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Quality use of medicines:
The teenager with moderate acne
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As always, a careful definition of the
problern is the first step. Acne vulgaris
can be classified into three categories
for the purpose of treatrnent: comedo-
nal, inflamrratory and nodulocystic.
Cornedonal acne is non-inflammatory
and  cons i s t s  o f  open  and  c losed
comedones. Erythematous papules or
pustules characterize infl ammatory or
rnoderate acne. Comedones may also be
present. In nodulocystic acne, deeper
scarr ing nodules and cysts occur ,
possibly together with papulopustular
and comedonal  les ions. '  In  a recent
clinical review. Webster recommends
that the most severe lesions present be
used to make a diagnosis, as adequate
treatment for severe lesions wil l be
effective against lesser lesions.2 Even a
few severe lesions can be disfiguring.
Finally, it is important to exclude acne
which is not due to acne vulgaris, and
which might warrant referral. Unusual
causes of acne include drug-induced
acne, with drugs such as rifampicin
implicated. Muscle hypertrophy should
alert the prescriber to the possibility of
i l legal anabolic steroid-induced acne.
Greasy hair straighteners may cause
pomade acne.l

The therapeutic objective is simply
to prevent  physical  and emot ional
scaning. This objective appears to be
amenable to drug treatment: experts
reviewing the subject in three recent

a r t i c l es  a l l  s t ressed  tha t  acne  i s
erninently treatable, given the range of
treatlnents available.r'r '3 The main aim
of treatment for all acne vulgaris is
reduction of the prin-rary lesion, the
comedone.  In in f lammatory acne,
Propionibacter ium lc l tes,  a non-
infective member of the host's normal
flora activates the immune system to
mount  an in f lammatory response.
T rea tmen t  o f  i n f l ammato ry  acne  i s
the re fo re  a l so  a imed  a t  r educ ing
P.acnes. A numberofantibiotics as well
as topical agents such as benzoyl pero-
xide are active against this bacterium.
In addition to antibiotics. honnonal
agents and isotretinoin are generally
considered effective.

Potential agents must now be judged
against the criteria of efficacy, safety,
su:itabil ity and cost. The results of a
recent systelnatic review of acne trials
pub l i shed  by  t he  US Agency  fo r
Hea l thca re  Resea rch  and  Qua l i t y
h ighl ight  the d i f f icu l t ies in  f ind ing
evidence of efficacy and safety for
acne.a Only 14 of 250 trials screened
found reliable evidence of efficacy
(level A evidence as defined by this
rev iew).  Agents found to be more
effective than placebo were alurninium
chlorhydroxide/sulphur, topical clinda-
mycin, topical erythromycin, benzoyl
peroxide, topical isotretinoin, tretinoin,
ora l  te t racycl ine and norgest imate/

ethinyloestradiol. Adapalene was shown
to be as effective as tretinoin. Benzoyl
peroxide and cyproterone were also
shown to be effective. with no difference
between the strengths/doses tested in
each case.

Evidence that would allow for a clear
cho i ce  be tween  the  va r i ous  o ra l
antibiotics registered for acne is lacking.
A Cochrane review of the safety and
efficacy of minocycline was updated in
February 2000.s As with the US study
quoted above,  poor  methodological
qua l i t y .  i nc lud ing  i nadequa te  pa t i cn t
nurnbers,  and the heterogenei ty  of
outcome measures and endpoints used
precluded pooling of the results from
the 27 randornised controlled trials
rev iewed.  No conclus ions could be
drawn regarding the safety and efficacy
of this drug related to other therapies.
There is also a lack of consensus among
experts regarding the most efficacious
agent. In his review, Webster writes that
he uses doxycycline or rninocycline
first-line because he finds tetracycline
insufficient'. He has been crit icized by
Garner et al, who point out that no
evidence from randomized-controlled
t r i a l s  suppo r t s  t he  use  o f  second -
generat ion tet racycl ines over  tet ra-
cycline for acne"

Second generat ion tet racycl ines,
such as doxycycline and minocycline,
have been promoted as being more
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convenient to patients as they are well
absorbed even when taken with food
and need only be taken once or twice a
day.7 However, Meyer presents data
showing that while the newer tetra-
cyclines are less affected, absorption is
decreased in all ofthe tetracyclines and
that the interindividual variability ofthe
resul t ing drug levels is  large.8 He
therefore recommehds taking each of
the tetracyclines with water about one
hour before a meal .  Cunl i f fe  re-
commends twice dai ly  doses for
erythromycin and daily doses for the
second-generation tetracyclines, giving
the second-generation tetracyclines the
advantage of requiring less frequent
dosing.3 Safety is also of some concerar
wi th minocycl ine.  There are more
reports of serious adverse events from
rninocycline use than from the use of
other tetracyclines. Rare serious adverse
events seen in patients treated with
minocycline long-terrn, and not seen
with the other tetracyclines, include
drug-induced lupus erythematosus.
Common side effects are similar for the
tet racycl ine groups and inc lude
epigastric burns, photosensitivity and
vag ina l  cand id ias i s .  Ves t i bu la r
dysfunct ion and local ized p igment
disturbances are common side effects
that  appear to be noted only wi th
minocycline use.e

However. perhaps the most pressing
problem for the treatment of inflam-
matory acne with antibiotics is the
emergence in the last 25 years of drug-
resistant P.acnes. Resistant strains of
bacteria have been associated with
t reatment  fa i lure. ro However,  the
consequences of antibiotic resistance
may be far greater. The danger ofspread
ofantibiotic resistance to other bacterial
species such as Staphylococci is a
community safety concem.lr The overall
inc idence of  P.  acnes ant ib iot ic
resistance increased from20%o in 1978
to 620/o in 1996.12 Resistance to all
commonly used antibiotics, including
minocycline, has been reported, with
erythromycin the most affected. The
long treatment courses that are used in
acne t reatment  exer t  considerable
selective pressure for the development
of  res is tance.r3 Guidel ines a imed at
m in im iz ing  the  deve lopmen t  o f
resistance have been developed for the
appropriate use of antibiotics in acne,
which a lso emphasise the need for
careful consideration of the choice

between oral and topical treatment.r3,rars

In sumrnary,  i t  is  suggested that
resistance may be rninimized by:
. not using oral antibiotics if a non-

antibiotic topical preparation wil l
suffice (e.g. in mild acne);

. continuing oral antibiotic treatment
for no longer than is necessary (at
least 6 months if there is a treatment
effect, but stopping the treatment as
soon as the doctor and patient agree
that there is no further irnprove-
ment):

. re-using the same drug wherever
possib le i f  fur ther  t reatment  is
required;

. using short intervening courses of
topical treatment with an antibacte-
rial agent to eliminate any resistant
bac te r i a  se lec ted  (e .g .  3 -5  day
washouts with benzoyl peroxide,
although it is important to note that
the nares are an important site of
resistant P.acnes and that benzoyl
peroxide cannot be used to eliminate
this source);

. avoiding the use oforal and topical
treatment with different antibiotics
to decrease the risk of resistance
developing in both;

. using altematives to antibiotics for
maintenance therapy.

If minomycin is eliminated on safety
grounds,  and erythromycin on the
prevalence of resistance, the choice
between doxycycline and oxytetracy-
cline can be based largely on suitability
and cost. Doxycycline can be given once
daily, and the presence of I 2 cornpetitor
products on the market means lower
acquisition costs (the lowest being R77
for 30xl00mg capsules). Oxytetracy-
cline has to be given twice a day, and
the lowest cost generic is about R98 for
a month's supply (at 500mg twice a
dav).

Evidence is  a lso lack ing for  the
second  g roup  o f  o ra l  agen ts ,  t he
hormonal agents. The Cochrane review
of the safety and efficacy ofminocycline
reports the results of one trial comparing
minocycline and cyproterone/ethinyl-
oestradiol. No overall difference was
found between the treatments. However,
the oestrogen concentrat ion of  the
hormonal  preparat ion was 0.05mg,
higher than in the currently available
product  in  South Afr ica,  Diane'o.5
Hormonal agents were evaluated in the
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US AHRQ systematic review.a All the
hormonal agents tested demonstrated
stat is t ica l ly  s igni f icanl  improvement  in
acne severity from baseline, which
suggests that these agents have a role in
the treatment of acne in women. How-
ever methodological flaws precluded
the  use  o f  da ta  poo l i ng  and  no
conclusions were reached regarding the
comparative efficacy or safety of the
hormonal agents or their efficacy and
safety relative to other oral altematives
such as the antibiotics. Expert reviews
appear to be equivocal, with recom-
mendations ranging from the use only
in women who have acne that is resistant
to treatment (especially in women with
irregular menses). to use in any woman
requ i r i ng  con t racep t i on  o r  cyc le
control.: '3

A four-fold greater risk of venous
thromboembolism has been shown in
users of Diane- compared to levon-
orgestre l . '6  This has prompted the
updating of product information in the
UK to reflect new guidelines. These
include reminders that cyproterone-
containing products are not indicated for
use solely as an oral contraceptive, that
th is  agent  should be reserved for
treatment of women with severe acne
that  has not  responded to ora l
antibiotics, and that the drug should be
withdrawn 3-4 cycles after the treated
condition has cornpletely resolved.r7
Suitability is clearly an issue because
hormonal agents are only available to
women, whi le  the burden of  acne
disease is  greater  in  men.  Cost  is
considerable, at about R19l per month
for Dianen'.

lsotretinoin is the agent ofchoice for
pa t i en t s  p resen t i ng  w i th  seve re
nodulocystic acne. Side effects are
common, with patients complaining of
dry skin, lips and eyes. Atopic dermatitis
and epistaxis, raised triglyceride levels,
thinning of the hair and myalgias have
also been reported and depression has
also been reported as a rare adverse
effect. There may be a flare of acne
symptoms on initiation of isotretinoin
treatment, requiring the use of other
agents at the same time, but not the
tetracyclines (as this is associated with
increased risk of intracranial hyper-
tension).r The most important problem
associated with isotretinoin therapy is
teratogenicity. These safety concerns
have prompted the development of
st r ingent  laboratory moni tor ing
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guidel ines,  inc luding pre- t reatment
pregnancy tests, weekly or biweekly
lipid levels during the first month of use,

and both pre-treatment and weekly/

biweekly liver function tests in the early

stages of treatment. The safety concems,

need for monitoring and cost of this

agent  make i t  one that  should be

reserved for severe recalcitrant cases

and exper ienced prescr ibers or

specialists.
I t  would therefore aPPear that ,

although a range of oral treatments for

modera te  acne  i s  ava i l ab le ,  each
presents problems, either of unproven
ef f icacy,  known safety concerns,

suitability or of cost. The mainstay for

the treatment of comedonal acne and

mi ld  papu lopus tu la r  acne ,  and  i n

combination with oral therapy as initial

treatment in scaning or nodular acne,

remains the topical products. They are

also indicated after successful treatment
wi th combinat ion therapy.  as main-

tenance therapy.  A range of  such
products is available in South Africa,

some of which are also very expensive.

These include the anticomedonal agents

adaptalene (R210 per 30g), tretinoin
(Rl11 and R2l7 for the two strengths,
in 20g tubes), azelaic acid (RI72 for

30g), and isotretinoin (R92 for 30g).

Adaptalene also has anti-infl ammatory

actions, as have the topical antibiotic

lotions, such as clindamycin (Rl43 for

30m1) and erythromycin (Rl91 for

50ml). However, given the view that

different antibiotics should not be used

topically and orally (and the leaning

towards the tetracycline group), the

topical of choice would seem to be the

faithful benzoyl peroxide, available as

a lotion (R76 for 30ml) and gel (R67

for 40g). Not only is it effective, but it

might also reduce the development of

drug resistance - a win all round.D

Please refer to CPD Questionnaire
on page 56.
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Gla.xoSmitliKline celebrates its centenzuy by sendirlfl 100 children to the STAIl's Seaside Canrp

Whatdoesamultinationalcompanydotomarkits l00years l ifetime. I cannot think of any more fitt ing way to

of operation in South Africa? Hold a huge party for all its commemorate our centenary."

staff? Give the staff a special gift? Send a letter out to its GlaxoSmithKline is no stranger to community involve-

customers? That,s what most companies would do, but not ment and support. Its corporate social investment budget is

pharmaceutical giant GlaxoSmithKlinel When faced with primarily aimed at helping South Africans to improve their

ihe task of deciding how to commemorate the company's quality of life with a focus on improved health for all. The

centenary in a memorable way, the GlaxoSmithKline company's philosophy is to achieve this by partnering with

management team, after considering many options, decided communities.

to senl 100 underprivileged kids to camp! GlaxoSmithKline, which was formed two years ago by

The 100 lucky children, ages l0 to l2 years, come from the merger of the former Glaxo Wellcome and SmithKline

Alexandra and thanks to GlaxoSmithKline, spent ten fun- Beecham, is the fifth largest pharmaceutical company in

filled days at the STAR Seaside Camp in Durban from 12 to South Africa and is well known for the many HIV/AIDS

21 February. For most, it was their frrst sighting of the sea community initiatives it supports.

and possibiy their first time away from home on a holiday. One of the world's leading research-based pharmaceutical

Seeing the children off were members of the and healthcare companies, GlaxoSmithKline is committed

GlaxoSmithKline management team - Michael Spector, to improving the quality of human life by enabling people

General Manager: Pharmaceuticals; Vicki Ehrich, Director to do more, feel better and live longer.

of Corporate Affairs; and Loma Skhosana, Communications lssued on behalf of GlaxoSmithKline, PO Box 3388,

Manager. Says Spector: "We were delighted to provide Halfway House 1685. For further information, please

these with what I am sure was the thrill of a contact: Mcky Elrich at Tel (011) 313-6563,082 453 4367
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