risk factors who were randomised to
long-termramipril had significant reductionsin cardiac desth,
reinfarction and stroke. Long-term statin therapy is
recommended after acute coronary syndromesif the patient’s
serum cholesterol is greater than 4 mmol/L.

Summary

Improved diagnosis and risk stratification of patients with
acute coronary syndromes, using structured assessment
protocol sand specific serum markers(cardiactroponin), have
led to the identification of those patients who benefit from
aggressivemedical and invasive treatments. Thisapproachto
management will provide a strong framework for future
advances in therapy.

Dr Aroney is a member of the writing group for developing
new guidelines for the management of unstable angina, for the
National Heart Foundation of Australia and the Cardiac
Society of Australia and New Zealand.

E-mail: conar@bigpond.net.au

REFERENCES

1. Unstable Angina Writing Group. Management of unstable angina
guidelines —2000. Med J Aust 2000;173 Suppl:S65-88.

2. Lindahl B, Venge P, Wallentin L. Troponin T identifies patients with
unstablecoronary artery diseasewhobenefit fromlong-termantithrombotic
protection. JAm Coll Cardiol 1997;29:43-8.

3. HeeschenC,HammCW, GoldmannB, DeuA, Langenbrink L, WhiteHD.
Troponin concentrationsfor stratification of patientswith acute coronary
syndromes in relation to therapeutic efficacy of tirofiban. Lancet
1999;354:1757-62.

86

o

Hamm CW, Heeschen C, GoldmannB, VVahanian A, Adgey J, Miguel CM,
et al. Benefit of abciximab in patients with refractory unstable anginain
relation to serum troponin T levels. N Engl JMed 1999;340:1623-9.
Nunn CM, O’ Neill WW, Rothbaum D, Stone GW, O’ Keefe J, Overlie P,
et a. Long-term outcome after primary angioplasty: report from the
primary angioplasty in myocardial infarction (PAMI-1) trial. JAm Call
Cardiol 1999;33:640-6.

ZijlstraF, Hoorntje JCA, DeBoer M-J, ReiffersS, Miedemak, Ottervanger
JP, et a. Long-term benefit of primary angioplasty as compared with
thrombolytic therapy for acute myocardia infarction. N Engl J Med
1999;341:1413-9.

FRISCII Investigators. I nvasivecompared with non-invasivetreatmentin
unstable coronary-artery disease: FRISC Il prospective randomised
multicentre study. Lancet 1999;354:708-15.

Yusuf S, Sleight P, Pogue J, Bosch J, DaviesR, Dagenais G. Effectsof an
angiotensin-converting-enzyme inhibitor, ramipril, on cardiovascular
eventsin high-risk patients [published erratum appearsin N Engl JMed
2000;342:748]. N Engl J Med 2000;342:145-53.

Self-test questions

The following statements are either true or false
(answers on page 75)

1. The MB isoenzyme of creatine kinase is the most
specific marker of cardiac damage.

. Patientswho present with prolonged chest pain and
ST elevation should be treated with a glycoprotein
I1b/l1la inhibitor if percutaneous coronary
intervention is not available.

Prescribing curriculum for senior
medical students

TheNational Prescribing Service (NPS) isworkingwith
the 11 medical schools in Australia to develop a
prescribing curriculum for senior medical students. The
departments of pharmacology have agreed to develop
their own modules on prescribing, following
identification of interns’ specific needs.

Therewasconsensusastothetypeof curriculum needed.
It should use self-directed learning and be:

modular

problem-based

adaptable to groups

web interactive.
The prescribing curriculum will recognise the

environments in which interns work and the common
conditions they face.

Thecurriculumisnow undergoing technical testing and
is expected to be finalised by the end of 2001.

Postgraduatemedical councilsareinterestedinextending
the prescribing curriculum to first- and second-year
postgraduate students, and are currently working with
the NPS on this.
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Treatment of vaginitis and vulvitis

Gayle Fischer, Dermatologist, Westmead, New South Wales

SYNOPSIS

The range of conditions that can cause vulvovaginitis is
large and includes infective and non-infective causes.
Although Candida albicans is a common infective cause, it
is essential to consider other diagnoses. A diagnosis should
be made from the clinical presentation, history,
bacteriology and in some cases histopathology, before
starting treatment. The treatment can then be based on the
precise aetiology.

Index words: vulva, vagina, lichen sclerosus, candidiasis.
(Aust Prescr 2001,;24:59-61)

Patient presentation

Women with vulvovaginitismay present withitch, discharge,
dyspareunia, burning, soreness, dysuria and swelling.
Symptoms may vary with the menstrual cycle. Symptomsare
often not a reliable clue to diagnosis, and patients with a
variety of different conditions may experience similar
symptoms.

Which conditions cause vulvovaginal
symptoms?

Although fungal infections are common they are not the only
cause of vulvovaginitis (see Table page 63).

Infections

C. albicans can cause acute, recurrent and chronic symptoms
that always involve the vagina and may also spread to the
vulva.

Trichomonas can cause itching and an offensive discharge.
Bacterial vaginosis causes a hon-irritating discharge.

Group B and sometimes D streptococcus may occasionally
cause a vaginitis with a persistent non-offensive discharge,
which may cause maceration and irritation of the vulval skin.
Thisinfection may co-exist with C. albicans.

Herpes simplex does not cause a vulvovaginitis in the true
sense. The patient presents with pain and discrete ulcers and
blisters on the vulva

Human papillomavirus causesgenital warts. It doesnot cause
itch or discharge.

Tineais an uncommon cause of vulvitis, but does not cause
vaginitis. A scaly rash with a well-defined edge that may
extend onto the thighsis characteristic.

Non-infective conditions

When dealing with women with vulval symptoms remember
that disabling pain and burning may occur in the presence of

a completely normal vulva and normal bacteriology. These
patients do not have vulvovaginitis and may prove to have
neuropathic or referred pain.! Rarely is the complaint
‘psychogenic’. Despitetheir lack of apparent abnormality the
patient’s symptoms should be taken seriously.

Dermatitis

Thisisthecommonest cause of vulvitis(seepicture). Itismost
often found in atopic individuals, but they may not have a
history of dermatitisonother partsof thebody. Atopicdermatitis
invariably hasitch as part of the symptom complex. Thereis
an observable erythematous scaly rash, with fissuring and
desguamation involving the labia majora and minora. Atopic
dermatitis does not involve the vagina.

Allergic or irritant vulvovaginitis is a dermatitis involving
partsof the genital tract that have been exposed to irritating or
alergenic substances. This includes imidazole antifungals,
neomycin, latex condoms, perfumed oils, overuse of soap and
bubble baths, and in rare cases seminal fluid. The dermatitis
may bevery severeand ul cerative, sothat painand burningare
themain symptoms. Urinary and faecal incontinencemay also
cause achronic irritant dermatitis.

Psoriasis

Approximately 2% of the population has psoriasis. In some
individuals it may involve only the genital and perianal skin
which can makeit hard to diagnose. Thisitchy and sometimes
sore condition does not involve the vagina. There is an
erythematous, well-defined rash involving the labia, perianal
skin and often the natal cleft.

Vulval dermatitis. The labia majora and minora are
erythematous and scaly. There are areas of white
discolouration due to lichenification that raise the
possibility of vulval intraepithelial neoplasia as a
differential diagnosis.

.
\

Picture provided by Dr Gayle Fischer
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Lichen sclerosus

This is arelatively rare, but significant condition. It causes
vulvitis only and does not involve the vagina. The very
characteristic rash is a white plaque which may involve any
part of thevulvaor perianal skin. Oftenthereisatelangiectatic
or purpuricelement. If untreated, shrinkageand scarring of the
vulva with loss of the labia and clitoris and stenosis of the
introitus may occur. Thereisasmall but real association with
carcinomaof the vulva.

Atrophic vaginitis

Patients who have low oestrogen level s due to menopauise or
lactation may develop vulvovaginal symptoms of varying
severity. The commonest is vagina dryness which inhibits
sexua intercourse. Fragility of the epithelium may result in
very small but painful fissureswhichmakeintercoursepainful.
Inpatientswithanunderlyingatopicdiathesis, vulval dermatitis
may appear at times of oestrogen deficiency, and in addition
todifficultieswith sexual intercoursethepatient may experience
itching or a dermatitic rash. Examination reveals apale, flat,
dry mucosal surfaceoftenwithtiny fissuresaroundtheintroitus.

Diagnosis
As the treatment is based on the precise aetiology of the
patient’ scondition, thefirst stepisto makeacorrect diagnosis.

History

A comprehensivehistory istaken, particul arly when symptoms
arelong-standing. Takethehistory of thepresentingillness, an
‘environmental history’ (habits, possible allergens and
irritants), dermatological history, gynaecological history,
general medical and drug history and apsychosexua history.

Examination

Determinewhether arashispresent and whether itisconfined
tothevulvaor alsoinvolvesthevagina Occasional ly dermatitis
and chronic candidiasis may present with no abnormality
(often due to recent treatment). However, close inspection
may revea subtle erythema, desgquamation or fissuring that
aresignsof askincondition. Both psoriasisandlichen sclerosus
have characteristic appearances, and diagnosis can often be
made on clinical examination.

Bacteriology

All patientsneedto haveavagina swabtoruleout C. albicans
or other pathogens. The pathology lab should be asked to
perform microscopy and to report organisms that would
ordinarily not be considered to be pathogens. Recent use of
antifungal medication will create afalse negative, unlessthe
treatment stopped a month before the swab was taken.

Where there is a suspicion of genital herpes, and blisters,
erosions or ulcers are present, a viral swab should be taken
fromthelesion. When an offensivedischargeispresent ahigh
vaginal swab should be taken.

When the vulvais involved a skin swab should be taken to
check for bacterial infection. If tinea is suspected a skin
scraping should be taken.
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Histopathology

In some casesthe cause of therash may beelusiveor it may be
necessary to differentiate conditions that look similar. A
biopsy should be taken where possible to confirm lichen
sclerosus (because of its serious implications) and where
malignancy is suspected.

Treatment
Dermatitis and psoriasis

Environmental modification is the first and most essential
step, without which treatment is likely to fail. It is aso
essential to explainthe concept of chronicity to these patients,
to avoid disappointment if relapse occurs.

Irritating substances (soap, bubble bath, essential oils,
antifungal creams, perfumed toilet paper, perfumed sprays)
and occlusive clothing (tight jeans, pantyhose, G-strings,
nylon underwear and sporting gear, pantyliners, pads) should
beabandoned permanently. Cotton underwear, stockings, and
tampons rather than pads should be used. A soap substituteis
needed. A bland moisturiser that is tolerated by the patient
without stinging (vaseline, agueous cream) can be used daily
to reduce dryness and fissuring.

All possible alergens should be eliminated. If there has been
a very severe reaction to a suspected allergen, this can be
confirmed by applying the substance to the forearm under a
band-aid spot for 48 hours, or by formal allergy testing.

When dyspareunia is present, the woman may choose to
abstain from sexual activity until she has recovered.

If skin swabs show aclinically relevant infection (most often
Staphylococcus aureus), treat with an appropriate antibiotic.

Topica steroidsarethetreatment of choicefor dermatitisand
psoriasis. Treatment startswith apotent topical steroidsuchas
methylprednisolone aceponate or betamethasone valerate
ointment until thewoman issymptom free. Patientsmust then
switchto 1% hydrocortisonefor another month beforeceasing
treatment. Environmental measures should stay in place
indefinitely. Relapses are treated immediately with 1%
hydrocortisone if mild, or a more potent ointment if severe.
The patient is instructed to return for review and not to
continue to self-medicate if thereis no response in aweek.

Certaintopical steroids(mometasone, aclometasone) arevery
likely to cause severe stinging on the vulva. They should be
avoided.

When using topical steroidsonthevulva, remember that |ong-
termuseof apotent preparation may eventually causecutaneous
atrophy, striae, and secondary candidiasis. However, usage
for afew weeksat atimeissafeandisoften necessary toinduce
aremission.

Whentreating psoriasis, initial management isthe sameasfor
dermatitis, but maintenance therapy with 1% hydrocortisone
aone may not be possible. Addition of a tar-containing
preparation isthe best choice (for example, 2-4% liquor picis
carbonis in aqueous cream).
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Lichen sclerosus

The treatment of choice for this condition is a superpotent
topical steroid such asbetamethasoneval eratein an optimised
vehicle. Thisis used twice daily for one to two months, then
daily until the patient is symptom free, and the white skin
changeshavereversed. If scarring or fusionispresent thiswill
not recover, and it is common to see post-inflammatory
hyperpigmentation. Warn the patient that the ointment may
sting at first but to persevere as thereis no alternative.

Once the patient has improved, maintenance therapy is
needed indefinitely. Most patients will require regular daily
to weekly use of a moderately potent topical steroid. All
patients need to be monitored every six months indefinitely
for evidence of squamous cell carcinoma and for the adverse
effects of topical steriods.

Atrophic vaginitis

Treatment of atrophic vaginitis involves the use of topical
oestrogen if vulvitis is the only problem. If the patient is
experiencing systemic symptoms, hormone replacement
therapy is required. Oestrogen creams or pessaries are
initially used daily for two weeks then once or twice aweek
depending on response. There should be an improvement
within a month, and if not an aternative diagnosis should
be considered. Where there is a concurrent dermatitis, 1%
hydrocortisone ointment should be used daily with a
lubricating emollient and a soap substitute. Stronger topical
corticosteroidswill worsentheatrophy and should beavoi ded.
An oestrogen pessary will be preferable as cream may cause
burning where dermatitisis present.

There is no place for the use of oestrogen cream in any
condition other than atrophic vulvovaginitis. When used in
other situations, oestrogen cream serves only to cause
vulval irritation.

Chronic vulvovaginal candidiasis

This situation is very different from an attack of acute
candidiasis, and will not respond to asingle course of topical
antifungal therapy. These patients have areal problem with
eradication of this organism from the vagina. Although in
most cases their immunity is quite normal, diabetes and iron
deficiency anaemia should be ruled out.

Chronic candidiasis may be adifficult condition to diagnose,
as 15% of women carry Candidain the vagina. Most of these
carriers however will be asymptomatic. The combination of
chronic vulval symptoms (especially when there is a
premenstrual exacerbation or an exacerbation with oral
antibiotics) and repeated positive vaginal swabs, is very
suggestive of the condition. Examination usually reveals a
very inflamed introitusand vagina, with arash that may spread
to the labia. However, sometimes there is very little to see.

When chronic candidiasisis suspected, atrial of therapy with
an oral antifungal can be commenced. Although this has not
been well researched it is often efficacious and avoidsthe use
of possibly irritating topical antifungals. The only problemis

cost, but the results usualy justify it. Oral itraconazole,
fluconazole or ketoconazole may be used. (The latter is less
favoured because of the risk of drug-induced hepatitis.) The
medication should be used daily until the symptoms have
remitted (anything up to six months) and then weekly for
another three months. The addition of 1% hydrocortisone
ointment will help with itch in the early stages.

Many patientsfind that whenthey stop therapy relapseoccurs.
At present we have no answer for this situation other than
continued i ntermittent dosing with oral antifungal medication
(weekly to monthly as tolerated).

Summary

* Always use the history, examination and bacteriological
investigation to make a precise diagnosis before treating
vulvovaginitis.

« Never assumeapatient withvulval symptomshas’thrush’
unlessthereisacharacteristic history supported by positive
microbiology.

* Always consider the possibility of a non-infective
corticosteroid responsive skin disease, particularly when
thereis no vaginal involvement.

e Long-term environmental modification is needed when
treating vulvovaginal disease.

* Use of potent corticosteroids on the vulva may be a
necessary part of treating vulvovaginitis. They may be
safely used for limited periods.

E-mail: gaylef @chw.edu.au
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Self-test questions

The following statements are either true or false
(answers are on page 75)
3. Atopic dermatitisis a common cause of vaginitis.

4. Diabetes should be excluded in women chronically
infected with Candida albicans.
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The treatment of Candida vaginitis and

vulvitis

Graeme Dennerstein, Senior Associate, Department of Obstetrics and
Gynaecology, Mercy Hospital for Women, Melbourne

SYNOPSIS

Vulvovaginitis may have an infectious cause, a non-
infectious cause or a combination of both. A vaginal swab
is usually needed to establish the diagnosis even though
Candida albicans is the commonest infectious cause.
Treatment of vulvovaginitis may require modification of
the vaginal environment. Specific treatment for C. albicans
involves inserting an antifungal drug into the vagina when
the patient is symptomatic. Patients with recurring
infections may need long-term prophylaxis with an oral
antifungal drug. The diagnosis must be reviewed if patients
do not respond to treatment.

Index words: candidiasis, antifungal drugs.
(Aust Prescr 2001 ;24 :62—4)

Introduction

Candida albicans is the commonest cause of vulvitis and
vaginitis. However, it is not the only cause and the clinician
must be aware of the common conditions which produce
similar symptoms(Table1). Vagina swabsand vulval biopsy
are the most useful tools for differentiating these conditions.

Myths, traps and sexual sequelae

Candidareachesthevaginaviaoral ingestion. Itisnot sexually
transmitted. Itisthereforeunnecessary torecommendtreatment
of themale partner unless he has candidal balanitis or another
form of cutaneous candidiasisin the genital area.

C. albicans infection is an oestrogen dependent disorder. It
therefore seldom occursin healthy children, women who are
breastfeeding or postmenopausal women unless they are on
relatively high doses of oestrogen replacement. Theinfection
almost always occurs within the insensitive vagina lumen.
The resultant ‘burning’ of the sensitive vulva epithelium is
caused by the yeast’ s metabolites (seldom by infection of the
vulval skin). Treatment must bedirected to thevaginal source
of theinfection. Applying antifungal preparationstothevulva
will not only be ineffective but will also worsen the contact
dermatitis which is a feature of the complaint.

Mixed pathology iscommoninthevulval area. Thecommonest
combination is vulval dermatitis exacerbated by bouts of
candidiasis. Swabhing as often asnecessary isthe only means
of selecting the appropriate treatment. The inappropriate use
of antifungal applications can make the dermatitis worse as
these products are relatively toxic to genital epithelium.
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Candidaspecies other than albicans are being diagnosed with
increasing frequency. ExamplesareCandida glabrata, krusei,
parapsilosis and tropicalis. These non-albicans yeasts are
relatively non-pathogenicandrarely, if ever, requiretreatment.
Thisis fortunate, because they are generally resistant to the
usua antifungal drugs, and the over-the-counter availability
of these treatments is probably why these yeasts are being
selected out and appearing more often. This is also why
pathol ogists must identify the speciesin all cultures positive
for Candida.

Any woman who has genital discomfort for longer than, say,
six months may develop impairment of sexual arousal.
Dyspareuniacan result from acombination of coital physical,
chemical and biological trauma.

Recurrent candidiasis is an undoubted problem and the vast
majority of sufferersare healthy women. | am unaware of any
dietary regimen, so-called ‘natural products or lifestyle
modification (other than prol ongation of breastfeeding) which
makes any significant difference to the incidence of this
complaint. The vast majority of these patients will not be
diabetic. Glucose tolerance testing is indicated in the more
difficult casesand alwaysin the postmenopausal woman with
C. albicans infection if she is not receiving hormone
replacement therapy.

General principles of treatment
Health professionals

Theimportance of having avaginal swabtaken beforestarting
any treatment needs to be particularly emphasised to the
patient. If the patient does not respond asyou would expect to
your first treatment, stop everything and think again. Is your
diagnosis correct? There is no place for the empirical use of
vaginal antifungalsif the patient does not get acomplete and
prolonged response to a one week course.

Patients’ personal care

Inflamed epitheliumishypersensitiveto chemical and physical
trauma, therefore special care needs to be taken and only
normal saline can be guaranteed safe for washing. Most
patients will benefit from avoiding soap and other cleansing
agents and bathing the area with normal saline (sat, two
teaspoons to the litre) applied with cotton wool and gently
patted dry with a soft towel. For the same reason, patients
should be advised not to use homeremedies, over-the-counter
preparations and non-prescribed medication. In the sexually
active, theavoidanceof artificial lubricantsshoul d bediscussed.
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Table 1
Vulvovaginal inflammatory conditions

More common infections

Non-infectious conditions

Fungal
Candidiasis
Tinea cruris or versicolor

Viral
Herpes simplex

Bacterial
Gram positive cocci
Staphylococcus aureus
Folliculitis
Furuncles
Abscess

Streptococci
Erysipelas
Gram negative cocci
Gonococcal vulvovaginitis

Gram negative bacilli
Donovanosis
Chancroid

Spirochaetes
Syphilis

Mixed and non-specific
Bartholinitis

Parasites
Trichomoniasis
Pediculosis pubis
Scabies

Spongiotic disorders (characterised by intraepidermal oedema)
Irritant contact dermatitis
Allergic contact dermatitis
Atopic dermatitis (eczema)

Psoriasiform disorders
Psoriasis
Lichen simplex chronicus

Lichenoid reactions (epidermal basal layer damage)
Lichen sclerosus
Erosive lichen planus
Erosive vaginitis
Plasma cell vulvitis
Lupus erythematosus
Drug eruption

Vesicobullous disorders

Including pemphigus, erythema multiforme, pemphigoid,
herpes gestationalis and dermatitis herpetiformis

Granulomatous disorders
Including Crohn'’s disease and sarcoidosis

Vasculopathic disorders

Including Behcet's disease and urticaria

Streptococci and coliforms are not vaginal pathogens

Note: Bacterial vaginosis (Gardnerella infection) does not produce vaginitis.

Treatment of C. albicans infection

Many preparationsareeffectiveinthetreatment of candidiasis.
A vaginal imidazole, inserted nightly for one week, is
recommended as the standard treatment for candidal
vulvovaginitis.

Treatment of recurrent candidiasis

Thereisnogenerally agreed definition of recurrent candidiasis.
However, the infection may be deemed recurrent if thereisa
proven recurrence lessthan six months after asimilar episode
has been successfully treated. Unless further measures are
undertaken, experience suggests that recurrences, at an
unacceptable frequency, are likely.

Laboratory confirmation of each suspected infection is an
integral part of the management. Thewoman should beadvised
tohaveavaginal swabtakenwhenever shesuspectsarecurrence.

There are several strategies for the prevention of recurrent
infection. Oneweek of avaginal imidazoleisstill thetreatment
of choice when clinical (proven) infection occurs.

Alteration of the vaginal environment

This may be accomplished by a change of contraception to
depot medroxyprogesteroneacetate (which providesoestrogen-
free ovulation suppression). For women taking hormone
replacement therapy alower dose of oestrogen can be used.
Long-term vaginal therapy

The nightly insertion of one million units of nystatin in a

vagina cream, tablet or pessary (including during menstruation)
canvirtually beguaranteed to keepawomanfreeof candidiasis

without producing any significant discharge during the day.
This therapy should continue for six months in the more
troublesome cases. It is the treatment of choice for pregnant
women who have had more than one proven infection during
the pregnancy. This prophylaxis should not be stopped until
the onset of labour.

Long-term oral therapy

K etoconazole, fluconazole and itraconazole are effective oral
anticandidal drugs available in Australia. They do not attain a
concentrationin vaginal secretionswhichissufficient for them
to be recommended as the sole treatment for clinical infection
but they are definitely effective for prophylaxis. There is
evidence that fluconazole is the most effective and least toxic
but, at the usual dosage of 100 mg orally twice weekly (for
prophylaxis), the patient will pay almost $40 aweek.

Ketoconazole 200 mg orally daily is over 80% effective in
preventing recurrences, but reports of hepatotoxicity and
occasionally other adverse effects reduce its attractiveness.
Sometimes recurrences will occur unlessthe dosageisraised
to 200 mg twice daily. Ketoconazole requires an authority
prescription if it is supplied by the Pharmaceutical Benefits
Scheme. Six months continuous treatment is recommended.
Treat each recurrence thoroughly

Many women, givenready accesstomicrobiological diagnosis
and safein theknowledgethat they can get rapid treatment for
eachrecurrence, will settle onjust that — medication with each
proven recurrence. Inthe event of multiplerecurrences| would
recommend 14 days continuous use (including during
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menstruation) of avaginal imidazolecream and asimultaneous
course of ketoconazole 200 mg twice daily for five days. In
many casesthisregimenwill reducethefrequency of recurrences.

E-mail: gragrazdenn@smartchat.net.au
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Self-test questions

The following statements are either true or false
(answers on page 75)

5. Not all speciesof Candidafound in the vaginaneed
treatment with antifungal drugs.

6. Genital candidiasis rarely occurs in healthy
postmenopausal women unless they are taking
hormone replacement therapy.

I e m—=.
Your questions to the PBAC

| am writing to express my concern with respect to the
February decision of the Pharmaceutical Benefits Advisory
Committee (PBAC) tolist bupropion. Evenin my small town
wehavebeeninundated by requestsfor thedrug, fromsmokers
of all types. This has been spurred on by both word of mouth
and continued media coverage. Making an assessment of the
relevance of the drug to that particular person hasbeen all but
impossible, with peoplefearful that if they do not get in quick
they will not get the bargain price. To be honest it has been
almost like afiresale at the local department store, with the
hysteriato match.

It has been impossible to get through to the Health Insurance
Commission for more relevant and urgent authority
prescriptions because the staff are busy processing requests
for bupropion. | am deeply concerned at the cost to taxpayers
of thisPBA C-induced mayhem, and what benefit therewill be
to Australian consumers.

Discussions | have had with patients reveal poor compliance
with the drug. No associated rehabilitation program was
offered in conjunction with the release of thisdrug, and there
are no local resources to provide one on amass scale.

Allinal, thishasgot to bethepoorest effort at listing of adrug
by the PBAC that | have ever seen, and has put most general
practitionersin an awkward position of having to decide how
to respond to mass hysteria and pressure.

Dr Ewen McPhee
General Practitioner
Emerald, Qld.

PBAC response

At its September 2000 meeting the PBAC recommended that
bupropion be listed as an authority required pharmaceutical
benefit for use within acomprehensive treatment program, as
short-term adjunctive therapy for nicotine dependence with
the goal of maintaining abstinence. The recommended listing
provided for only one application per patient per year and
prohibited the authorisation of increased maximum quantities
or repeats.

In making its recommendations, the PBAC considers the
effectiveness, cost-effectivenessand clinical placeof aproduct
compared to other products. Where there is no alternative as
was the case for bupropion, the PBAC compares the product
with standard medical care and considersthe benefitsthe new
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product will provide compared to the cost of achieving those
benefits. The PBAC also took into account the comparative
performance of bupropion and nicotine replacement therapy.

ThePBAC consideredtreatment withbupropiontobeclinically
and cost-effective where compared to standard therapy and
nicotine replacement therapy. The PBAC is of the view that
thelarge number of Australians currently seeking thistherapy
is an encouraging indication that many smokers want to stop
smoking, and that listing thistreatment on the Pharmaceutical
Benefits Scheme is entirely appropriate. Furthermore, the
Commonwealth Government has a role in promoting the
cessation of smoking as thisis a public health issue.

Inrelationtothecomprehensivetreatment program requirement
of theauthority listing for bupropion, thisneed not necessarily
beaformal rehabilitation program, andin fact may belimited
tocounsallingby theprescribing practitioner. Themanufacturer
of bupropionadvisesthat acomprehensivemotivational support
program in smoking cessation, developed by the company,
was in place when the medication was first released, as a
private prescription, in November 2000. Patient enrolment in
the program may be initiated by the prescribing doctor, a
pharmacist or the patient in response to a package insert
outlining the program and relevant contact details.
Encouragement for patients to access the well established
national QUIT program is also appropriate as a source of
motivational support.

The Health Insurance Commission (HIC) appreciates the
frustration prescribers may have felt as they experienced
difficultiesin getting through to obtain telephone authorities
when callsunexpectedly nearly doubled when bupropion was
listedon1February 2001. TheHICresponded by re-allocating
staff from other areasand in some states, additional staff were
recruited to assi st during the period of high demand, whichhas
since eased significantly.

Correction

One of the letters published in ‘Y our questions to the
PBAC' (Aust Prescr 2001;24:7) mentioned celecoxibas

ageneral benefit onthe Pharmaceutical BenefitsScheme
(PBS). Thisisincorrect. Celecoxib islisted on the PBS
asarestricted benefit for chronicarthropathies(including
osteoarthritis) with an inflammatory component.
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Late-life depression: what can be done?

John Snowdon, Associate Professor and Director, Psychogeriatric Services,

Rozelle Hospital, Sydney

SYNOPSIS

Depression is commonly unrecognised in the elderly. There
is also the problem of defining depression in old age.
Severe depression will commonly need to be managed in
hospital. Major depression is usually treated in the
community setting. Minor depression can be as disabling
as major depression. Management of minor depression
includes dealing with precipitating factors, helping the
patient adapt, and judicious use of medication. If drug
treatment is needed the newer antidepressants may be
better tolerated by the older person than tricyclic
antidepressants.

Index words: antidepressants, cognitive behaviour therapy.
(Aust Prescr 2001 ;24 :65-7)

Introduction

The presentation of depression in older age is often less
obviousthan it isin younger people. A majority of peoplein
their seventies and older have at |east one physical disability,
and depressed elderly patients are likely to focus attention on
physical symptomswhenthey visittheir general practitioners.
Depression can easily be overlooked.

Recognition of late-life depression

Thecardinal featuresof depression arelowered mood andloss
of interest. However, older peoplearelesslikely than younger
patients to acknowledge feeling depressed. Thisis one of the
reasonsdepression may beoverlookedinolder people. Patients
may attribute their symptoms (lack of energy, inability to
concentrate, irritability, poor sleep, weight loss and feeling
slowed up) to their age, rather than a psychological cause.
They may feel less comfortable than younger patients in
talking to their doctors about such symptoms.

General practitioners often do not have alot of timeto giveto
each patient. Commonly thereisaqueuein thewaiting room.
Older patientsmay beanxiousnot totakemorethantheir share
of the doctor’s time. Y et people with physical handicaps or
disabling medical illnesses are six times more likely than
others of their age to have depressive disorders.

Another reason why some studiesreport that doctorsoftenfail
to recognise depression is that experts differ in what they
understand by the term ‘depression’. Disagreements relate
mainly to the non-typical, less obvious, less severe cases,
especialy those where there is comorbidity with physical
disorders, and when anxiety and certain personality traits
obscure the presentation. This confusion may be shared by
some general practitioners. They are good at recognising

‘severe’ cases, but are less inclined to record depression in
non-melancholic cases, including what used to be caled
‘neurotic’ or ‘reactive’ depressions.

Epidemiologists have tended to include only cases of major
depression (with or without melancholia) and dysthymia
when estimating preval ence ratesof depression. They say that
depression is much less common in older age. However,
patients with minor depression (a shorthand term for those
withsignificant depressivesymptomsbut without fulfilling all
DSM-IV1 criteria for the diagnoses of major depression or
dysthymia) may bejust asdistressed and functional ly disabled
by their symptoms as those with major depression.

Minor depression is common in older age, with a steep
increasein preval encein peopleover 80 yearsof age. Thisrise
is largely attributable to the age-related increase in physical
morbidity. Functional declineand symptomsof medical illness
may bedepressing. Inarecent American study of patientsover
60 yearsof age presenting for primary care services, 6.5% had
major depression and 15.1% had minor or subsyndromal
depression.?
Depressionitself canleadto adeclinein functional ability and
well-being as severe as that caused by chronic medica
conditions. If this distress can be relieved and the patient’s
functionimproved, it iswell worth identifying cases of minor
depression.

Doctors therefore need to think to themselves, whenever an
older patient comes to see them, ‘Could this person be
depressed? This particularly needs to be considered in
relation to conditions known to have a high correlation with
depressiveillness, e.g. dementia. If unsure, then explore this
possibility with the patient.

Dementia

Depression and dementiamay both present with psychomotor
slowing, poor concentration, impai red memory, apathy, fatigue
andsleepdisturbance. Intheabsenceof tearfulnessor depressed
mood, comorbid depression may escape notice. A tria of
antidepressantsmay |ead to remarkableimprovement inmood,
although in most cases of dementia there is progressive
worsening of the cognitiveimpairment even if the depression
does not recur.

Frontal lobe changes can lead to an apathy syndrome which
may be mistaken for adepressiveillness, and isunresponsive
to antidepressant therapies. Other brain changes may lead to
emotional lability, with pathological crying. A tria of
antidepressantsisworthwhileevenin obviously organic mood
syndromes.
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Factors related to late-life depression

Thefirst step in effective management of late-life depression
isproper assessment. Thisincludesareview of al factorsthat
might be related to the devel opment, persistence or lessening
of depressivesymptoms. Nature, nurtureandlifecircumstances
(including physical changes) may all have relevance when
considering the aetiology of depressive disorders. Thereisa
continuum between types of depression which are thought of
asprimarily biological and primarily psychological in origin,
but there may be a secondary organic response overlapping
both biological and psychological parts of the continuum.
Particular consideration needs to be given to these organic
factorswhen planninginterventionsfor depressed ol der people.

Personality factors may affect whether someone will respond
to certain events or situations by becoming depressed.
Personality is partly determined by inherited characteristics
and partly by upbringing. The meaning of eventsor situations
to individuals (for example threats or insults) may well be
determined by their experienceof similar eventsearlierinlife.
Some may learn to react by being helpless and submissive,
whereas others may |earn assertiveness and acquire aneed to
be in control.

Losses may induce feelings of helplessness or anger.
Bereavement may lead to prolonged sadness. Other losses(for
exampleof accommodation, financial security, social network,
independence, mobility, source of self-esteem) may also lead
to persistent and comparable sorrow, lossof pleasureinlife, a
sense of emptiness, dwelling on the past, apathy about the
future, and maybe frustration, anger and irritability. Loss of
health may provoke feelings of insecurity as well as of
wretchedness.

[l health may precipitate depression through physical aswell
as psychological effects. Endocrine disorders such as
hypothyroidism are obvious examples. Other causes include
neoplastic disorders, vitamin deficiency and a host of
neurological conditions such as stroke, Alzheimer’ s disease,
vascular dementiaand Parkinson’ s disease. Pain hasa strong
associationwithdepression, but whether thisisentirely through
psychological processesis debatable.

Stress and emotional reactions provoke neurobiochemical
changes, including release of corticosteroids. Thus
psychological depressions have biological elements. Stress
can lead to atrophy of stress-vul nerable hippocampal neurons
by decreasingtheavailability of protectiveneurotrophicfactors.
This may explain why having one depressive episode makes
itmorelikely that apersonwill have depressive episodesinthe
future. It may also explain why affective disorderswhich are
believedtobemainly biological inorigin (melancholia, bipolar
and psychotic depression) are commonly precipitated by
psychologically stressful situations.

Thereisalso evidencethat late-life depressions may occur in
associationwithage-related (probably vascular) brain changes,
in peoplewho havenot been diagnosed with dementiaor other
brain disease.
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Management of late-life depression

If the clinical assessment reveals an obvious and reversible
causeof thedepressionit should bereversed. Relevant physical
disorders should beidentified and treated. Situationsor drugs
which are contributing to the depression should be changed if
feasible.

As part of the initial examination, the doctor should assess
whether thepatientissuicidal. If so, or if the patient hassevere
or psychotic depression, referral to specialist services is
advisable and electroconvulsive therapy may be considered.
In less urgent cases, inpatient assessment may well be
appropriate and an adequate dosage of an antidepressant
shouldbegiven. Incasesof del usional depressionaneuroleptic
may be added (for example risperidone, olanzapine or
quetiapine) although these are only approved on the
Pharmaceuti cal BenefitsSchemefor schizophrenia. Thenewer
antidepressantsarelesslikely than tricyclic antidepressantsto
causedistressing adverseeffectsand arel esstoxicinoverdose;
doctorsusually prescribesel ectiveserotoninreuptakeinhibitors
intherapeutic doses (usually onetablet daily) in contrast tothe
way tricyclicanti depressantsand mianserinareused. However,
venlafaxine and tricyclic antidepressants are commonly
believed to be more effective in severe and resistant cases. It
isalwaysimportant to be aware of potential druginteractions.
For example, moclobemideispreferableto selectiveserotonin
reuptake inhibitorsif the patient is taking warfarin.

When patientswith severedepressionfail torespondto adequate
doses of antidepressants, electroconvulsive therapy isthe best
choiceif the patientiswilling. Some patientsrespondto lithium
augmentation of antidepressants but it can be very difficult to
managein the elderly and the dose (titrated according to serum
levels) isusually less than for younger people.

After recovery, patientswho have experienced morethan one
episode of delusional or melancholic depression should stay
on antidepressants (or amood stabiliser if they have abipolar
disorder) for years. Evenafter just oneepisode, antidepressants
should be continued for at least a year.

There is evidence that antidepressants can be effective in
depressionsassociated with physical illness. Experts suggest
that the more severe depressions, even if precipitated by loss
or stress, may respond to antidepressants, but there is only
limited evidence for their effectivenessin milder depression.

In all cases of depression, psychotherapeutic support is
appropriate. All patients should be enabled to ventilate their
feelings and to discuss ways of adapting to their loss or
distress. In casesof severedepressionthismay not bepossible
until they start to improve.

When depressions are loss-related (including bereavement,
demoralisation and those associated with loss of health and
functional capacity), the main focus of management will
usualy be psychosocial. Grief-work, cognitive behaviour
therapy, interpersonal therapy, group therapy or counselling
may be indicated. Stress and sorrow may be long-lasting,
even though initial emotional responses may be regarded
as adjustment disorders. Much depends on personality and
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whether patients can adapt and move beyond their depressive
reactions. Vulnerability and insecurity, which may become
more pronounced in some people as they age, interfere with
adaptation. Thismay beespecially difficultfor elderly migrants.

Symptomatic medication (e.g. hypnotics) may be useful for
short periods, but prolonged useof anxiolyticsistobeavoided.
Antidepressants are preferable, and for many patients with
persistent depression acombination of psychotherapeutic and
pharmacological treatment is appropriate. Given adequate
resources, awhol epackageof interventionsaimed at enhancing
physical and emotional well-being is desirable. If the doctor
lacksskill to providetheappropriate psychotherapy component,
a ‘shared care’ approach (linking with other health
professionals)isrecommendedinthesenon-melancholiccases.

Prognosis

Most depressions in old age will respond to treatment, with
consequent improvement in function and well-being, improved
recovery rate from medical conditions, and reduced mortality
rate. Theprognosi sfor patientswith severedepressionassociated
with either dementia or deep white matter lesions is poor.
Improvement may occur with treatment, but early relapse and
treatment resi stanceare common. Comorbid physical disorders
or severe anxiety may also lead to a protracted course.

Overall, theprognosisfor late-life depressionisnoworsethan
for younger patients. Ageist and nihilistic attitudes to
intervention should be abandoned.* Patients may take longer
to respond, and treatment is often complicated, but there is
good reason to be positive. Good liaison between general
practitioners and psychiatry services for older people helps
promote identification and appropriate treatment of late-life
depression. Unfortunately, funding in Australia for such
collaborative approachesis limited.

E-mail: jsnowdon@mail.usyd.edu.au
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Self-test questions

The following statements are either true or false
(answers on page 75)

7. The prognosis for uncomplicated depression in old
age isworse than for younger patients.

8. Selective serotonin reuptake inhibitorsinteract with
warfarin.

ﬁ

Facilitators file

The National Prescribing Service (NPS) has provided funds
to divisions of general practice to employ facilitators.
These facilitators visit general practitioners to discuss
common prescribing problems. During their visits the
facilitators are finding some interesting issues. Australian
Prescriber will publish some of these findings from time
to time.

Thiazides and fractures

Some doctors are reluctant to prescribe thiazide diuretics.
They fear that these drugs may put their patients at risk of
having an osteoporotic fracture.

There has not been arandomised-controlled trial of the effect
of thiazides on fractures. Some observational studies show a
60% increase in risk, while others show a 70% reduction in
risk. To try to resolve the issue, researchers at the Garvan
Ingtitute in Sydney conducted a meta-analysis.!

The meta-analysis included 13 studies involving a total of

29600 patients. It foundthat patientscurrently taking thiazides
werelesslikely tohaveahipfracture. Theoddsratio (OR) was
0.82 with aconfidenceinterval (Cl) of 0.73-0.91. Therewas
atrend for a reduction in all types of osteoporotic fracture
(OR0.88, CI 0.77-1.02).

While the odds of hip fracture were reduced with long-term
use, short-term use of thiazides appeared to increase the
fracture risk. This may be aresult of patients having a fall
when treatment begins.

Thiazidesmay influencetherisk of fracture by decreasing the
excretion of calcium. Theauthorsof themeta-analysi ssuggest
that thiazides should be considered asamethod of preventing
osteoporotic fractures particularly in patients with
hypertension.
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Drug therapy of irritable bowel

syndrome

R. Fraser, Gwendolyn Michell Senior Lecturer, University Department of
Medicine, Royal Adelaide Hospital, Adelaide

SYNOPSIS

Irritable bowel syndrome is a common disabling condition
in the community. It is characterised by abdominal pain
and disordered bowel habit, but the pathophysiology of
the condition is unclear. Multiple factors including diet,
gastrointestinal infection, disordered gut motility and
emotional stress have all been implicated as potential
triggers. Recent advances in our understanding of
gastrointestinal physiology suggest that visceral
hypersensitivity may underlie at least some of the clinical
features. The key role of serotonin in gastrointestinal
neural function has led to the development of new drugs
that show therapeutic promise in management of irritable
bowel syndrome. Treatment currently remains
symptomatic with disorders of defaecation responding
more readily than abdominal pain.

Index words: diarrhoea, hypersensitivity, spasmolytics,
serotonin.

(Aust Prescr 2001,;24:68-71)

Introduction

Irritable bowel syndrome is a group of chronic or recurrent
gastrointestinal symptomsattributed tothesmall intestineand
colonforwhichthereisnounderlyingstructural or biochemical
explanation. The symptom complex is defined by abdominal
pain and disordered defaecation. It may also be associated
with features such as bloating and distension.* The diagnosis
isbased on identification of positive symptoms (Table 1) and
the cost-effective exclusion of other clinical diagnoseswith a
similar presentation. In practicethediagnosisisoften attached
to any patient with an abdominal complaint where no other
underlying pathology can be found.

[rritable bowel syndromeiscommon. It affectsup to 15-20%
of the population at any one time and is responsible for
30-40% of gastroenterology consultations. Many patientscan
be managed with advice on diet and lifestyle changes and do
not require drug therapy. During the past 10 years better
understanding of the pathways of gastrointestinal sensation
have changed the strategy of drug development away from
medications for abnormal gastrointestinal motility to drugs
designed to modify visceral sensation.?

Aetiology

For many years irritable bowel syndrome was considered a
psychosomatic condition with a heterogeneous presentation.
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Patient subgroups have been classified according to their
dominant symptom combination, for example constipation-
or diarrhoea-predominant. Although there has been a lot of
researchintotheunderlying causesthereisno current unifying
theory asto specific aetiology.

In an attempt to unify the various aetiological factors, a
multifactorial model hasbeen proposedinwhichinflammatory,
alergic, dietary, genetic and psychological factors affect
entericvisceral sensory neural pathways. Thesechangesresult
in a hypersensitive system that overreacts to awide array of
emotional and peripheral stimuli.

Abnormal motility

Gastrointestinal smooth musclehasintrinsic patternsof motor
activity which are under the control of the enteric nervous
system. This is a complex network of nerves and ganglia
located in the wall of the intestine. The motor activity is
modulated by inputs from many areas via the autonomic
nervous system and circulating humoral substances.

For many years gastrointestinal dysmotility was considered
the main contributor to the symptoms of irritable bowel
syndrome. Abdominal discomfort and pain were assumed to
be caused by contractions that were too strong or prolonged,
and disorders of transit were considered to result from altered
patterns of gastrointestinal smooth muscle contraction. This
approach provided astrategy for trestment. However, although
thereareanumber of changesingastrointestina motor function,

Table 1
Rome II diagnostic criteria for irritable bowel
syndrome*!

In the preceding 12 months, the patient has had at least 12 weeks
(not necessarily consecutively) of abdominal discomfort or pain
with two of the following three features:

¢ relieved by defaecation and/or

e onset associated with a change in stool frequency and/or

e onset associated with a change in form (appearance) of stool
Symptoms that cumulatively support the diagnosis of irritable
bowel syndrome

e abnormal stool frequency (for research purposes may be
defined as more than three bowel movements per day and
less than three bowel movements per week)

e abnormal stool form (lumpy/hard or watery/mushy)

e abnormal stool passage (straining, urgency or feeling of
incomplete evacuation)

e passage of mucus
e bloating or feeling of abdominal distension

in absence of structural or metabolic abnormalities to explain
symptoms
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aclear rel ationshi p between symptomsand abnormal motility,
in either the small intestine or colon, has never been shown.
Irritable bowel syndrome istherefore probably not a primary
motor disorder of the gut.

Abnormal sensation

Recent attention has focused on gastrointestinal sensation in
patientswithirritablebowel syndrome.2 Stimuli withinthegut
(especially food) are continually sensed and sensory neural
transmission integrated and processed by both the enteric
nervous system and the central nervous system. Most of the
sensory stimuli do not reach perception, but they can ater
motor activity.

The key role of abdominal pain in irritable bowel syndrome
led tothetheory that abnormal gut sensation could underliethe
conditionwithvisceral hypersensitivity suggested asapossible
aetiology. Irritable bowel syndrome patients are abnormally
sensitive to distension throughout the entire length of the gut
although their somatic sensitivity to painful stimuli isnormal.
Possible mechanisms that could result in abnormal visceral
sensation are receptor hypersensitivity, abnormal integration
or transmission of dorsal horn changes or changesin central
processing perception (Fig. 1).

Fig. 1
Possible mechanisms for symptom production in
irritable bowel syndrome

—_

. Abnormal stimulation of normal gastrointestinal receptors

2. Abnormal response of gastrointestinal receptors to normal
stimuli

3. Abnormal gastrointestinal motility

4. Abnormal central perception of normal gastrointestinal
afferent signals

5. Abnormal central stimulation of gastrointestinal tract via

efferent pathways

(Courtesy Dr D. Armstrong, McMaster University, Canada)

Infection and inflammation

Many patients have a well-defined gastrointestinal infection
preceding the development of irritable bowel syndrome. A
number of investigators have described an increase in the
mucosal mast cell population in post-infectiveirritable bowel
syndrome. It is possible that these cells release inflammatory
mediators which then affect enteric neurotransmitters and
perpetuate symptoms associated with acute infection.

Role of stress

Acutely stressful situations are often associated with transient
changesinbowel function. Theirimportanceinirritablebowel
syndromeislessclear, although they may function astriggers
in some patients. Chronically stressful situations, particularly
abuse in early life, have been associated with an increased
incidence of irritable bowel syndrome.®

Non-drug treatment

Lack of exercise and insufficient time at stool are common
problemswhicharerelatively simpletoremedy. Many patients
aso understand that anxiety can ater bowel function acutely
and a positive diagnosis and explanation together with a
supportivetherapeutic relationship may beall that isrequired.
I n pati entswithout maj or psychiatric disease, biofeedback and
hypnotherapy have also been reported to be effective.
Specific dietary advice

Lactase deficiency is common, but its role in irritable bowel
syndromeisuncertainandrestrictionof calciumintakeespecially
inwomen needsmonitoring becauseof therisksof osteoporosis.
Many patientsidentify adietary trigger for their symptomsand
asensiblereductioninspecificfoodscanbebeneficid particularly
for symptomssuch asbloating and diarrhoea. Other patientseat
largeamountsof indigestiblecarbohydrateor artificia Sveeteners
and improve with appropriate restriction of these. In contrast,
patients with constipation may require an increase in dietary
fibre. Formal exclusion diets are time-consuming and require
referrd to adietitian.

Drug treatment

Intheabsence of awell-defined aetiology, drug treatmentsfor
irritable bowel syndrome aim at the predominant symptoms.*
Asthereis considerable inter- and intra-patient variability in
the symptom pattern, it is perhaps not surprising that the
response to many drugs is unclear. In addition, there is a
30-40% placeboeffect which confoundsdrug efficacy studies.

Specific drug treatments for disturbed transit are the most
successful treatments currently available for irritable bowel
syndrome® However, as patients symptoms switch from
constipationtodiarrhoea, treatment strategiesmay alsorequire
modification.

Antidiarrhoeal drugs

Opiates have been used for centuries to reduce diarrhoea.
These drugs dlow gut transit largely by acting on specific
sub-types () of the opioid receptors of enteric nerves. The
newer opioiddrugsdiphenoxylateandloperamidearepreferred
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to drugs such as codeine as they are relatively safe, effective
and, as they do not cross the blood-brain barrier, they have
minimal central effects. Loperamide may also increase anal
sphincter tone. Patients can use these drugs as required and
titrate the dose according to their needs, remembering that
they may be quite sensitive to opiates and easily become
constipated. Taking antidiarrhoeal drugs before travelling to
work, social activities or stressful situations may enhancethe
patient’s quality of life.

Drugs used to treat nausea, such as the 5-HT, antagonists
granisetron and ondansetron, are well recognised causes of
constipation. More recently alosetron, another 5-HT,
antagonist, was shown to markedly slow left sided colonic
transit, suggesting apossiblefuturerolefor thisclassof drugs
in diarrhoea-predominant irritable bowel syndrome. These
5-HT, antagonists may also affect gut sensation. However,
alosetron has been withdrawn due to serious adverse effects.

Laxatives (Table 2)

The simplest means of tackling constipation isthe addition of
fibre (such as bran) to the diet. If bran is not tolerated other
bulking agents such as psyllium can be substituted although
these are more expensive. The goals of therapy need to be
reaistic and patients need to be warned of the potential
adverseeffectsof bl oating, abdominal distensionandflatulence.

The addition of |axatives needs to beincremental and graded
as it takes a few days to achieve a new ‘steady state’. In
additiontoanincreaseinflatusproduction, they may exacerbate
symptoms such as bloating and abdominal distension if the
doseisincreased too rapidly. Patients should be instructed to
look for abulkier, more easily passed stool asasign that they
aretaking an effective dose of fibre. Bulking agents should be
taken on both good days and bad days. If the predominant
symptom switches from constipation to diarrhoeaareduction
in bulking agents is indicated.

Drugs to reduce spasm

Nodrug hasbeen convincingly shownto havebenefitsbeyond
placebo. Abdomina pain in irritable bowel syndrome has
been treated with anti spasmodic and anticholinergic drugsfor
more than half acentury without them clearly being shownto
be of benefit. Meta-analyses show some benefit over placebo
for abdominal pain, but not for constipation.® Painful muscle
cramps may be treated with drugs such as mebeverine,
dicyclomine and cimetropium.

M uscarinic antagonistssuch asatropineor hyoscinethat block
cholinergic stimulation are non-specific smooth muscle
relaxants. They may be hel pful in reducing severe episodes of
pain arising from gut spasm. These non-specific drugs may
have adverse effects on the bladder, eyesand salivary glands.
They are best used on demand rather than routinely.

Drugs to modulate sensory feedback
Tricyclic antidepressants

Up to half of the patients with irritable bowel syndrome
show some clinical features of depression and these patients
require appropriate treatment. There are however many
observations which show that patients who are not depressed
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Table 2

Drug therapy for constipation

Drug Dose

Psyllium 1 tablespoon twice daily with meals

Methylcellulose 1 tablespoon twice daily with meals
15-30 mL twice daily

20 mL 2-3 times per day

Lactulose*
Sorbitol*

Suggested starting doses for bulking agents in treatment of
constipation. Subsequent doses should be titrated against clinical
effects.

* may cause bloating

may benefit from taking tricyclic antidepressants in doses
which are smaller than those used to treat depression (e.g.
amitriptyline 10-50 mg). Although central modification of
pain pathways may occur, the exact mechanismsof action are
unclear asthetricyclicantidepressantsal sohaveanticholinergic
effects.

S-hydroxytryptamine (5-HT) antagonists

The neurotransmitter serotonin (5-hydroxytryptamine or
5-HT) hasakey rolein gastrointestinal motor functionthrough
its actions on nerve receptors within the enteric nervous
system.” A number of receptor sub-types may beinvolvedin
gastrointestinal sensation. Most recently it hasbeen suggested
that 5-HT, receptors may have a key role in viscera
hyperalgesia. Studies are ongoing with a number of 5-HT,
antagoniststodeterminetheir effectsonvisceral hypersengtivity.
Preliminary studies indicate that these drugs may improve
symptoms such as urgency and abdominal pain in diarrhoes
predominant irritable bowel syndrome. It is unclear whether
thiseffect ismainly dueto the drug’ s action on gastrointestinal
transit. A number of other drugs that modulate sensory
transmission and perception are also under investigation.

Conclusion

There is a present no ‘magic bullet’ for the treatment of
irritable bowel syndrome. Thisisnot surprisinginview of the
variability of symptoms and the probability that multiple
aetiol ogies contribute to symptoms. Many patients cope well
with reassurance alone after exclusion of serious pathology.
Drug treatment aims at symptom relief and is directed at
maintaining normal work and recreational activities. Therapy
needs to be individualy tailored to the patient’s current
symptoms with a preparedness to switch strategies if the
predominant symptoms alter.

E-mail: robert.fraser@adelaide.edu.au
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Dr Fraser is currently involved in a multicentre trial of
irritable bowel syndrome treatment (tegaserod).

Self-test questions

The following statements are either true or false
(answers on page 75)

9. Some patientswithirritable bowel syndromedo not
experience abdominal pain.

10. Uptohalf thepatientswithirritablebowel syndrome
have clinical features of depression.

ﬁ

New drugs

Some of the views expressed in the following notes on newly approved products should be regarded as tentative, as there may have been little experiencein Australia of their
safety or efficacy. However, the Editorial Board believesthat commentsmadeingoodfaith at an early stagemay till beof value. Asaresult of fuller experience, initial comments
may need to be modified. The Board is prepared to do this. Before new drugs are prescribed, the Board believesit isimportant that full information is obtained either from the
manufacturer's approved product information, a drug information centre or some other appropriate source.

Buprenorphine

Subutex (Reckitt Benckiser)

0.4 mg, 2 mg and 8 mg sublingual tablets
Approved indication: opiate dependence
Australian Medicines Handbook Section 18.6.3

Buprenorphine is a partial agonist of opioid receptors. The
drug has been used, at low doses (0.2 mg), as a sublingual
analgesic. Higher doses have now been approved for the
treatment of opiatedependence. Buprenorphinecanbeusedin
detoxification or asamaintenance treatment. Itsaction on the
receptors reduces the cravings for opioid drugs.

The drug is taken sublingually because of the first-pass
metabolism which follows an oral dose. Even when given
sublingually, the tablets only have a bioavailability of
30-35%. Buprenorphine is metabolised by the cytochrome
P450 system. As CYP3A4 is involved, inhibitors of this
enzyme, such as macrolide antibiotics, have the potential to
increase concentrations of buprenorphine. Most of the
metabolites are excreted in the bile. As buprenorphine has a
mean half-life of 35 hoursit isfeasible to give some patients
less than daily dosing.

A randomisedtrial hascomparedtheefficacy of buprenorphine
withthat of clonidineand naltrexonein 162 patientsundergoing
detoxification. Thedetoxificationwassuccessfully completed
by 65% of the patients given clonidine, 81% of those given
clonidine and naltrexone, and 81% of those given
buprenorphine.! The Cochrane Collaboration has reviewed
the evidence supporting buprenorphinein the management of
opioid withdrawal, but has not reached a firm conclusion.?

For mai ntenance treatment, buprenorphine should be taken at
least six hoursafter thelast dose of heroin. Thisistoreducethe
risk of triggering withdrawal symptoms. For patients
transferring from methadonethere should beadelay of at least
24 hours before starting buprenorphine. Treatment begins
with a4 mg dosewhichisincreased according to the patient’s

response. Themaximum doseis 32 mg aday. Oncethe patient
isstablethedosefrequency canbereduced. Somepatientswill
manage with three doses a week.

Buprenorphine has been compared with methadone. Onetrial
studied 72 patientsfor six months. Whilemore patientstaking
methadonewereretainedintreatment, bothtreatmentsworked
well. Urinetests showed reduced opioid use; 60% of thetests
were negative for patients taking buprenorphine compared to
66% of the tests from patients taking methadone.®

A major problem with buprenorphineistherisk of abuse. As
patients given buprenorphinefor pain can become addicted it
isclear that it can cause dependence. Some patients grind up
the tablets so that they can inject the drug. Thisis dangerous,
particularly if thepatient isal so using benzodiazepines. Deaths
have occurred from cardiorespiratory depression when
buprenorphine and benzodiazepines have been injected.

Other adverse effects are difficult to identify as the adverse
reactions reported in clinical trials may be due to withdrawal
or opioid toxicity. Symptoms reported include headache,
abdominal pain, chills, insomnia, nausea, vomiting and
diarrhoea. Liver function may be atered and some patients
will develop hepatitis.

If adecisionismadeto ceasetreatment, buprenorphineshould
not be stopped suddenly. A gradual reduction of the dose over
three weeks is recommended.

Buprenorphine hasbeen used to treat drug addiction in France
since 1996. Australian Prescriber’s sister journa La Revue
Prescrire hasreviewed its use and found it to be an effective
treatment. The French experience confirmsthat themainrisks
of buprenorphine are linked to misuse. They recommend that
there should be good communi cation between the prescribing
doctor and the pharmacist, particularly about how many
tabletsto dispense at atime. Using buprenorphine as one part
of aco-ordinated medical and psychosocial treatment program
isalso important.*
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Exemestane

Aromasin (Pharmacia & Upjohn)

25 mg tablets

Approved indication: advanced breast cancer
Australian Medicines Handbook Section 17.10.2

Oestrogen can stimulate the proliferation of breast cancer
cells. Themain sourceof oestrogenin postmenopausal women
isthe conversion of androgens from the adrenal glands. This
conversion canbeblocked by inhibitingthearomataseenzyme.
Exemestaneisan aromataseinhibitor. Unlike other aromatase
inhibitors, such as aminoglutethimide, anastrozole and
letrozole, exemestane has a steroidal structure.

A single dose of exemestane suppresses oestrogen
concentrations by 90%. Each dose is well absorbed but the
bioavailability is reduced by first-pass metabolism. Patients
should take the drug after a meal as this increases plasma
concentrations of exemestane by 30—40%. Thedrug isalmost
completely metabolised with the metabolites being excreted
in the faeces and urine. Clearance is reduced by renal and
hepatic impairment.

A double-blind trial has studied exemestane as second-line
therapy in postmenopausal women. All thewomen had breast
cancerswhichhad progressed despitetreatment withtamoxifen.
In thistrial 366 women were randomised to take exemestane
and 403 took megestrol, a synthetic progestogen with an
antitumour action. The objectiveresponse rateswere 15% for
exemestane and 12% for megestrol. This difference is not
significant, however exemestane did have some advantages.
The median time to progression of the tumour was 20 weeks
withexemestaneand 17 weekswithmegestrol. Thiscontributes
to asignificantly longer median survival time?!

Although there have only been uncontrolled phase Il studies,
exemestane has al so been approved as athird-line treatment.
Approximately 9% of women, whosetumourshave progressed
despitemulti plehormonetherapies, will respondtoexemestane.
In women with metastatic disease which had progressed after
treatment with a non-steroidal aromatase inhibitor, 7%
responded to exemestane.?

Only 3% of the women in the clinica trials had to withdraw
becauseof adverseevents. Comparedto megestrol, exemestane
caused morehot flushes, headaches, rashes, nauseaandvomiting.

Exemestaneisat |east as effective as megestrol, but it has not
been compared with other aromataseinhibitorsassecond-line
therapy. As most of the women in the comparative trial* had
hormone-receptor positivetumours, theefficacy of exemestane
in oestrogen-receptor negative tumours is uncertain.
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Gadoversetamide
OptiMARK (Mallinckrodt)

0.5 mmol/mL solution in 10 mL, 15 mL, 20 mL or 30 mL
pre-filled syringes and vials containing 5 mL, 10 mL, 15 mL
or 20 mL

Approved indication: magnetic resonance imaging
Gadoversetamide is an injectable contrast medium. It can
enhancethesignal intensity during magneticresonanceimaging
(MRY) of intracranial and spinal lesionswhen the blood-brain
barrier is abnormal. The medium can also be used when
imaging the liver.

An injection of gadoversetamide is given not more than an
hour before the MRI. The medium is distributed into the
extracellular fluid space. M ost of thedosei sexcreted unchanged
in the urine within 24 hours.

Clinical trials have compared gadoversetamide with
gadopentetate dimeglumine, another gadolinium-containing
medium. The image enhancement was considered to be
equivalent.

Approximately 30% of patients experience an adverse effect
after receiving gadoversetamide. They may complain of
headache, altered taste, dizziness and nausea. The use of this
contrast medium has not been studied in patients with renal
impairment.

Gatifloxacin

Tequin, Tequin IV (Bristol-Myers Squibb)

400 mg film-coated tablets

infusion bags containing 400 mg/200 mL
Approved indication: specified infections
Australian Medicines Handbook Section 5.1.12

Gatifloxacin isafluoroquinolone antibiotic withawiderange
of activity. Itisactiveagai nst aerobic gram-positiveand gram-
negativebacteria, anda soChlamydia pneumoniae,Legionella
pneumophila and Mycoplasma pneumoniae. This makes
gatifloxacinsuitablefor thetreatment of respiratory infections
such as community-acquired pneumonia.

I n patientswith community-acquired pneumonia, gatifloxacin
is as effective as clarithromycin and ceftriaxone. However,
these drugs are not usually thefirst-line therapy in Australia.
Gatifloxacin has a so not been compared with first-line drugs
for acute exacerbations of chronic bronchitis, but it is as
effective as cefuroxime for thisindication.

The antibacterial activity of fluoroquinolones includes
Neisseria gonorrhoeae. Gatifloxacin can therefore be used to



Australian Prescriber Vol. 24 No. 4 2001

treat uncomplicated urethral, pharyngeal andrectal gonorrhoea
inmen and endocervical, pharyngeal and rectal gonorrhoeain
women.

Gatifloxacin has ahaf-life of 7-14 hoursand isgiven oncea
day. Itiswell absorbed withtheresult that theoral formulation
has similar pharmacokineticsto the intravenous formulation.
The concentration of the drug in sometarget organs, e.g. lung
parenchyma, isgreater than the serum concentration. Most of
the doseis excreted unchanged in the urine, so an adjustment
is needed if the patient has renal impairment.

Dysuriaand haematuriaareadverseeffects, but morecommon
problems include nausea, vomiting, diarrhoea and vaginitis.
As gatifloxacin may prolong the QT interval it should be
avoided in patients with hypokalaemia and in those taking
drugs such as tricyclic antidepressants. Gatifloxacin can also
alter blood glucose concentrations and may increase the risk
of patients being treated for diabetes developing
hypoglycaemia.

Like other fluoroquinolones, gatifloxacin should be kept in
reserve, for occasions when a cheaper drug is not effective.

Glimepiride

Amaryl (Aventis)

1 mg, 2 mg and 4 mg tablets

Approved indication: type 2 diabetes
Australian Medicines Handbook Section 10.1.2

When non-insulin dependent diabetics fail to respond to
weight loss and dietary modification, oral antidiabetic drugs
can be added to their management. Glimepiride adds to the
choiceof sulfonylureadrugsfor thesepatients. It wasapproved
in 1996 but has only recently been marketed.

The dose of glimepiride must be titrated for each patient,
depending on blood glucose measurements. Treatment begins
with 1 mg daily and isincreased by 1 mg every 1-2 weeks.
Most patientswill be controlled with adose of 4 mg or less. If
higher doses are needed, there may beabenefitindividing the
dose. The maximum dose is 8 mg daily.

Usually glimepiride will be taken before breakfast. It is
completely absorbed and reaches a maximum concentration
within three hours. Glimepiride is completely metabolised
and has ahaf-life of 5-8 hours. The main metabolite al so has
someantidiabeticeffect, so, overall, thehypoglycaemicaction
of asingledoselastsfor 24 hours. Most of the metabolitesare
excreted intheurine, sothedrugiscontraindicated in patients
with severe impairment of renal or hepatic function.

Likeother sulfonyluress, glimepiridereleasesinsulinfromthe
pancreas. This can cause hypoglycaemia, particularly in the
first month of treatment. Patients and their carers should be
informed about the risks of hypoglycaemia as part of their
diabetes education. The most common adverse reactions,
occurring in 1-2% of patients, are gastrointestinal. Many
drugs may affect the hypoglycaemic action of glimepiride.
Althoughlessisknownaboutitslong-term safety, glimepiride
isprobably as effective as glibenclamide when along-acting
sulfonylureais indicated.

Mirtazapine

Remeron (Organon)

Avanza (British Pharmaceuticals)

30 mg tablets

Approved indication: major depression
Australian Medicines Handbook Section 18.1

Mirtazapineisatetracyclicantidepressant whichwasapproved
for marketing back in 1996. By antagonising central
adrenoceptors, mirtazapine increases the release of
noradrenalineand serotonin. Asmirtazapineblocks5HT, and
5HT, receptors, the serotonin acts at 5HT, receptors.*

The tablets have a bioavailability of 50% and peak plasma
concentrationsarereached twohoursafter adose. Mirtazapine
is extensively metabolised and has an average haf-life of
2040 hours. It issuitablefor once daily dosing with a steady
state being reached in three or four days. Clearance may be
reduced by hepatic or renal impairment.

Treatment begins with 15 mg daily. If there is no response
within 2—4 weeks, the dose can be increased. If there is no
response to the maximum dose of 45 mg, treatment should be
stopped.

Severd studies, many of them of only afew weeks' duration,
have compared mirtazapine to placebo. Overal, mirtazapine
is more effective. It has also been compared to other
antidepressants. Most of these studies found the efficacy of
mirtazapine to be statistically equivalent to amitriptyline,
clomipramine, doxepinandtrazodone. Therearetwo published
studies which suggest that mirtazapine has similar effects to
fluoxetine and citalopram.

Mirtazapineisbetter tolerated than amitriptyline. Drowsiness
can occur in the first few weeks of treatment and does not
respond to reducing the dose. Other adverse effects include
altered liver enzymes, bone marrow depression, oedemaand
weight gain. Although mirtazapine hasweak anticholinergic
activity, caution is advised when prescribing to patientswith
glaucoma or those at risk of urinary retention.

Mirtazapine may potentiate the effects of alcohol and
benzodiazepines. The drug should not be prescribed with, or
withintwo weeksof ceasing, amonoamine oxidaseinhibitor.
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Oxaliplatin
Eloxatin (Sanofi-Synthel abo)
vials containing 50 mg or 100 mg as lyophilised powder
Approved indication: colorectal cancer
Australian Medicines Handbook Section 14.1

M etastatic colorectal cancer hasapoor prognosis. Only about
5% of patients will survive for five years, but their chances
may be improved with chemotherapy. Regimens containing
5-fluorouracil and calciumfolinatehavean establishedrolein

therapy.
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Oxaliplatinisan analogue of platinum. It hasawide spectrum
of cytotoxicity and isactiveagainst tumourswhich areusually
insensitiveto platinum. Although oxaliplatin hasbeen studied
asmonotherapy for colorectal cancer, it hasbeen approvedfor
use in combination with 5-fluorouracil and calcium folinate.

M ost studieshaveinvol ved regimenswith continuousinfusion
of 5-fluorouracil. Oxaliplatin is given as a 2—6 hour infusion
every two or three weeks. After two hours only 15% of the
platinum is present in the circulation and no intact oxaliplatin
remains. The platinum is distributed to the tissues and binds
irreversibly toredbloodcells. Most of theplatinumiseliminated
in the urine with approximately half the dose being excreted
within five days. Renal impairment reduces clearance.

Oneclinical trial compared the efficacy of 5-fluorouracil and
calcium folinate with or without oxaliplatin in 200 patients
with previously untreated metastatic colorectal cancer.
Treatment was repeated every three weeks. There was an
objective response in 34% of the patients who received
oxaliplatin and 12% in those who did not. The median
progression-free survival was 8.3 months as opposed to 4.2
months.! Although these results favour oxaliplatin, there was
no improvement in survival and oxaliplatin’s approval has
now been restricted to patients whose cancer has progressed.

A study of oxaliplatin as second-line therapy included 97
patients whose disease had progressed despite treatment with
5-fluorouracil and calcium folinate. These patients only have
a few months to live, but adding oxaliplatin to the regimen
induced aresponse in 20 patients. The patients had amedian
survival time of 11 months.

Like other platinum-based drugs, oxaliplatin is very toxic.
Most patients will have vomiting, diarrhoea, anaemia and
altered liver function tests. The incidence of adverse effects
increases when oxadiplatin is added to 5-fluorouracil and
calciumfolinate. Treatment islimited by neurotoxicity. Upto
95% of patients will develop a peripheral neuropathy.
Adding oxaliplatin as second-line therapy resultsin amedian
progression-free survival of 4.7 months. Patients and their
doctors will have to decide if this outcome is offset by the
toxicity of treatment.
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Pneumococcal conjugate vaccine

Prevenar (Wyeth)

0.5 mL single dose vials

Approved indication: immunisation

Australian Medicines Handbook Section 20.1

The currently available pneumococca vaccine contains a
mixture of polysaccharides from the 23 most prevalent
serotypes of pneumococcus. Although the vaccine is
recommended for peopl eat highrisk of pneumococcal disease,
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itisnot very immunogenicininfantsand isnot recommended
for children under two years old. The new vaccine only
contains polysaccharides from seven serotypes, but it is
conjugated to adiphtheria protein. This provokes an immune
response in infants, so the vaccine can be used to immunise
children between six weeks and nine years of age.

If immunisation begins at six to eight weeks of age the infant
needsthreeintramuscular injectionsat |east four weeks apart,
followed by abooster i njection beforetheage of two. Children
who are oneto two years old need two injections, but children
over two years old need only a single dose.

Although older children require only one injection they are
more likely to react to it. Soreness at the injection site occurs
in nearly 60% of cases and in 20% this interferes with limb
movement. Fever, irritability and vomiting are other very
common adverseeffects. Reactionsaremorelikely if thechild
is being simultaneously immunised with pertussis vaccine.

Although 51-90% of children will develop an antibody
concentration of 1.0 microgram/mL after three doses, the
minimum protectiveconcentrationisunknown. A largetrial in
the USA found the efficacy of the vaccine was 87% against
pneumonia caused by pneumococci from the same serotypes
asusedinthevaccine. Therewasalso a9% reductioninvisits
to the doctor for otitis media.!

The American Academy of Pediatrics has recommended that
all children, 23 monthsand younger, begiventhevaccinewith
their routineimmunisations.2Australiaismorelikely toopt for
protecting high-risk groupsrather than universal immunisation.
TheAustralian Standard V accination Schedul eal ready requires
multipleimmunisations. In addition to theextrainjectionsitis
not clear how the new vaccine will interact with some of the
combined vaccines used in Australia. While the vaccine may
help to reduce the significant morbidity of pneumococcal
diseasein Aboriginal children, thereislittleinformation about
its use in indigenous peoples. The pneumococcal serotypes
used inthevaccine may differ from thosewhich cause disease
in central Australia.
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Recombinant factor IX

Benefix (Wyeth)

vials containing 250 1U, 500 IU and 1000 IU as lyophilised
powder

Approved indication: haemophilia B

Australian Medicines Handbook Section 7.4

Factor IX is part of the intrinsic pathway of coagulation.
Approximately one boy in 100 000 is born with a deficiency
or dysfunction of factor I X (haemophilia B).
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If someonewithafactor I X deficiency devel opsbleeding, they
can be treated with plasma concentrates derived from blood
donations. There is always a small risk of a blood-borne
infection beingtransmittedin these products. Inaddition some
of the concentrates are enriched with prothrombin and can
cause thromboembolism. A recombinant factor 1X should
avoid these problems.

Patients switched to the recombinant factor I X may need to be
given a higher dose than would be needed with a plasma-
derived product. An assay should beused to ensurethe correct
level of factor I1X activity is reached.

As haemophilia B is a rare disease clinical trials have only
included 108 patients. In addition to thetreatment of bleeding,
recombinant factor 1X has also been used successfully to
prevent bleeding during surgery.

Intheclinical trialsthe s ow injection of factor IX could cause
headache, fevers, chills, nausea and vomiting. Prescribers
must be ready to deal with acute hypersensitivity reactions.
Allergic reactions may be more frequent in patientswho have
developed inhibitors (neutralising antibodies) to factor 1X
products.

NEW FORMULATION

Nedocromil sodium
Tilade CFC-Free (Aventis Pharma)
2 mg/actuation metered dose inhaler

NEW STRENGTHS

Epoetin alfa (rch)

Eprex (Janssen-Cilag)

5000 1U/0.5 mL, 6000 1U/0.6 mL, 7000 1U/0.7 mL,
8000 1U/0.8 mL and 9000 1U/0.9 mL

Etoposide
Etopophos (Bristol-Myers Squibb)
113.6 mg and 1136 mg lyophilised powder

Oxycodone
OxyNorm (Mundipharma)
10 mg and 20 mg capsules

Answers to self-test questions

3. Fase
4. True

9. Fase
10. True

Australian Prescriber mailing list

Australian Prescriber isdistributed every two months,
free of charge, to medical practitioners, dentists and
pharmacists in Australia, on request. It is also
distributed free of charge, in bulk, to medical, dental
and pharmacy students through their training
ingtitutions in Australia. To be placed on the mailing
list, contact the Australian Prescriber Mailing Service.

Postal: Australian Prescriber Mailing Service
GPO Box 1909
CANBERRA ACT 2601
AUSTRALIA
Telephone:  (02) 6241 6044 Fax: (02) 6241 4633
NAME: e
ADDRESS: .ot
PROFESSION: ....cooveeieinierernineiessssseiesssesse s ssssseenes

(general practitioner, resident, psychiatrist,
surgeon, dentist, pharmacist, etc.)

Thefull text of Australian Prescriberisavailableonthe
internet, freeof charge, at www.australianprescriber.com
Tick || whichever of the following apply:
| have access to the Australian Prescriber web site on
theinternet [ | Yes [ | No
|| Place me on the mailing list
|| Delete me from the mailing list

My reference NUMDEr IS ..o
|| Change my address

My reference NUMDEr IS ......cooveieieneeiceeeeeee,

|| Send me all the available back issues (from
Vol. 22 No. 6, 1999)

|| Send me the following back issue/s

Editorial office

For general correspondencesuch asletterstothe Editor,
please contact the Editor.

Telephone:  (02) 6289 7038
Facsimile: (02) 6289 8641
Postal: The Editor
Australian Prescriber
PO Box 100
WODEN ACT 2606
AUSTRALIA
E-mail: info@australianprescriber.com
Web site: www.australianprescriber.com
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