
while minimising systemic toxicity. Although the way in
which topical non-steroidal anti-inflammatory drugs
induce pain relief remains uncertain, it is likely to rest
on both bloodborne delivery and local alleviation of
symptoms arising from periarticular, rather than
intracapsular, structures.

The place of topical non-steroidal anti-inflammatory
drugs within guidelines for the management of osteo-
arthritis has not been well defined. A systematic review
of seven years ago included the results of 13 placebo
controlled trials in which patients were being treated for
a variety of conditions, including osteoarthritis. Topical
non-steroidal anti-inflammatory drugs were found to be
superior to placebo in reducing pain, such that 65% of
treated patients showed a halving of their pain score
compared with only 30% treated with placebo. In
addition, a systematic review of topical capsaicin (an
agent that depletes both afferent and epidermal nerve
fibres of the neuropeptide, substance P) in the treatment
of chronic pain reported the agent to have moderate
efficacy at best, with a relatively high frequency (30%) of
local cutaneous reactions.6

Given the widespread use of topical NSAID
treatment, a review of the situation is timely. In this
issue, Lin et al report a further meta-analysis exploring
the use of these agents in the treatment of osteo-
arthritis.7 This well conducted study found that topical
non-steroidal anti-inflammatory drugs were superior
to placebo in reducing pain and improving function
over a fortnight, but that these effects were lost after
four weeks had elapsed. The authors conclude that lit-
tle evidence exists to support the long term use of topi-
cal non-steroidal anti-inflammatory drugs in osteoar-
thritis and suggest that current recommendations be
revised. Most of the randomised controlled trials
included in the review were of short duration (two
weeks or less) and not a single study extended beyond
one month. Marked heterogeneity became obvious in
the results of the meta-analysis, with the strong
likelihood that publication bias would, if anything, have
acted to overestimate the benefits of topical non-
steroidal anti-inflammatory drugs. Finally, the study
found that the type of non-steroidal anti-inflammatory
drug influenced the effect observed (studies used
salicylic acid, eltenac, diclofenac, and ibuprofen).

Clearly, these data will have an impact on the enthu-
siasm with which practitioners and patients resort to the
use of topical non-steroidal anti-inflammatory drug

therapy in osteoarthritis. On the one hand, the clear evi-
dence of effectiveness in pain relief over a two week
period supports their inclusion as part of any multidisci-
plinary armamentarium. However, the waning of
effectiveness over four weeks implies that topical therapy
is best used for short periods during flare-ups in the dis-
ease. The comparability between topical and systemic
use of non-steroidal anti-inflammatory drugs remains a
difficult issue. The current review could only address this
with limited statistical power, and further information
will be gleaned from a trial comparing topical and oral
ibuprofen supported by the NHS Health Technology
Assessment.7 Without results of comparative trials of dif-
ferent topical agents, one cannot convincingly argue that
one topical non-steroidal anti-inflammatory drug is
definitely more effective than another. Finally, and
perhaps most importantly, the review shows the dearth
of information available on a widely used treatment for
one of our commonest causes of musculoskeletal
disability. Carefully designed randomised controlled tri-
als of interventions in osteoarthritis, which use
appropriate end points and are conducted over
sufficiently long duration to assess protracted effective-
ness, are required so that we can delineate appropriate
therapeutic strategies for a disorder whose frequency is
bound to increase with the demographic changes in our
population.
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Preventing malaria in UK travellers
Guidelines stress the need for compliance with prophylaxis and standby medication

The advisory committee on malaria prevention
for UK travellers has updated the guidance
for healthcare professionals who advise travel-

lers.1 Noteworthy changes have been made in the
advice from the guidelines produced previously.
The new guidance places greater emphasis on the use
of certain malaria chemoprophylaxis and has
important changes regarding emergency standby
medication.

Worldwide, over 40% of the population lives in
malarious areas with an estimated 300-500 million
cases of malaria occurring each year resulting in up to
two million deaths.2 Importantly malaria is one of the
most common causes of serious illness in the returning
traveller. At least 2000 cases (10 000 in Europe3) are
imported into the United Kingdom each year, and
nine of these on average result in death. The
proportion of cases due to Plasmodium falciparum has
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continued to rise, accounting for more than half of the
cases.1 4

Low price travel has led to increasing numbers of
travellers visiting areas where malaria is endemic. Few
of these travellers seek travel health advice before
departure; the results of a study of European travellers
showed that only 40% sought advice.5 Initiatives to
raise awareness and encourage more travellers to seek
medical advice need to be developed as a priority, fol-
lowing the example of the “Know before you go” cam-
paign of the Foreign and Commonwealth Office and
the malaria awareness week.4 6 Last minute travel
reduces the likelihood of travellers seeking advice. This
affects malaria chemoprophylaxis, which needs to be
started before departure. Although doxycycline and
atovaquone-proguanil can be started one day before
travel, mefloquine needs to be started two and a half
weeks before departure.1

Travel medicine is a rapidly expanding complex
discipline, and the need for experienced specialists is
acknowledged in the strategy of the Department of
Health for combating infectious diseases.7 8 With a
continually changing picture, in terms of both the
increase in drug resistant malaria and the development
of malaria chemoprophylaxis, travel health practition-
ers need to have access to regular updates of guidance
now available on the internet (www.hpa.org.uk). Guide-
lines are a crucial way of standardising and
maintaining best clinical practice in travel health
advice and ensuring that it is evidence based.

The guidelines from the World Health Organiza-
tion, Centers for Disease Control and Prevention, and
the updated guidelines from the advisory committee
on malaria prevention recommend chemoprophylaxis
of malaria by area, identifying those areas where chlo-
roquine resistant malaria is present and differentiating
between areas of high and low risk. The updated
guidelines from the advisory committee on malaria
prevention reflect the expanding choice of malaria
chemoprophylaxis. In line with the WHO and CDC
guidelines, mefloquine, doxycycline, and atovaquone-
proguanil are the three recommended options for
prophylaxis in areas with chloroquine resistant
malaria, which is becoming increasingly prevalent.3 9

The guidelines all recommend that standby emergency
medication is provided for travellers taking prophy-
laxis who are travelling to remote areas and where they
will be unable to access medical help within 24 hours.
Travellers provided with standby emergency medica-
tion need to be sufficiently informed to be able to make
reasonable judgments about taking the medication.1 As
well, all guidance recommends restrictive criteria for
the provision of standby emergency medication and
for travellers to be given clear written instructions for
its use. Studies from outside the United Kingdom have
shown that standby treatment is often used incorrectly,
since less than 17% of travellers subsequently have a
confirmatory diagnosis of malaria.1

In addition to people travelling to remote areas,
standby medication may also be considered for people
making short visits or living in an area with a low risk of
drug resistant malaria. The guidelines from the
advisory committee on malaria prevention say that
while chloroquine can be used in non-resistant areas,
atovaquone-proguanil or co-artemether are recom-
mended for areas where resistance has developed.

Quinine alone is recommended now only for pregnant
women, for whom no satisfactory alternatives exist.

Compliance can be a problem with malaria
chemoprophylaxis, and the need for regular adminis-
tration must be emphasised; most deaths occur in
people who take prophylaxis irregularly or not at all.1

We need to communicate the importance of continu-
ing prophylaxis after return, between one and four
weeks depending on the medication, together with
seeking medical advice if any symptoms of ill health
occur several months after return.

Uptake of malaria prophylaxis has not been helped
by the emphasis placed on the side effect profile of
mefloquine. A recent study showed high tolerability to
the four currently recommended drug regimens—
combined chloroquine and proguanil, mefloquine,
doxycycline, and combined atovaquone and
proguanil—with no reported serious adverse events.10

The latter two regimens were the better tolerated of the
four. Although mefloquine is a valuable option, travel
medicine professionals must be knowledgeable about
its potential contraindications and serious side effects.

Analysis of travel trends shows that foreign travel
will continue to increase; travel outside Europe and
North America is currently rising at a rate of 7% each
year.11 UK travellers’ continuing nonchalance regard-
ing foreign travel means that practitioners of travel
medicine need to emphasise the real risk of malaria
infection to guard against the increasing and largely
preventable mortality of the disease in travellers.4 The
availability of up to date guidance from the advisory
committee on malaria prevention, WHO, and CDC
provide the best tools with which this can be achieved.

Jane N Zuckerman director
WHO Collaborating Centre in Travel Medicine, Academic Centre for
Travel Medicine and Vaccines, Royal Free and University College
Medical School, London NW3 2PF

(j.zuckerman@rfc.ucl.ac.uk)

Competing interests: JNZ has been reimbursed by several
manufacturers of vaccines and antimalarial prophylaxis for
attending conferences and running educational programmes
and has received unrestricted educational grants. She is also a
consultant in travel medicine to the British Airways travel clinics.

1 Bradley DJ, Bannister B, on behalf of the Health Protection Agency advi-
sory committee on malaria prevention for UK travellers. Guidelines for
malaria prevention in travellers from the United Kingdom for 2003.
Commun Dis Public Health 2003;6:180-99.

2 Breman JG. The ears of the hippopotamus: manifestations, determina-
tions, and estimates of the malaria burden. Am J Trop Med Hyg
2001;64(suppl1-2):1-11.

3 World Health Organization. International travel and health: vaccination
requirements and health advice. Geneva: WHO, 2004. www.who.int/ith/
(accessed 16 Jun 2004).

4 Malaria Awareness Initiative. Malaria awareness week. www.malaria-
hotspots.co.uk (accessed 1 Jun 2004).

5 Foreign and Commonwealth Office. Travel advice service. Know before you
go. www.fco.gov.uk/knowbeforeyougo (accessed 1 Jun 2004).

6 Van Herck K, Zuckerman J, Castelli F, Van Damme P, Walker E, Steffen R,
for the European Travel Health Advisory Board. Travelers’ knowledge,
attitudes, and practices on prevention of infectious diseases: results from
a pilot study. J Travel Med 2003;10:75-8.

7 Zuckerman JN. Reflections and reactions: Shaping travel health and
medicine for the future. Lancet Infect Dis 2001;1:296-7.

8 Department of Health. Getting ahead of the curve—a strategy for combating
infectious diseases in the United Kingdom. London: Department of Health,
2002.

9 National Center for Infectious Diseases Travelers’ Health; The Yellow
Book—Health Information for International Travel 2003-2004. Atlanta:
Centers for Disease Control.www.cdc.gov/travel/yb/toc.htm; (accessed
on 1 June 1004).

10 Schlagenhauf P, Tschopp A, Johnson R, Nothdurft HD, Beck B, Schwartz
E, et al. Tolerability of malaria chemoprophylaxis in non-immune travel-
lers to sub-Saharan Africa: multicentre, randomised, double blind, four
arm study. BMJ 2003;327:1078.

11 Office for National Statistics. Travel trends.A report on the 2001 international
passenger survey. London: Stationery Office, 2002.

Editorials

306 BMJ VOLUME 329 7 AUGUST 2004 bmj.com


