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EDITORIAL

Medicines and t ke nedia: a j ournal ist$

VvV iew

Melissa Sweet, Sveet Communication, Maianbar, NSW

Index words: advertising, drug industry.
(Aust Prescr 2000;23:70-1)

Much research has examined how the promotional activities
of the pharmaceutical industry influence medical practice. A
recent review of 29 such studies suggests that the billions of
dollars the industry spends on promotions directed at health
professionals are not wasted.!

Far less attention has traditionally been paid to the impact of
the industry’s campaigns to influence media coverage of
medicines. Y et, asevery journalist working intheareaknows,
the industry invests significantly in public relations. Such
campaigns are mostly aimed at promoting new products or
new indications for old products, or a influencing health
policy decisions, such aswhether aproduct should belisted on
the Pharmaceutical Benefits Scheme. Occasionally, such
campaigns aim to highlight concerns about a rival product.
Public relations practitioners can also assist with ‘crisis
management’ ; thismight includetrai ning companiesand their
contacts in how to deal with the media about a potential or
actual ‘crisis’, such asthe publication of anegative study or a
product contamination.

Public relations strategies can include sponsoring journalists
toattend conferences, themassdi sseminati on of mediarel eases,

In ths issue...

The media are usually the first to tell the public about
new drugs. While this may inform consumers, leading
medical writer M elissaSweet remindsusthat thereports
areoften uncritical. Theinternet isalso asource of drug
information, but Joel Lexchin tells usit can also be a
source of misinformation.

Two popular topicsin the mediaand on the internet are
alternativemedicineand sport. AnnaDrew puts Serenoa

repensin perspective, and Peter Fricker informs us that
some alternative medicines may contain substances
which are banned in sport. Theissue of drugsin sportis
certain to be widely discussed during next month’s
Olympic Games in Sydney.

Someinternet sitespromotecuresfor cancer. In contrast
totheseunproven cures, chemotherapy hasan established
role, even in elderly patients. lan Olver explains why
older people can benefit from treatment and Snow
Partridge reveals how chemotherapy helped him.
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and working with opinion leaders such asmedical specialists
to ensure journalists are briefed on particular topics. Many
campaigns involve professional and consumer groups, one
company isreportedto haveestablished aweb sitetoencourage
patientstolobby healthauthoritiesover funding.2Using ‘ third
parties' to spread the message may help circumvent industry
codes of conduct governing relations with the media, as well

asincrease the credibility of the message with the mediaand
itsaudiences. A similar effect can a so beachieved by running
campaignsto raise public awareness about particul ar diseases
or conditions — so-called * disease mongering’ — which may
help createdemandfor new or existing treatments, evenif they
are not named in the campaign.

Many journalistsbelievethat medicinesreceiveasurprisingly
goodruninthemedia, giventhat journalistsgenerally perceive
their roleascriticsrather than promoters. The enormous costs
of pharmaceuticals — not just in dollar terms, but aso in
adverse effects—generally receivefar lessattention than their
perceived benefits. Why this happensis probably areflection
of whatis‘ newsworthy’, theconstraintsunder whichjournaists
work, and the authority of doctors, scientists and other
‘experts’. It probably aso illustrates the seductiveness of
technological fixesto health problems.

In other words, astory about a‘ breakthrough’ new treatment
ismorelikely to grab alarger audience (and amore prominent
space in the newspaper or broadcast) than a more sober
analysis. Journalistsand mediamanagersoftendonot havethe
time or skills to critically evaluate claims about medical
treatmentsand technol ogies. If aprofessor makes astatement
inamediarel ease, many journalistswill assumethat thisisthe
‘truth’, not recognising that other experts may present
alternative views or ‘truths'.

If direct-to-consumer advertising is introduced in Australia,
this will provide fertile ground for research examining its
impact on editorial coverageof medicines. It might encourage
even more extensive and positive reporting for two reasons.
the mediawould bemore aware of new devel opments, and the
separation between advertising and editorial is not always
honoured.

That media coverage of medicines is so often uncritical is
cause for concern, given the media's powerful role in
influencing the attitudes and behaviour, not just of the general
public, but also of health professionals, policy makers and
politicians. A study evaluating the scientific quality of health
care reportsin five major Norwegian newspapers found that
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it was difficult for readersto distinguish opinions from facts.
Therewasrarely any indication of thevalidity of any underlying
evidence or the size of the purported effects or risks2 Itisa
safe bet that this is a problem which extends beyond
Norway’s borders.

However, moves are af oot to place mediareporting of health
issues under greater scrutiny. Researchers in Norway have
developed explicit criteria to assess the scientific quality of
media reports on health issues. They are now conducting a
randomised trial to assesstheimpact of inviting journaliststo
attend a workshop on evidence-based health care reporting.
Les Irwig, professor of epidemiology at the University of
Sydney, has also run workshops for journalists, aimed at
promoting evidence-based reporting of health issues. An
Australian journalist, Ray Moynihan, is involved in an
international collaboration to develop tools for assessing
media coverage of medicines, which has published a study
based on an analysis of five years of media coverage of
medicinesin the USA .

In the meantime, journalists could take simple steps to help
their audiences better evaluate what they are being told about
medicines. If a story originates from a public relations
campaign, this should be explicitly stated — especialy if the
story isbeing told through athird-party source and itsorigins
are unclear. However, some journalists and news managers

may dislike this suggestion, asit may reduce astory’ s chance
of ‘getting agood run’. Some media outlets have previously
failed to declare when a story has resulted from a vested
interest sponsoring a journalist’s travel or providing other
incentives. This may occur less often in the future as the
radio industry’s recent ‘cash-for-comment’ controversy
seems to have prompted greater awareness of ethical issues
in the media.

Many media professionals would bristle at suggestions that
they should have arole in health promotion. They are more
likely to respond to interventions aimed at improving
journalistic skillsin areas such as critical anaysis.
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Melissa Sweet isa freelancejournalist specialising in health.
She writes for The Bulletin magazine and has a regular
column in Australian Doctor on media issues.
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V al ediction

Peter Fl etcher

The Executive Editorial Board of Australian Prescriber
has said farewell to its long-standing chairman Professor
Peter Fletcher.

Professor Fletcher joined the Editorial Boardin 1985. Hetook
over the chair in 1990, becoming the first full-time clinician
to hold the position. Under his guidance the influence
and readership of the journa have expanded enormously.
Professor Fletcher has particularly encouraged the
development of theel ectronicversionof Australian Prescriber.

The Editorial Board has enjoyed Professor Fletcher’'s
avuncular style of leadership. This has led to very
productive meetings and the successful resolution of many
difficult issues.

Although heisleaving the Editorial Board, Professor Fletcher
will not have alot of extratime on hishands. Heistaking on
the task of helping to organise the 14th World Congress of
Cardiology in Sydney, 2002.

We wish him success in this project and in his continuing

role as the Professor of Cardiovascular Medicine at the
University of Newcastle.
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Letters

Letters, which may not necessarily be published in full, should be restricted to not more than 250 words. When relevant, comment on the letter 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.

Fungal toenail s andterbinafine

Editor, — Professor Kamien recently wrote (Aust Prescr
1999;22:135) about the high cost of using terbinafine in
people with suspected tinea of the toenails who are
negative on microscopy or culture but who wish to
purchasethedrug privately. The cost of thetreatment can be
halved by using terbinafine 250 mg twice aday for oneweek
in every four week cycle.*? This is continued for a total
period of 12—16 weeks, i.e. three or four weeks of treatment
over three or four months.

The regimen is apparently as effective as the current
250 mg a day for the same period, and effectively cuts the
cost of the treatment down by a half.

K. Dallimore
Dermatol ogist
Mt. Lawley, WA

REFERENCES
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Perioperativ emanagenent of anticoagul ation

Editor, — The article ‘The perioperative management of
anticoagulation’ (Aust Prescr 2000;23:13-6) discusses
surgical proceduresin patientswhofor onereason or another
are on long-term warfarin. Whilst there may be some
indications for warfarin that can be stopped for afew days
without risk, there are others in which the warfarin must be
ceased and heparin begun so the operation can take place.
The patient then requires to be put back on warfarin at a
suitable time, a process which is not easy and takes several
days, often as an inpatient.

When Professor Hughesfrom Waleswasin Australiamany
years ago he mentioned to methat he had performed certain
operations without stopping the warfarin. Sincethen | have
done a number of perianal procedures, hernias and even a
laparotomy without stopping the warfarin and in only one
herniawasthere a significant haematoma. It isimportant of
course to check that the INR is in therapeutic range before
operating on patients on warfarin, and haemostasis must be
meticulous, while careful observation of the patient
postoperatively is also essential.

There would appear to be considerable merit in certain
cases, in experienced hands, for keeping the patient on
oral anticoagulant for selected surgical procedures.

Kevin Orr
Surgeon
Kogarah, NSW
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Dr AndrewGrigg, oneof theauthor sof thearticle, comments:
Unfortunately therearefew prospectivestudieswhichaddress
theissueof what constitutesa’ safe’ INR for varioussurgical
procedures. A study performed almost 40 years ago!
randomised 60 patients undergoing cholecystectomy or
gastric resection to either no anticoagulation or
anticoagulation to achieve a thrombotest concentration of
15-20%of normal, equatingtoan INR of 1.6-2.1. Therewas
no overall significant difference in operative, 24 hour or 72
hour blood | oss between the two groups; four of 30 patients
inthetreated group had blood | ossexceeding 1500 mL inthe
first 24 hours compared with one of 30in the control group.
| put thisissueto Professor Jack Hirsh, co-author of areview
article on management of anticoagulation before and after
elective surgery.2 Hisreply was, ‘ If asurgeon choosesto do
so, it would be reasonableto continue warfarin at an INR of
about 1.5 during surgery. However, | know of no hard data
supporting the safety of this approach.’

The paucity of data gives the opportunity for surgeons and
haematol ogists to collaborate in a prospective study so that
anecdotal experience could be replaced by evidence-based
medicine.

REFERENCES
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Drug-induc ed neuropat by

Editor,—Whileashort article cannot beencyclopaedic, ‘ The
use of anticonvulsants for neuropathic pain’ (Aust Prescr
1999;22:140-1) omits to mention prescribed drugs in the
potential causes of peripheral neuropathy. Exclusion of a
pharmacological cause should be one of the earliest stepsin
the management of this disorder, although in some cases
symptoms continue to worsen for some time after ceasing
the culprit drug.

The association with certain antineoplastic drugs is well
known, but there are many other medicati onsthat may cause
neuropathy, including commonly prescribed drugs such as
metronidazole, nitrofurantoin, isoniazid and dapsone, as
well as some anti-HIV drugs. Phenytoin and pyridoxine,
which may be used in the treatment of neuropathy, may
themselves, albeit rarely, cause the condition.

These patients are often desperate for relief of symptoms,
andthereisanatural desire onthepart of their doctorsto ‘do
something’ . Astheauthor pointsout thiscan be unhel pful or
harmful.

Toby Nichols
Registrar

Sexual Health Unit
Alice Springs, NT
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Cl ickcl icktlhRintenet and

prescription drugs

Joel Lexchin, Saff Emergency Physician, University Health Network, Toronto,
and Associate Professor, Department of Family and Community Medicine,

University of Toronto, Canada

SYNOP SIS

The internet exposes doctors and consumers to
advertisements for prescription drugs. The commercial
natur e of aweb sitemay not be obvious, and key pieces of
infor mation may bemissed amidst themultiplepageson a
web site. Developing standards to deal with internet
advertisingwill bedifficult becauseweb sitescan bebased
and accessed from anywherein thewor Id. Drugscan even
be ordered over the internet without any contact with a
doctor and before the drug is approved by regulatory
authorities. The creation of virtual pharmacies may be
helpful to some people, but they will also not be able to
duplicate some of thetraditionally important functions of
the per son-to-per son interaction.

Index words. advertising, consumer information, drug
industry, regulation.

(Aust Prescr 2000;23:73-4)

Introduction

Need information about prescription drugs? Click, click —
thereit is. Want to order adrug from the privacy of your own
home without seeing a doctor? Click, click —it's onits way.
Those are the promises, or threats, of the internet.

Information or adv ertising?

Consumers want, and deserve, more information about the
drugs that they use. The question iswhat kind of information
are they going to get when they connect to the internet. Drug
companies are eager to provide information on web sites,
especially since, inmost areas of theworld, they areforbidden
from advertising prescription drugs directly to the public.
Before we advise our patients to rush home and turn on their
computers, there are afew caveats to consider.

Will consumersevenknow that they arelooking at advertising
when they click on aweb site? It is clear when you see an
advert in amagazine or on television what you are looking at
(with the exception of advertorials). Web sites are more
confusing; the entire page can rarely be seen on the screen at
onetime. Unless you scroll to see the whole page, you might
not even know that you are looking at an advertisement.

Another differencebetweentheinternet and printedinformation
isthe ease of finding the information that you want, or at |east
recognisingthat itismissing. Whenyou seeapageof print you
can scan it quickly to find safety or dosing information if that

is what you are interested in. Since electronic sites can
potentially be endlessly expandable and thereby offer huge
volumes of information you may haveto go through anumber
of screens of material before you find what you want. If
directions on theweb site are not clear, some consumers may
simply give up and see only thefirst few pages with the bold
coloursand imaginative graphicsand never find thekey piece
of informationthey are seeking. Consider the Café Herpéweb
site set up by SmithKline Beecham, makers of Famvir
(famciclovir).! The material on the main pagesis useful and
objective but it isnot complete. It isnot until you get past the
designer pagesto the pages of pure print and read closely that
you discover that famciclovir does not cure herpeslabialis or
stop transmission. Just asinany formof advertising, companies
will present theinformation that they want consumersto have
in the most prominent way and the other information, while
there, will take some work to find.

Regul ation

The answer to concerns about theinternet isthat the contents
of web sites should beregulated. At present, drug advertising
on theinternet isso new that there arefew standards. Thefact
that any web page can beaccessed from anywhereintheworld
isgoing to add an entirely new dimension to the problems of
deciding on standards. If acompany inthe USA setsup aweb
site, anyonein Australiawithacomputer can seethat web site.
What happensif theinformation on that site doesnot conform
totheAustralian standardsrecently launched by the A ustralian
Pharmaceutical Manufacturers Association? Y ou can argue
that weal ready haveto deal withthat problem since American
magazines with direct-to-consumer advertising are read in
Australia, but people at least know that they are reading an
American magazine with information geared to an American
audience. Who knows where the web site is based? Will the
company go to theexpense of maintainingapurely Australian
web sitefor thesameproduct?If they do not likethe Australian
standardswhy spendthemoney, sincethecompany will not be
losing any of its potential audience: a web site based at the
North Pole can beaccessed just aseasily asone operated from
Sydney. Thereisno regulatory mechanism for web sitesto be
inspected before going on-line. As with other forms of
advertisingontheinternet theonly regulationisself-regulation.

How doweapply sanctionsif thereisonly asingleworldwide
websitefor any givenproduct?Isitfairtopunishan Australian
subsidiary because the American company’s web site lists
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indicationsthat have not been approved in Australiaor omits
safety information that is required by the Therapeutic Goods
Administration?

Besides the concerns listed above, a public meeting in
September 1996, convened by the United States Food and
Drug Administration, brought forward others:

e distinguishing between advertisements aimed at
consumers and health professional s can be difficult

» pharmaceutical companies’ home pages may be linked
to other sites giving out information on unapproved use
of drugs

» conditions of company sponsorship of ‘chat rooms and
‘newsgroups’ are unclear.®

World Health Organization

In September 1997, the World Health Organization (WHO)
convened a working group as a follow-up to a resolution
passed at the 50th World Health Assembly.* The working
group made recommendations for ways in which WHO,
national drug regulators, theindustry and consumerscould act
to improve the standard of information available on the
internet. The meeting stressed that both regulatory standards
and voluntary codes should aim to ensure that all internet
promotional activities complied with the WHO Ethical
Criteria.® Some specific recommendations for the
pharmaceutical industry included:

» disclosure of web site ownership or financial support

» statements about who the intended audience is and the
purpose of the information

» provision of accurate, balanced information, including
information on dangers and adverse effects

» careful selection of internet linkages.®”

Int ernet prescribing

Trying to come up with acceptable standards to govern
internet advertising is something like trying to find your way
around anew city withoutamap. If wearegoingtoneed aroad
map to deal with advertising, then we are going to have to
build the roads when it comes to prescribing and accessing
drugs over the internet.

Months before sildenafil was available in the UK, people
therewereableto order it through web sitesand haveit mailed
to them. No prescription was required, no examination by a
doctor, just a credit card to pay for the product. These web
siteswere not operated in the UK so the authoritiesthere had
no power over them. Intercepting the drugs in the mail on a
large scale was just not possible.

An American survey found 77 web sites which offered
sildenafil without the need to see adoctor. Lessthan half the
sitesasked if the consumer had erectile dysfunction and only
55%includedinformation about contraindications. Only 18%
required the consumers to verify that they understood the
adverse effects.®

In the USA people can click onto a web site, fill out a
guestionnaire about their health problem, have the
guestionnaire evaluated by a doctor halfway across the
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country who never sees them and who is not even registered
to practise medicine in the same State, and then have the
prescription mailed to them from athird point in the country.
Sofartheauthoritiesinthe USA appear tobevirtually helpless
to deal with this phenomenon.

Thesituation in Australiamay never get asbad asinthe USA,
but the existence of ‘virtual pharmacies’ isnot hardtoimagine.
Doctors e-mail a prescription to a web site address and the
prescription is then mailed or otherwise delivered to our
patients homes. Insomewaysthismay provetobeanadvantage.
An e-mailed prescription is always going to be legible. Not
having to physically take the prescription to a pharmacy may
be convenient for some people, especially the elderly who find
it difficult to get around or in rural areas where the nearest
pharmacy may be along way away.

What about the traditiona role of the pharmacist in giving
advice to people? The virtual pharmacy can offer an on-line
pharmacist to answer questions and some people may find it
easier to ‘talk’ to someone via computer than face-to-face. On
theother hand, on-linepharmacistsaregoingtomissal thenon-
verbal cluesthat providean essential el ement of communication.
How do you show an on-line pharmaci st therash that you think
may have been caused by the drug you are taking?

Concl usion

The internet can give consumers access to information about
medicines. There are, however, no controls on the quality of
this information. The internet also alows the consumer to
bypass the advice of their doctors and pharmacists.

Click, click —there are the problems; click, click —where are
the solutions?

REFERENCES

1. http://www.cafeherpe.com Accessed July 2000.

2. Australian Pharmaceutical Manufacturers Association. Code of Conduct.
13thed. Sydney:Austrdian Pharmaceutical ManufacturersAssociation; 2000.

3. U.S. Foodand Drug Administration. FDA andthelnternet. Advertisingand
promotion of medical products. Geneva: World Health Organi zation; 1996.
http://www.fda.gov/opacom/morechoi ces/transcript1096/fdai net.html

4. WorldHealth Organization. Cross-border advertising, promotionandsale
of medical products using the Internet. WHA Resolution 50.4. Geneva:
World Health Organization; 1997.

5. WorldHealth Organi zation. Ethical criteriafor medicinal drug promotion.
Geneva: World Health Organization; 1988.

6. WorldHealth Organization. Cross-border advertising, promotionandsale
of medical products using the Internet. The report of the ad hoc working
groupon cross-border promotion, advertising and sal esof medical products
using the Internet. Geneva: World Health Organi zation; September 1997.

7. World Health Organization. Medical products and the Internet. Geneva:
World Health Organization; 1999.

8. Armstrong K, Schwartz JS, Asch DA. Direct sale of sildendfil (Viagra) to
consumers over the Internet. N Engl JMed 1999;341:1389-92.

Sd f-test questions

The following statements are either true or false

(answers on page 87)

1. Patientscannot obtain prescription-only drugs over
the internet without consulting a doctor.

2. TheTherapeutic GoodsAdministrationinspectsthe
web sites of Australian pharmaceutical companies
before the information is displayed to the public.
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Cl ick cl ick theinternet and prescription drugs

-a consuner perspectiv e

Debra O’ Connor, Consumer Representative, General Practice Computing
Group; and Matthew Blackmore, Executive Director, Consumers Health Forum

Joel Lexchin's article highlights two of the many risks for
consumers in obtaining prescription medicines or drug
information from the internet. The first risk is the blurring of
promotional information with balanced objective information
onsuppliers web sites. Thiscan midead consumersand expose
them to the second major risk, internet supply of prescription
medicineswith no or limited ‘virtual’ medical advice.

If advertising isnot seen for what it is, consumerswill be hard
pressed to distinguish it from balanced information. It is
always difficult to know if information on the internet is
balanced. Given recent Australian experience in other
arenas (Crimenet, internet gambling) regulation of the
internet is unlikely.

Consumers need to know how to minimise the potential
problems of obtaining information and medicines from the
internet. Some consumer groups and other researchers have
begun devel oping criteriato assist consumersto evauate the
health information they obtain from the internet. For many
consumers, discussingtheinformationthey find ontheinternet
with their doctor will be an important check.

Thedevel opment and promotion of ‘ authoritative’ web sitesis
equally important. At a national level, the development of
‘Hedlthinsite’! as an internet ‘portal’ by the Department of
Healthand Aged Care, isawel comedevel opment. Healthinsite
‘endorses’ sitesso that consumers can be certain of thequality
of the information. However, more resources will be needed
to ensure that valuable information from the consumer
movement is available through Healthinsite.

The article does not mention alternative therapies. Thisisan
area where there is less stringent regulation. Misleading or
insufficient information from suppliers may therefore present

Australian Prescriber on t leint ernet

Readers of Australian Prescriber may wish to access the
journal viatheinternet, aswell as—or instead of —readingthe
paper copy. Overseasreadersin particular are encouraged to
read the internet version, to save postage costs.

If you have not already done so, visit the homepage at
www.australianprescriber.com The web site contains all
issues since 1994, index and search facilities, news, a
feedback section for letters to the Editor, and a new issue
notification service (see box).

Australian Prescriber was one of thefirst medical journals
to make its full text available free to all readers on the
internet. It is still free, and can be read and downloaded in
HTML or PDF format (identical with the paper copy).

evengreater challengesfor consumers, particularly wherehealth
care providers may be unable to act asinformed advisers.

Obtai ning prescription medicinesthrough theinternet without
theneed to seeadoctor can bearisk for consumers. However,
doctorsare not necessarily excluded from hel ping consumers
to benefit from el ectronic commerce and may be ableto assist
consumers to minimise the risks. In Australia general
practitionersareal ready using el ectronic prescribing andthere
are trials of electronically transferring prescriptions to a
pharmacy. This could lead to ‘virtual’ pharmacies in future
with potential benefitsfor consumers. Peopleisolated by their
age, illnessor distancewoul d not havetotaketheir prescriptions
to a pharmacy; the doctor could e-mail the prescription and
the medicine could be delivered to the patient’ s home.

Purchasing medicines through the internet could also make it
easier for consumers to shop around for cheaper medicines.
This would be awelcome devel opment for people with high
medication costs due to chronic and complex conditions.
Internet prescribing canal soinformdoctorsand patientsabout
medicinesthat arenot availablein Australiaand allow themto
consider all the options.

Consumersval ue effectiveface-to-face communicationswith
trusted health professionals about treatment options and how
to use their medicines appropriately. The reluctance of some
health professional sto provideadviceand consumer medicine
information may have undermined consumers’ perceptionsof
the value of that interaction. However, the internet isonly a
supplement to personal communications with health care
providers and not a replacement.

REFERENCE
1. http://www.healthinsite.gov.au

The Australian Prescriber site is linked to many other
useful sites(seeLinks) and can beavaluableadditiontothe
reader’ sdesktop. Bookmark the homepage, or jointhe new
issue natification service and link directly from the e-mail
message to the home page.

Toregister for new issue notification

« Go to the homepage and click on Contact Us

¢ ChooseClick heretobenotified when anew issue
goesonline

e Fill inyour details and click on Subscribe
You will receive afree eemail with each new issue.
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Drugs in sport

P.A. Fricker, Head of Sports Science and Sports Medicine, Australian Institute
of Sport, and Chair of Sports Medicine, University of Canberra, Canberra

SYNOP SIS

Drugs in sport are a concern for medical practitioners
because of the implicit risks to the health of the athlete.
Therearealsoethical concer nsabout cheatingby artificially
enhancing athletic performance. The International
Olympic Committee haspr epar ed an Olympic M ovement
Anti-Doping Code.* This specifies prohibited substances,
and prohibited methods of doping. Health professionals
must be aware of the need to avoid giving ‘banned’
medications and the need to provide written notification
when restricted substances are necessary. Sources of
infor mation about restricted substancesincludetheDrugs
in Sport Handbook? published by the Australian Sports
Drug Agency.

Index words: anabolic steroids, stimulants, growth
hormone, doping.

(Aust Prescr 2000;23:76-8)

Introduction

‘Drugs in sport’ receives daily attention in the media, the
medical literature and in conversations across the country. In
the twelve months 1998-99, the Australian Sports Drugs
Agency (ASDA) conducted 4801 dope tests across 52
sports and events. Positive tests were recorded for drugs
such as clenbuterol (a beta-agonist with anabolic
properties), nandrolone and stanozolol (anabolic steroids),
frusemide, pseudoephedrine, prolintane (a stimulant used in
the treatment of attention deficit hyperactivity disorder) and
cannabis. Sporting organisations imposed sanctions on the
offenders ranging from ‘warning’ to ‘life ban’.

The problem of using performance enhancing agents is not
new. Anecdotal reports go back to ancient Greece when meat
and wine were prescribed for better performance in the
marathon. A death from stimulant (amphetamine) abuse by a
cyclist was reported in 1960.12 Cycling has more recently
brought to light the problem of erythropoietin (EPO) abuse
and thisisthefocusof research (using red cell markers) at the
Australian Institute of Sport in Canberra and the Australian
Sports Drugs Testing Laboratory in Sydney. Similarly,
swimmerswererecently caught with human growth hormone
(HGH), and the International Olympic Committee (I0C) has
now funded an international study on the detection of HGH
abuse by athletes.

The use of drugs such as DHEA (dehydroepiandrosterone),
whichisbanned by thel OC, and supplementssuch ascreatine
and hydroxymethylbutyrate (HMB), which are not banned,
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add to the ever increasing complexity of performance
enhancement in sport. This is a concern for the treating
practitioner who may be asked to assist an athlete.

Doping

Doping is the application of chemical substances with the
deliberate intention or effect of altering performance.” It is
opposed by the IOC and its member bodies and affiliates on
ethical grounds (doping is cheating) and because doping
poses arisk to the health of the athlete.

The IOC has produced a schedule which is updated annually
and outlines the major classes of prohibited substances,
prohibited methods of doping, and classes of drugs subject to
certain restrictions (see Table 1). The prohibited substances
includestimulants(e.g. ephedrineand amphetamine), narcotics,
anabolic agents (e.g. testosterone and its related compounds,
including nandrolone and DHEA), diuretics, hormones
(including HGH and EPO) and hormone anal ogues.

The difficulty for medical practitioners is recognising
prohibited substances in common usage and ensuring that
their patientswho areathl etesdo notinadvertently test positive
toadopetest. By far thel argest causeof ‘ inadvertent positives
is pseudoephedrine, which is available in many over-the-
counter preparations.

Doctorsand pharmacists can readily check any medication, to
seewhether or notitispermitted, by referringto thebimonthly

Table 1

International Olympic Committee guide to classes of
prohibited substances and methods of doping

Prohibited classes of substances
A. Stimulants
. Opioid analgesics

B
C. Anabolic agents
D. Diuretics

E

. Peptide hormones, mimetics and analogues

Prohibited methods
A. Blood doping

B. Pharmacological, chemical and physical manipulation

Classes of drugs subject to restrictions
. Alcohol

. Cannabinoids

. Local anaesthetics

. Corticosteroids

m O N @@ >

Beta blockers
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issueof MIMS. Against eachentry isasymbol whichindicates
if the drug can be used in sport or if certain restrictions apply.
There is no symbol for those substances which are totally
banned. Moreinformationisavailablefrom ASDA or national
sporting organisations.

P rohibit ed subst ances
Caffeine

Routine urine screening includes caffeine assay. A
concentration above 12 microgram/mL is deemed a positive
dope test. There are no acceptable excuses and athletes must
be warned that caffeine excretion can vary from individual to
individual. Approximately six cups of brewed or percolated
coffee (drunk rather rapidly) or 6-8 cans of a cola soft drink
may put the athlete at risk of a positive test.

Anabolic agents

The abuse of anabolic agents such as testosterone and its
analogues, and of HGH and human chorionic gonadotrophin
(HCG), isunfortunately endemic. Black market availability is
widespread and athletes in sports which involve lifting,
throwing, jumping and sprinting are particularly likely to be
tempted. The dangers of anabolic androgenic steroids lie in
their hepatotoxicity (inthe 17 alpha-alkyl substituted forms),
with resultant hepatitis, peliosis hepatis and risk of tumour.
They canalsoviriliseand produce permanent sequel aesuch as
deepening of the voice, gonadal atrophy and clitoral
hypertrophy.® Some beta-agonists including clenbuterol and
fenoterol are anabolic and are banned.

HGH abuse can produce acromegalic adverse effects and
impaired glucose tolerance, while HCG is used to mimic the
effect of testosterone. Polypeptide anabolic agents also
include insulin, and because this drug is available without
prescription it has become fashionable amongst body
builders and strength-training athletes. Insulin injections are
reportedly taken with high carbohydrate meals and exercise
to produce gains in muscle bulk and strength.

A urine test for testosterone is positive if the ratio of
testosterone to epitestosteroneis greater than six. Testing for
the polypeptide anabolicsis still being devel oped.

Diuretics

Diuretics are banned. They are used by athletes to ‘make
weight’. Sportsinwhichathletesareclassed by weightinclude
weightlifting, judo and boxing. Doping control checks

routinely test for diuretics as the drugs can aso be used to
dilute the urine and mask prohibited drugs in the urine.

Glycoprotein and polypeptide hormones

A recent addition to the banned list of hormonesis EPO. This
i njectablerecombinant hormone promotesred cell production
by the bone marrow and thus enhances aerobic (endurance)
activity in athletes — hence its infamous popul arity amongst
competitive road cyclists. It carries arisk of thrombosis and
has been implicated in a number of deaths amongst cyclists.
A test for EPO is currently being developed in Australiaand

it is the fervent wish of officials and honest competitors
that the test be introduced at the Sydney Olympic Games.

P rohibit ed net lods

There are anumber of prohibited methods which are used for
performanceenhancement. Theseincludeblood doping (using
homologous or autol ogous blood), the use of masking agents
such as probenecid (which blocks the rena excretion of
testosterone), providing substitute urine samples for testing
and chemical manipulation of urine to be tested. Dope tests
therefore screen for masking agents and analyse a range of
chemical and physical propertiesof urinetodetect manipul ation
of the sample.

Restrict ed use

The 10C aso specifies a list of drugs subject to certain
restrictions. Alcohol, for example, may be banned in certain
sports, asare marijuanaand beta blockers, because of specific
pharmacological effects which may assist performance. For
example beta blockers control tremor and heart rate, so they
may be useful in target sports, such as shooting.

L ocal anaesthetics (excluding cocaine) are permitted for local
and intra-articular use only, and written notification is
requested by some sports at the time of competition.
Similarly corticosteroids are permitted only for topical
application, by inhalation for the treatment of asthma, or by
local orintra-articular injection (including depot formul ations).

Another important restriction isthe use of beta-agonists. Only
salbutamol, salmeterol and terbutaline are permitted and they
can only be used for the treatment of asthmaif they are given
by inhaler. Thesporting authoritiesrequirewritten notification
of the athlete’ s asthma.

Pernit t ed use of ‘banned drugs’

In Australia, the Australian Sports Drugs Medical Advisory
Committee (ASDMAC) has been empowered by Parliament
toprovideadviceto national sporting bodiesonthetherapeutic
use of 10OC ‘banned’ drugs. If an athlete suffers ulcerative
colitis, for example, and requires corticosteroid therapy, the
treating medical practitioner may write to ASDMAC” and
seek advice on this therapy. All medical details must be
provided, with the athlete’s permission. ASDMAC, in
consultation with the relevant national sporting organisation,
can grant permission for medication to be used in stated doses
for particular conditionsfor aperiod of time. During thistime
sanctionswill not beimposed if the athlete tests positive. The
decision on whether or not to ‘approve’ therapeutic use is
based on the necessity for such treatment to maintain health,
the absence of alternativesin therapy and the decision that no
unfair gains in sports performance may be obtained by using

" Australian Sports Drugs Medical Advisory Committee
PO Box 345
CURTIN ACT 2605
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such medication in prescribed doses. It should be recognised
that ASDMAC ‘approval’ currently applies within Australia
only and * approval’ to use outside Australiamust be obtained
either directly from the IOC (where Olympic Games are
concerned) or from the appropriate national sporting body in
the country of competition.

If thereisany doubt, it is better for the athlete not to take the
medication in question. If medicationisnecessary, the athlete
should withdraw from competition.

Dopetesting

Drug testing in Australia is conducted by the ASDA. The
testing is strictly controlled to ensure that the athlete is
guaranteed security, privacy and fairness. Guidelines cover
notification of theathl ete sel ected for testing, chaperoning and
supervision while a urine sample is obtained, sealing of
specimens, securedelivery of thesampletothel OC-accredited
laboratory, sample analysis and notification of results.
There is a detailed process for appeals and hearings, should
sanctions by a sporting organisation be considered. The
penalties are severe for drug abuse, trafficking, doping and
using prohibited methods. In many sports a second offence
for anabolic steroid abuse results in a life ban from the
relevant sport.

Suppl enents

There are countless enterprises in Australia touting
supplements, vitamins, amino acids and herbal extracts to
promotehealthandimproved performance. Somesuppl ements
such as creatine and amino acids are not ‘banned’ but the
purity of such products must be guaranteed before the athlete
is safe from testing positive. The truly risky areais that of
herbal extracts and compounds. Someinclude ephedrawhich
isbanned, and the botani c (or Chinese) namemay not help the
unwary. Similarly guaranacontainscaffeine, whichis* banned’
above alevel of 12 microgram/mL in urine.

Newtd eploneserv ices

The National Prescribing Service (NPS) has launched a
telephone service for health professionals wanting
independent drug and therapeutics information. The
Therapeutic Advice and Information Service (TAIS) will
give immediate access to information and respond to
patient-related enquiries such as.

« interactionswith other drugs, foods or complementary
therapies — and how to manage these
adverseeffects, especially unusual onesnotincludedin
the product information
use of drugs for unlicensed indications— is there good
evidence to support use?

General practitioners, community pharmacists and other
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Caution must al so be exercised when buying any product over
the internet, for the same concerns apply with respect to
content and purity. What you buy may not necessarily bewhat
you get, and you may get more than you bargained for.

Concl usion

Health professional sshould not becomeinvolvedindoping or
prohibited procedureswhich areintended to enhance sporting
performance. They also need to be aware that in treating an
athlete’ s medical condition they can unwittingly prescribe a
banned or restricted substance. Inappropriate prescriptions
can prejudice an athlete's career, so checking that adrug is
permitted before prescribing it is recommended.
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Sd f-test questions

The following statements are either true or false
(answers on page 87)

3. Some over-the-counter medicines are prohibited
substances for athletes.

4. Athletes should not use hydrocortisone cream.

community-based health practitioners are expected to be
the main users of the service.

Contact the Therapeutic Advice and Information Service
for health professionals on 1300 138 677, or the NPS on
(02) 9699 4499.

The NPS is planning a parallel service for the genera
public, to be launched later this year. This consumer
service will provide information about medicines in lay
language, and aims to promote communication between
patients and health professionals.

The servicewill not replacethe counselling role of ahealth
professional who knows the patient, however it may help
the patient to identify issues that should be discussed with
their doctor or pharmacist.
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An al ternativ estrearfierenoa repens
f or benign prost atic hypert rophy?

Anna Drew, Pharmacist, Department of Clinical Toxicology and Phar macol ogy,
Mater Misericordiae Hospital, Newcastle, NSW

SYNOP SIS

Extractsfromtheberriesof thesaw palmettoplant (Serenoa
repens) can have a beneficial effect on the symptoms of
benign prostatic hypertrophy. Thiseffect issmall and the
mechanism of action isunknown. Comparisonsshow that
extracts of Serenoa repens and finasteride have similar
effectson urineflow. At present thereisno clear rolefor
the extractsin the treatment of lower urinary symptoms
and the long-term adver se effects are unknown. Patients
with symptoms should have prostate cancer excluded
beforetrying Serenoa repens.

Index wor ds: complementary medicine, herbal medicine,
saw palmetto, urinary tract disorders.

(Aust Prescr 2000;23:79)

Introduction

Studiesshow that 24—90% of new or existing patientsattending
urology clinicsin Americawith symptomsof benign prostatic
hypertrophy (BPH) use or have tried some form of
complementary medicine. The most popular extract comes
from saw palmetto berries (Serenoa repens, aso known as
Serenoa serrulata or sabal).

Sawpal netto

Saw palmettoisadwarf palm tree nativeto North America. It
getsits name from the saw-like ends of the leaf bladeswhich
can cut into the clothing and skin of those coming into contact
with them.

Lipophilic constituents extracted using hexane or ethanol are
thought to beresponsiblefor the plant’ seffectsin BPH. Hence
products extracted with water, such as teas, would not be
expectedto producethesameeffects. However, themechanism
of action is unclear. The effects are generally attributed to a
combination of the spasmolytic, anti-androgen and anti-
inflammatory activities of the extract. Adverse effects occur
rarely and include headache, nausea and diarrhoea.

Ev idenceof ef ficacy

A previous editorial in Australian Prescriber questioned the
relevance of the intermediate outcomes used in studies of
finasteride.! Since this challenge was made, a company-
supported four year study of finasteride hasshown areduction
in the development of acute urinary retention and in the need
for surgery.?

A recent systematic review of S. repens extracts for BPH
included 18 (of the 24) randomised controlled trials.® Thirteen

of these (with 1118 participants) compared an extract of
S repens (alone or combined with other phytotherapies)
versus placebo, and showed a statistically significant
improvement in urinary symptoms and flow measures. Two
studies made a direct comparison with finasteride, and their
pooled results showed there was no difference in urinary
symptom scores between the extracts and finasteride. The
weighed mean difference was 0.37 | PPS points (scale 0-35)
(95% CI -0.45to 1.19). Similarly there was no differencein
the secondary outcomes peak urine flow, nocturia/mean
urine flow (Permixon study only) and residual volume (Pro
study only). Drop-out ratesand gastrointestinal adverseeffects
were similar for S. repens and finasteride (9% versus 11%,
1.3% versus 1.5% respectively). Erectile dysfunction rates
were lower for S. repens than for finasteride (1.1% versus
4.9%, p<0.001).

Concl usion

So should patients who cannot have surgery for prostatic
symptoms now take S. repens once prostate cancer has been
excluded? At thisstagetheavail able evidencedoesnot provide
a clear answer. Since this patient group is currently highly
motivated to usecomplementary medi cinesand studiessuggest
some individuals may benefit from using S repens, it seems
reasonable to see if symptoms improve during a one to three
month trial. Prostate cancer should first be excluded and
patients devel oping urinary retention, urinary tract infections,
bladder calculi or deterioration of renal function should be
discouraged from using phytotherapeutic agents.

Clarification of themechanism of action and dataonlong-term
effectivenessand saf ety arerequired aswel | asstudiescomparing
the extracts with a-antagonists such as prazosin. The other
unknown factor is whether saw palmetto extracts available
locally arecomparableinquality andwouldreplicatetheresults
seen in the European trials. Thereis considerable variation in
saw pal metto content of Australian products, and someprovide
lower daily doses than published recommendations. Hence
questions remain when considering if this aternative (or
complementary) stream leads to the same sea.
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Chenot lkerapy for d

derl ypatients

wit hadv anced cancer: is it wort hit?

lan Olver, Clinical Director, Royal Adelaide Hospital Cancer Centre, Director,
Medical Oncology, Royal Adelaide Hospital, and Clinical Professor,
Department of Medicine, University of Adelaide, Adelaide

SYNOP SIS

Elderly patients with advanced cancer must be allowed
to balance the potential risks and benefits of treatment
when deciding whether or not to have chemotherapy.
The response rates to aggressive chemotherapy are
similar in younger and older patients. Disease-related
survival is often similar, although the older age group
has more deaths due to comorbid illnesses. Factors
complicating chemotherapy in the elderly are the
physiological changes of ageing, the presence of
comor bidities and polypharmacy. Deterioration in renal
or hepatic function may for ce the doses of chemother apy
tobeadjusted. Organ toxicitiesmay bemoreproblematic
in the elderly, but in most tumours, the efficacy of
chemother apyisnot agedependent. Chemother apy, where
indicated for advanced cancer, can ther eforebesafely and
effectively used in selected elderly patients.

Index words: ageing, adver se effects, antineoplastics.
(Aust Prescr 2000;23:80-2)

Introduction

Managing advanced cancer in the elderly is an increasing
problem. The percentage of our population over 65 yearsold
isclimbing andtheincidenceand mortality of cancer increases
with ageing. The problem is compounded by older patients
being a heterogeneous population. They often have comorbid
illnessesand aretaking multipledrugs. Moreover thedecision
astowhether or not to use cytotoxic anticancer chemotherapy
ismademoredifficult becausetheel derly areunder-represented
inclinical trials.

For each patient the decision whether or not to have cytotoxic
chemotherapy for advanced cancer is a balance between the
potential benefits and adverse effects. Both of these involve
value judgements by individual patients. The perspective of
ol der patients may differ fromthat of younger patients. Short-
term quality of life and the ability to continue managing their
activitiesof daily living may be moreimportant than amodest
survival advantage when deciding whether to accept
chemotherapy. Conversely, somefit older patients may seek
aggressive chemotherapy if they can expect a similar
outcome to younger patients.
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Ethically, clinicians making decisions about chemotherapy
for elderly patients are likely to be guided by a principle of
non-maleficence: do no harm. This is usually interpreted as
ensuring that the risk:benefit ratio is favourable. The patient
will expect to be allowed to make an autonomous decision
about chemotherapy, butwill bereliant onaccurateinformation
about the potential risks and benefits.

There is a view that a doctor’s inclination is to offer active
treatment rather than offer ‘no treatment’ or symptomatic
care. The opposite may apply in an environment of economic
rationalism with limited resources, and isarguablein today’s
society with the increasing influence of palliative care.!

From society’ sviewpoint amajor issueisresourceallocation.
To deny expensive drugsto the elderly purely because of age,
is ‘ageism’ and is as difficult to justify as discrimination
against any sub-group of society. There are complex issues
here2 A resource alocation formula based on years of
expected benefit certainly appears to disadvantage the
elderly who placethe same valueon ‘therest of their lives' as
younger patients, irrespective of that life's duration.
Alternatively, it could be argued that preferentially allocating
resources to younger patients and successfully treating them
would allow more to reach older ages. However, if the risks
of chemotherapy do increase substantially with age, then a
medical decision based on the risk:benefit ratio may differ
in older patients purely on that basis and not because of age.

Factors conpl icating clenotherapyin the
el derl y

To assist decision making about the treatment of advanced
cancer in the elderly we need to examine the likelihood of
response to chemotherapy and survival benefit. We also need
toreview thefactorsthat may complicate chemotherapy inthe
elderly.® These factors include the physiological changes
accompanying ageing and the impact of comorbid diseases.*
Lossof organ function will affect cytotoxic drug metabolism.
Changesin kidney or liver function or bone marrow reserve
are particularly problematic when giving chemotherapy. It
can be difficult to evaluate the physiological status of an
elderly patient with the exception of renal functionandtheuse
of simple scalesto assesstheir ability to performthe activities
of daily living.
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Renal function

The glomerular filtration rate decreases with age. Calculating
thecreatinineclearanceusingaformula, such asthe Cockcroft-
Gault formula(see box), that accountsfor age and weight will
reasonably accurately assess renal function. Just using the
serum creatinine can overestimate renal function, given that
less creatinine is produced as lean body mass decreases with
age. Formulae have been developed to adjust the dose of
renally excreted cytotoxic drugs, such as methotrexate and
carboplatin, for changesin creatinine clearance. Thisensures
that the drugs can be given at an intensity which does not
compromise efficacy, but avoids the excess adverse effects
that occur if the drug accumulates because of delayed renal
excretion.

Patients over 70 years old are similar to younger patientsin
developing nephrotoxicity when exposed to drugs such as
cisplatin. They can be protected by hydration and diuresis, as
long as they can tolerate the fluid load. Drugs such as
doxorubicinor thetaxanesthat arepredominantly metabolised
by the liver can often be given in full doses to patients with
renal impairment.

Liver function

Assessing the degree of liver impairment in the elderly that
will impact on cytotoxicdrugmetabolismisdifficult. Certainly,
liver blood flow, serumalbuminand cytochromeP450function
areall decreasedwithageing. ThecytochromeP450 mechanism
may also beaproblemif elderly patients are given cytotoxics
in addition to other drugs metabolised by this system.
Commonly used drugs, such as cimetidine, will inhibit the
PA450 system.

Several anticancer drugs need to have their doses adjusted if
the patient’ shilirubinishigh. Anthracyclines and taxanes are
the best examples, but thereisapaucity of dataon the precise
adjustmentsrequired for variousliver function abnormalities.
Low abumin will lead to increased liver extraction of some
drugs but the increase in body fat with age may decrease the
peak dose of adrug, yet increase the half-life of fat-soluble
drugs. The initial absorption of ora cytotoxics, such as
etoposide, may bealteredin patientswith theatrophic gastritis
of age.

Bone marrow

The elderly can have unpredictable myelosuppression,
particularly if malnourished. Thelack of bonemarrow reserve
may manifest itself asmore prolonged myel osuppressionwith
successivecytotoxicdrugdoses. Thecol ony stimulatingfactors
such as G-CSF which reverse myelosuppression may be
required moreofteninelderly patients. They canallow adequate
doses of chemotherapy to be given without as great arisk of
life-threatening febrile neutropenia.

Non-haematological toxicity

Cytotoxic drugs such as the vinca akaloids, taxanes and
cisplatin can beneurotoxic or ototoxic. Thesetoxicitiescanbe
considerably moredebilitatingintheelderly who may already
have compromised mobility, sensation or hearing. Of the

Cockcr oft-Gault formula

Estimated creatinine clearance (mL/sec) — males
(140 — age) x weight (kg)

48 816 plasma creatinine (mmol/L)

Estimated creatinine clearance (mL/sec) — females
0.85 (140 — age) x weight (kg)

48 816 plasma creatinine (mmol/L)

other non-haematological adverse effects only the cardiac
toxicity of doxorubicin and lung toxicity of bleomycin are
known to be accelerated in the elderly.

Adv erseeffects

Infit elderly patients with normal organ function the adverse
effects will be comparable to those seen in younger patients
and are managed in a similar way.® Within hours many
cytotoxic drugs will cause nausea and vomiting. This acute
emesisis best managed by premedicating patients with 5SHT,
receptor antagonists and dexamethasone. L ess severe emesis
can be treated with metoclopramide or prochlorperazine
although prolonged emesis lasting for several days is best
managed with dexamethasone in combination with these
antiemetic drugs.® Patients may become neutropenic
approximately 10 days after treatment. An infection at this
time is potentialy life threatening and should be urgently
treated with intravenous broad spectrum antibiotics.”
Subsequent courses of chemotherapy may require dose
reductions or support with haematopoietic growth factors.
Thrombocytopenia with bleeding can be managed with
platelet transfusions. Mucositis occurs in the same time
frame and requires symptomatic treatment with local
anaesthetic mouth washes plus treatment of any secondary
infections due to candida or herpes.

A further group of toxicitieswhichrequiremonitoringinvolve
cumulativedamageto organsover several months. Thiscanbe
aparticular problem in the elderly whose organ function may
have deteriorated before chemotherapy. Liver and renal
function should bemeasured with each course, andfor specific
drugs cardiac and pulmonary function should be monitored.
Deterioration in organ function may require cessation of
chemotherapy.

With worsening organ function the adverse effects of
chemotherapy increase and the balance between efficacy and
toxicity is no longer in the patients favour. Adverse effects
can impact on quality of life and the patients’ ability to cope
with daily activities. This also increases the burden on their
carers.

Theefficacyof clenotherapyintheel derl y

There is no evidence that there is any general decrease in
efficacy of chemotherapy intheelderly, although somestudies
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suggest that this is the case in Hodgkin's disease and acute
leukaemia. In non-Hodgkin’s lymphoma, for example, the
complete response rates with aggressive chemotherapy are
equal in patients over and under 60 yearsold. The survival of
theolder patientsisless, however, because of deathsunrel ated
to the lymphoma or its treatment.® Overall response rates to
chemotherapy in small cell lung cancer are also similar in
younger and older patients, and age has not been found to be
an adverse prognostic factor.® Survival rates are similar in
older patients despite the dose intensity often being less and
despitethem having agreater number of comorbid conditions.

Some cancers may behave differently in the elderly and
warrant different treatment approachesfrom thosein younger
patients. In breast cancer for example, the risk of local
recurrence after lumpectomy declines with age. This may
decrease the need for postoperative radiotherapy in older
women. In the Oxford meta-analysis adjuvant chemotherapy
wasassociatedwith decreasing surviva benefitwithincreasing
age particularly in the over 70 age group.’® Individual older
women at high risk of recurrence, however, may obtain some
benefit from adjuvant systemic therapy.

Concl usion

In most cancers the elderly will respond as well as their
younger counterpartsprovidedthechemotherapy canbegiven
safely. This may depend on physiological changes in organ
function, particularly renal and hepaticfunction. Deteriorating
organ function will make adverse effects and therefore an
adverse impact on quality of life more likely.

Elderly patients should be given the option of chemotherapy
for responsive advanced cancers. As with younger patients
they make their decision balancing any predicted positive
outcome against the treatment’ s adverse effects that, even if
temporary, will impact upon their quality of life.
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Sd f-test questions

The following statements are either true or false
(answers on page 87)

5. Ingeneral, the efficacy of chemotherapy isreduced
in the elderly.

6. The physiological changes of ageing may require
increased doses of chemotherapy to be given.

- s
Chnot lerapy for d derl ypatients: a personal

experience

Editor’ s note:

‘Snow’ Partridge was 81 years old when he developed a
small cell carcinomaof unknown primary. Hewastreated with
six cycles of cisplatin and etoposide.

AP: How did you find out you had cancer?

SP: | noticed asmall lump at the front of my neck. | did not
think much about it, but about amonth later | mentioned
it to my general practitioner when | consulted her about
another problem. My doctor sent me for a biopsy.

| was told that the biopsy was ‘positive’ and | was
referred to a surgeon.
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Thesurgeonrecommendedthat | havethelumpremoved
so | had an operation. After the operation | wasreferred
to an oncologist. | had to have scans of my whole body.

AP: How did you feel when you were told you had cancer?
SP: | do not know what kind of cancer | had. | knew that
cancer was serious so | was dightly alarmed by the
diagnosis.

Were you told what choices you had for treating your
cancer?

SP: | was not given a choice of treatment. The oncologist
advised me to have chemotherapy to ‘clear up any
nasties' . | decided to take the oncologist’s advice.

AP:



Australian Prescriber Vol. 23 No. 4 2000

AP: Before you had your treatment, what did you think it

would be like?

SP: | knew other peoplewho had been given chemotherapy.
They had felt crook all the time and had problems with
vomiting. | knew it would not be pleasant, however |
coped well with chemotherapy.

| did not know what | wastreated with, but my treatment
wasfor three daysevery three weeks. Thiswasrepeated
six times. | had blood tests before each treatment and |
had to stay in hospital for two nights each time.

AP: What adverse effects did you have?

SP:  The doctors and nurses were very good — they told me
what side effects to expect and what | could do about
them. | only vomited twice, but all my hair fell out
after the second treatment. | think | coped well. Apart
from a couple of days when | overdid things, | did
not feel too unwell.

AP: Wereyou relieved when the treatment was completed?

SP: | hoped the treatment was curing the cancer but | was
pleased when the chemotherapy was over. | felt more
lively and my hair grew back.

[tisnow nearly twoyearssincel finishedtreatment. | am
still playing golf and afew sets of tennis.

AP:  Would you make the same choiceif you had to make the

decision about being treated again?
SP: | would have chemotherapy again if the doctors
advised it.
Do you have any advice to help elderly people with
cancer decide about having or continuing treatment?

AP:

SP:  Itwouldbeabit roughto say that old peoplewith cancer
should not betreated. | thinkif youarereasonably fit you
should go for the treatment. If you are advised to have
chemotherapy, think positively and go for it.

ﬁ

Dental inpl ications

Prepared by Associate Professor R.G. Wbods of the Australian Dental Association

Clenpt lerapy for @ derl ypatients with
adv anced cancer: is it wort hit Ipage 80)

The oral adverse effects of chemotherapy may complicate
dental treatment in patients with cancer.! Systemic adverse
effects, for instance immunosuppression, are likely to
complicate endodontic treatment or surgery. Taking a pre-
treatment medical history is essential to obtain information
about thedrugsbeing used to treat the cancer. Y ou should also
ask if the patient has had radiotherapy, particularly in the
region of the head and neck.

Dental treatment needs to be planned with care. The risks of
post-operativeinfection and del ayed wound healing should be
minimised. Thiscouldincludeantibiotic surgical prophylaxis.
Anincreased risk of infection from periodontal diseaseandits

International success

In June Dr John Dowden, the Editor of Australian
Prescriber, received an outstanding service award from
the Drug Information Association (DIA). The presentation
ceremony took place at this year's annual meeting of the
DIA in Cdlifornia. Dr Dowden accepted the award in
front of an audience of approximately 7000 people in the
San Diego Convention Centre.

While the award is primarily for Dr Dowden’s work with

treatment should be anticipated. Stomatitis may occur with or
without oral ulceration and may berelieved by topical steroid
therapy (triamcinolone).

Wherepossible, acomprehensiveoral and dental examination
shouldbemadeand any infectiontreated beforechemotherapy
begins. Following chemotherapy provision should be made
for dentate patients, to have a regular preventive dentistry
program to minimise the need for invasive dental treatment.
Dental management of any patient, young or old, can be
complicated by chemotherapy. Where there is any doubt
concerningtheeffectsof medicationused or precautionsneeded,
dentists should discuss the case with the patient’s oncol ogist.

REFERENCE
1. BonaventuraA.Complicationsof cytotoxictherapy. Aust Prescr 1995;18:68.

the South-west Asia-Pacific Steering Committee of the
DIA, it reflectswell on Australian Prescriber. Thejournal
isan important source of independent drug information in
Australasia. The Executive Editorial Board congratulates
the Editor on his award.

For more information about the DIA follow the Links
from the Australian Prescriber web site at
www.australianprescriber.com
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Newdrugs

Some of the views expressed in the following notes on newly approved products should be regarded as tentative, asthere may have been little experience in Australia of their
safety or efficacy. However, the Editorial Board believesthat commentsmadeingoodfaith at an early stagemay still 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.

Al desl eulin

Proleukin (CSL)

vials containing 18 million IU as powder
Approved indication: renal cell carcinoma
Australian Medicines Handbook Section 14.2

Renal cell carcinomaisincreasinginincidence. Many patients
present with metastases and have a poor prognosis.
Chemotherapy doesnotimprovesurvival. Insomepatientsthe
cancer may spontaneously regress suggesting an immune
response. This has prompted research into the role
immunomodulators, suchasinterferon, could play intreatment.

Aldesleukinisarecombinant form of the cytokineinterleukin
2. This cytokine stimulates the production of killer cells and
enhances the cytotoxicity of lymphocytes. It isaso involved
in the production of interferon and tumour necrosis factor.

A randomisedtrial compared aldesleukin, interferon alpha-2a
or a combination of both treatments in 425 patients with
progressive metastatic renal cell carcinoma. The response to
treatment was assessed using CT scans to measure the
regression of the tumour. After 10 weeks 6.5% (9/138) of
patientsgiven aldesl eukin had responded. Theresponserateat
25 weekswas 2.9%. Patientswho received thetwo treatments
in combination had significantly higher response rates
(18.6% at 10 weeks, 13.6% at 25 weeks).!

Aldesleukin given intravenously has many adverse effects,
so it has only been approved for subcutaneous injection.
This requires daily injections for five days a week for four
weeks. After four weeks the patient has one week’s rest and
then the cycle is repeated.

The subcutaneous injection has a bioavailability of
35-47%. It ismetabolised and excreted by the kidneyswith a
half-life of 5-9 hours.

In studies involving a total of 103 patients, subcutaneous
injections produced acomplete responsein four patients. The
overall response rate was 14%.

Most patients will develop adverse reactions to aldesleukin,
chills and fever being particularly common. Approximately
12% of patients develop hypotension. This may be part of a
‘capillary leak syndrome’ which also includes oliguria,
pulmonary oedema and weight gain. More than half the
patients will become anaemic or have altered liver function.
Patients may develop antibodies to aldesleukin and some of
the antibodies will have neutralising activity. Autoimmune
and inflammatory diseases may flare up during treatment.

84

Aldedeukin does not increase surviva. In the comparative
study median survival was only 12 months! However, the
studies of subcutaneous aldesleukin showed that the response
wasprolongedinthefew patientswho had acompl eteresponse.
The median response duration was 64 months. Further studies
areneededtoidentify whichfactorspredict afavourableresponse.

REFERENCE

1. Groupe Francais d’ Immunotherapie. Recombinant human interleukin-2,
recombinant human interferon alfa-2a, or both in metastatic renal-cell
carcinoma. N Engl JMed 1998;338:1272-8.

Eprosartan nesyl ate

Teveten (SmithKline Beecham)

300 mg and 400 mg tablets

Approved indication: hypertension

Australian Medicines Handbook Section 6.4.5

Eprosartanisanother oneof therecently approved angiotensin,
receptor antagonists (see ‘ Angiotensin receptor antagonists
for the treatment of hypertension” Aust Prescr 1998;21:95-7).
Asthisclass expands, thereis clearly aneed for comparative
studies. In the meantime, the precise role of the classin the
treatment of hypertensionremainsunclear. Whilethedrugsdo
have a low short term incidence of adverse effects, there is
little knowledge about their long-term effect on outcomes,
either adverse or beneficial.

The absorption of eprosartan is reduced by food, but thisis
considered to be clinically inconsequential. Absolute
bioavailability is 13%. Eprosartan is partly metabolised and
excretedinthebileand urine. Itspharmacokineticsareaffected
by severe liver or kidney disease. Lower starting doses are
recommended inthe elderly and patientswith sodium/volume
depletion. The half-life is 5-9 hours, but the manufacturer
recommends only once daily dosing. If a patient is not
responding, consideration can be given to changing to twice
daily dosing before increasing the total daily dose.

Clinical trials show that eprosartan reduces diastolic blood
pressure by 2-5 mmHg morethan placebo. Studiescomparing
eprosartan and enalapril show that they are equally effective
at lowering diastolic blood pressure. In one study, eprosartan
had an effect on systolic blood pressurewhichwasstatistically
greater than the effect of enalapril.

Like other members of this class, eprosartan hasalow risk of
adversereactions. In placebo-controlled trials, 4% of patients
taking eprosartan dropped out because of adverse events
compared with 6.5% of the placebo group. The incidence of
cough is lower than with ACE inhibitors.



Australian Prescriber Vol. 23 No. 4 2000

Hdronorplone

Dilaudid (Knoll)

2 mg, 4 mg and 8 mg tablets

oral solution containing 1 mg/mL

ampoules containing 2 mg/mL, 10 mg/mL and 50 mg/5 mL
vials containing 500 mg/50 mL

Approved indication: moderate to severe pain

Australian Medicines Handbook Section 3.2

Hydromorphoneisan opioid analgesic.! It has been available
overseas for a long time, but has not been marketed in
Australiafor many years.

Patientswith chroniccancer pain, requiringanopioidanalgesic,
may tolerate one opioid better than another. Hydromorphone
may be an alternative analgesic for patients troubled by the
adverse effects of morphine.

Ora hydromorphone is rapidly absorbed, but first-pass
metabolism reduces the bioavailability to 25%. The drug is
rapidly and widely distributed throughout the body. Most of
the absorbed dose is metabolised, so hydromorphone is
contraindicatedinhepaticimpairment. Asthemajor metabolite
isexcretedintheurine, thedrugisalsocontraindicatedinrenal
impairment. As the half-life of hydromorphone is
2-3 hours, the dose can be rapidly titrated.

The recommended starting dose for oral treatment is
2-4mgevery four hours. A daily oral dose of hydromorphone
6.5-7.5 mg is equivalent to 40-60 mg of morphine or
10-20 mg of methadone. An intramuscular or subcutaneous
dose of hydromorphone 1.3-2.0 mg is equivalent to 10 mg of
morphine or methadone. A high potency formulation is
available for usein narcotic-tolerant patients; this should not
be confused with the standard parenteral formulation as an
overdose may result.

The adverse effects of hydromorphone resemble those of
other opioids, e.g. dry mouth, dizziness, nauseaand vomiting.
Patients become dependent on hydromorphone, if it is taken
regularly, withinafew weeks. Tolerancecan al so beexpected.
Sudden withdrawal of treatment can cause a withdrawal
syndrome.

REFERENCE
1. Chahl LA. Opioids—mechanisms of action. Aust Prescr 1996;19:63-5.

L epirudin

Refludan (Aventis Pharma)

vials containing 50 mg freeze dried powder

Approved indication: heparin-associated thrombocytopenia
Australian Medicines Handbook Section 7.1.1

Heparin can induce two types of thrombocytopenia. Type |
occursearly intreatment and the platel et count soon returnsto
normal. Type Il occurs after 5-10 days of treatment and can
result in thromboembolism. Clotting occurs because the

formation of aheparin-platel et complexinducestheproduction
of antibodies. These antibodies not only cause

thrombocytopenia, but also activatetheplatel ets. If untreated,
heparin-induced thrombocytopenia can be fatal.

While the heparin can easily be stopped the prothrombotic
state may persist. Lepirudinisthereforeindicated for patients
with Type Il thrombocytopenia and its thromboembolic
complications.

The drug is a recombinant form of hirudin, a substance
produced by leeches. Lepirudin acts by inhibiting thrombin.
This effect can be monitored by measuring the activated
partial thromboplastin time.

Lepirudin has to be reconstituted and then injected
intravenously. Thisbolus doseisfollowed by an infusion for
2-10 days. The dose is reduced if the patient has impaired
renal function, aslepirudinismetabolised and excreted by the
kidneys. A lower dose should aso be used if the patient
reguires thrombolytic therapy.

Inclinical trias, patientsgiven lepirudin have been compared
with historical controls. Approximately 74% of the patients
responded to the treatment with an increased platelet count
and an effective degree of anticoagulation. The incidence of
new thromboembolic complications, death or the need to
amputate a limb was reduced in comparison to the control
group. After seven days of treatment the cumulative risk of
these complications was 17% in the lepirudin patients and
25% in the control group.

Themainadverseeffect of lepirudinisbleeding. Thrombolytic
therapy increasesthe risks. While bleeding from wounds and
puncture sites is obvious, 9% of patients will suffer afall in
haemoglobin for no obviousreason. Other common problems
are allergic reactions, bronchospasm and oedema.
Approximately 40% of patients will develop antibodies to
lepirudin. This may have implications if a patient requires a
second course of treatment. Although the risk:benefit ratiois
not clear, thereareno specifictreatmentsfor heparin-associated
thrombocytopenia, so there may be arole for lepirudin.

L ivechol era v accine
Orochol (CSL)

Sachets containing 2—10 x 10° colony forming unitsof Vibrio
cholerae

Approved indication: immunisation
Australian Medicines Handbook Section 20.1.2

V accines based on heat-killed suspensions of Vibrio cholerae
arenot very effective. Theinjectablevaccineisal so associated
with systemic adverse effects. A live vaccine given by mouth
may have advantages.

Thenew product isarecombinant form of thebacteriawith the
deletion of the gene coding for part of the choleratoxin. This
live strain is known as Vibrio cholerae CVD 103-HgR.

Adult volunteers took the vaccine and were then exposed to
virulent Vibrio cholerae 8-180 days later. There was
complete protection against cholera, if the bacteria were of
the same serotype asthe vaccine. This protection was present
as early as eight days after vaccination.
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Peopl e (including children morethan two yearsold) who areat
ahigh risk of infection when travelling through endemic areas
can take the vaccine at least aweek before travel. The single
dose sachet hastwo sections. Their contentsare mixed together
in 100 mL of water then drunk. Thetraveller should not eat for
an hour after taking the vaccine. Common adverse effects
includeabdominal pain, increased bowel soundsand headache.

Live oral cholera vaccine should be taken at |east one week
beforestarting chloroquineastheantimalarial drug canreduce
the immune response. Oral typhoid vaccine and oral cholera
vaccine should be given at least eight hours apart, as the
cholera vaccine may affect the passage of the capsules,
containing the typhoid vaccine, through the gut. If possible,
vaccinees should avoid contact with immunocompromised
people for eight days after taking the vaccine.

Althoughthevaccineprotectedthevolunteersinthechallenge
studies, it wasmuch lesseffectiveif thevirulent bacteriawere
fromadifferent serotype. Thereisal solittlepublishedevidence
yet of the vaccine's effectiveness in field trials. While
60—70% of peoplewill seroconvert after vaccination, thismay
not reflect the intestinal antibody response or clinical
effectiveness. Although abooster doseisrecommended every
six months the duration of immunity after a single dose is
unknown. ThereisaCochranereview of choleravaccinesbut
itcurrently containsnoeffectivenessdatafor thisnew product.

REFERENCE

1. Graves P, Deeks J, Demicheli V, Pratt M, Jefferson T. Vaccines for
preventing cholera (Cochrane Review). In: The Cochrane Library, Issue
3. Oxford: Update Software. 1999.

Repagl inide

NovoNorm (Novo Nordisk)

0.5 mg tablets

Approved indication: type 2 diabetes
Australian Medicines Handbook Section 10.1

Patients with non-insulin dependent diabetes have impaired
insulin secretion and a resistance to the effects of insulin. If
non-drug treatment fail s, patientscan begivenasulfonylurea,
tostimulateinsulinsecretion, or metformin, toimproveinsulin
sensitivity.! Whenthesedrugsfail to control theblood glucose
concentrations, repaglinide can be considered.

Repaglinideisnot asulfonylurea, but it stimulatestherel ease
of insulin from the pancreas. A doseistaken before meals. It
isquickly and completely absorbed, but has a bioavailability
of 63%. The peak plasma concentration is reached within an
hour of the dose, and a response begins within 30 minutes.
Repaglinideisa most completely metabolised by theliver and
is cleared from the circulation within six hours.

Inclinical trid's, repaglinidewasmoreeffectivethanaplacebo
at reducing blood glucoseconcentrations. Itsefficacy, intrials
lasting up to 14 months, seemed to be similar to that of
glibenclamide. Inatrial lasting several months, thecombination
of metformin and repaglinide decreased HbA  and fasting
glucose more than either drug alone.
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The most common adverse event in the clinical trias of
repaglinide was hypoglycaemia. The incidence of
hypoglycaemia was similar to that seen with other oral
hypoglycaemic drugs. It isimportant that the dose is titrated
for each patient. Patients begin with 0.5 mg and then increase
the dose at 1-2 week intervals. The maximum daily dose is
16 mg. Other adverse events resemble those of the
sulfonylureas.

Metformin is usually the first drug prescribed for obese
patientswith diabetes.! Repaglinide may beauseful addition,
if treatment with metformin aone is inadequate. While
repaglinide’ s quick action isbeneficial, it isnot clear if it has
any advantage over short-acting sulfonylureas. If overseas
prices arereflected in Australia, any advantages are likely to
be outweighed by the cost of repaglinide.

REFERENCE

1. Proietto J. The management of type 2 diabetes. Aust Prescr 1997;20:
65-7.

Tibol one
Livial (Organon Australia)
5 mg tablets

Approved indication: postmenopausal symptoms and
bone loss

Australian Medicines Handbook Section 17.2.3

Tibolone is a synthetic steroid with oestrogenic and
progestogenic activity. It can therefore be used to treat
menopausal symptoms such as hot flushes.

Theactivity of thedruginvolves several metabolites. Theseare
rapidly formed after absorption so plasma concentrations of
tibolone are very low. Only small amounts are excreted in the
urine,

Several studies have assessed the effect of tibolone on bone
density. One study followed healthy postmenopausal women
for two years. Women who took 2.5 mg tibolone daily had
increasesin bone density, while bone density fell in the control
group. By theend of thestudy, thereweresignificant differences
in bone density between the groups in the upper femur and
lumbar spine.?

Another study compared tibolone with oral or transdermal
hormone replacement therapy. After two years, bone density
was preserved in women who were treated, compared with
untreated controls. There were no significant differences in
efficacy between tibolone and hormone replacement therapy .2

As tibolone has some progestogenic effects it may have an
advantage over oestrogen alone, e.g. the risk of breast cancer
may be reduced. However, endometrial proliferation can still
occur and lead to vaginal bleeding. Any abnormal bleeding
occurring after threemonthsof trestment shoul d beinvestigated.
Comparedwith placebo, morepati entstakingtiboloneexperience
leukorrhoea, vaginitis, breast pain and weight gain.

Tibolone reduces triglyceride concentrations, but can aso
reduceHDL cholesterol. Asitmay increasefibrinolyticactivity
thereisapotential for interaction with anticoagulants. Drugs
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which induce liver enzymes, such as carbamazepine and
rifampicin, may decrease the effect of tibolone.

Although tibolone has been available overseas for severa
years its place in therapy is not clear. While it can prevent
reductions in bone mineral density its effectiveness in
preventing fractures is unknown.

REFERENCES

1. Beardsworth SA, Kearney CE, PurdieDW. Prevention of postmenopausal
bone loss at lumbar spine and upper femur with tibolone: a two-year
randomised controlled trial. Br J Obstet Gynaecol 1999;106:678-83.

2. Lippuner K, Haenggi W, Birkhaeuser MH, Casez JP, Jaeger P. Prevention
of postmenopausal bone loss using tibolone or conventional peroral or
transdermal hormone replacement therapy with 17 beta-estradiol and
dydrogesterone. J Bone Miner Res 1997;12:806-12.

NEWF ORVMUL ATIONS

Pantoprazol e
Somac (Pharmacia & Upjohn)
40 mg powder for injection

Ropiv acainehlydrocH oride/fentanyl citrate
Naropin with fentanyl (AstraZeneca)

2 mg/mL ropivacaine hydrochloride/fentanyl citrate
2 microgram/mL and 2 mg/mL ropivacaine hydrochloride/
fentanyl citrate 4 microgram/mL

NEWST RENGT 5

Al endronat esodium
Fosamax (Merck Sharp & Dohme)
5 mg tablets

Pantoprazol e
Somac (Pharmacia & Upjohn)
20 mg tablets

NEWCOVBINATION

Sal neterol /f1 uticasonepropionate
Seretide Accuhaler (Glaxo Wellcome)

50 microgram salmeterol/100 microgram fluticasone
propionate, 50 microgram salmeterol/250 microgram
fluticasone propionate and 50 microgram salmeterol/500
microgram fluticasone propionate

Ansvers to sd f-test questions

3. True
4, Fase
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