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EDITORIAL

N 2004, a maor con-
ference on Improving
the Use of Medicines
was held in Chiang
Mai, Thailand. Several arti-
cles and an interview arising
from the conference appear in
this Essential DrugsMonitor.
Theseinclude adescription of
how a rating system for the g i
selection of essential medi-

Thailand, areport of research
on adherence to AIDS medi-
cines from Botswana, and an
article highlighting the diffi-
culties in making choices
about AIDS treatments in
Uganda. This issue also fea
tures a very popular poster
competition promoting rational use messages in Indonesia,
experience with insurance coverage in the Philippinesand a
review of interventions to tackle the long-standing problem
of excessive use of injections. The interview with Batool
Jaffer Suleiman highlights the innovative approach taken by
Oman to promoting rational use in the small Gulf country,
and provides many useful insights from which others
can benefit. We report some of the findings and the overall
recommendations made at the very successful Chiang
Mai conference, part of the global effort to improve the
use of medicines, and attended by almost 500 leading
policy-makers and researchers.

Two articles about supply are featured. One highlights
the efforts of the pharmaceutical company, Lilly, to share
the technology for producing two medicines for treating
multiple drug-resistant tuberculosis and the other is about a
buyers club for ARVsin Thailand. Also related to ARVsis
an article on South Africa, wherein November 2004, acourse
on Promoting Rational Drug Usein the Community washeld.
One of the course outputs was an encouraging report, based
on participants’ field visits, ontheinitial roll-out of ARVsin
pilot sites in the Pretoria area. Also from South Africa, we
feature an article about producing anational formulary based
onthe WHO Model Formulary. Thisexperienceled toamodi-
fication in the way WHO disseminated its 2004 edition of
the Formulary, with the majority of copies given free of
charge and with different electronic formats and different
language versions made available. WHO also developed a
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manual to adapt the Model
Formulary to develop a
national or local edition.
Pricing of medicines re-
mains a hot topic and we
include a short review of a
meeting in Africa at which
nine countries presented ini-
tial results of their pricing
surveys. In addition, Zaheer
Ud Din Baber describes the
initial stages of preparing to
do a survey in Malaysia.
Readers are encouraged
to visit the Health Action
International web site at:
http://www.haiweb.org/
medicineprices/ to read sur-
vey reports from countries
such as Chad, Kuwait,
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Malaysia and Mongolia.

Unusually, we include an article from a developed coun-
try. This describes the experience in the United Kingdom of
involving patientsin the process of devel oping standard treat-
ment guidelines. This innovative approach could easily be
duplicated in other countries or within groups developing
guidelines.

Within the area of work related to medicines at WHO in
Geneva, there has been a restructuring from one into two
departments, resulting in the wel come appointment of anew
Director, Malebona Matsoso, from South Africa. As usual,
we highlight a number of new publications from WHO and
others in our Published Lately section. We are grateful to
our guest reviewers for their comments.

With this edition of the Essential Drugs Monitor, we are
asking you, the reader, for assistance. We include a reader-
ship survey and we strongly urge you to complete the survey
and send usyour comments. The Monitor has been published
for the past 20 yearsin ageneraly similar format. Theworld
has changed with electronic distribution of information
spreading acrossthe globe. Doesthe Monitor still meet your
needs? How could it be better? Thisis your chance to pro-
vide feedback that will make a difference to how or even
whether the Monitor is produced in the future! We look
forward to your responses.

Richard Laing, Editor
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Working to improve rational use in Oman

An interview with Batool Jaffer Suleiman, Director of the Directorate of Rational
Drug Use, Sultanate of Oman

RL: Thank you for meeting me to-
day. I'm very interested in how Oman
not only hasaNational Drug Policy but
also aprogramme on rational use acti-
vities. But can we start by finding out
about your background?

BJS: | was the first female phar-
macist in Oman. | got my BSc in
Pharmaceutical Sciencein 1977 and my
Masters in Clinical Pharmacology in
Canadain 1995.

RL: When did you become a
Director?

BJS: That was in 1990 when | be-
came Director of the Drug Control
Department, and then in 2000 His Ex-
cellency the Minister of Health asked
me to help set up a new Directorate
because he was so worried about irra-
tional use of drugs. On 15 April 2000,
the Directorate of Rational Use of
Drugs was officially established. This
isone of three directoratesin the phar-
maceutical sector along with the
Directorate of Pharmaceutical Affairs
and Drug Control, and the Directorate
General of Medica Supplies.

My Directorate is mainly respon-
sible for conducting studies in all
Ministry of Health institutions to
highlight problems connected with
irrational use of medicines. We are
independent of the other two Directo-
rates and report at a high level in the
Ministry of Health

RL: What is the population of
Oman?

BJS: It's 2.3 million in total with
1.5million of these Omanisand therest
expatriates. The Ministry of Health has
encouraged the training of more phar-
macists to meet our needs and by
the end of 2005 another 105 Omani
pharmacists should join theworkforce.

RL: | know that there are doctors
from many countriesworking in Oman,
making it harder to promote rational
use, as they have trained in different
places and have different attitudes and
practices.

BJS: Yes, this was one of the
main reasons for setting up the Direc-
torate. | can give an example. In one
hospital we observed that the use of
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metronidazole was very high, so we
investigated and found that the Egyp-
tian doctors in the hospital were
prescribing it for diarrhoea. In Egypt
most cases of diarrhoea are caused
by giardiasis and the custom there is
to prescribe metronidazole. These
doctors were following the practice
even though the diarrhoea had other
causes.

We realised that we needed stand-
ard treatment guidelines and so we
developed them. We had 36 manuals
to cover common conditions at primary
health care level, and not surprisingly
we found that they were not used very
much. | decided to concentrate on a
pharmacotherapy chart, — a simplified
chart for primary health care level,
which was very well received. | even
received congratulations from the
Minister of Health himself.

RL: Have you done prescription
surveys and measured the effects of
rational use interventions?

BJS: Yeswefirst did abaseline sur-
vey using WHO indicators and at the
same time we collected and analysed
around 3,500 hospital prescriptions,
finding that some 28% could be classed
irrational. One very important princi-
ple and something that | really want to
stressisthat although we used real pre-
scriptionsin training courseswe aways
removed the prescribing doctor’sname.
We would never criticise individual
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doctors responsible for irrational
prescribing.

RL : Who financesyour department
—isit Ministry of Health funded or isit
financed by drug sales, for example?

BJS: All our money comesfromthe
Ministry of Health. There are charges
for drug registration but al the reve-
nue from that goes to the Ministry of
Finance.

RL: What is your vision for medi-
cinesusein Oman in 5-10 yearstime?

BJS: Now we have very high
standard medical stores and we have
good drug management in Oman, so
our focus is moving on to improving
patient care.

RL: Do you have Drug and
Therapeutics Committees?

BJS: Yes, in each of the 10 regional
hospitals there is what we call a Phar-
macy and Therapeutics Committee.
They may not be operating to their full
potential perhaps, but they are quietly
doing avery good job. Also, at the Cen-
tral level we have the Central Drug
Committee, chaired by His Excellency
the Under-Secretary for Health Affairs.
| am amember as are the heads of the
other two pharmaceutical sector Direc-
torates, together with senior hospital
consultants. Any drug to be approved
for use by the Ministry of Health must

*

be reviewed by the Committee, which
looks at all aspects including at which
level of the system it can be prescribed.

We have aNational Formulary pub-
lished in 2003 and all doctors, nurses
and medical students receive a copy.
We also have a primary health care
Essential Drugs List, containing 170
medicines and there is another list for
emergency items.

RL: What about staff development
in terms of advanced therapeutics,
such asrenal dialysis and cancer care?
Are these difficult areas in a small
country?

BJS: At thetertiary care hospital we
have pharmacists who specialise in
such areas. | must say that one of the
delights of working in Oman is that
although we provide training, phar-
macists also show a huge interest in
self-education.

RL: Is Oman now a country where
otherscometo learn from your success?
You were the first of the Gulf Coop-
eration Council (GCC) countriesto go
beyond efficient procurement to look
at efficient drug use.

BJS: Yes, we've had doctors from
other GCC countries on our training
courses, which isagreat pleasure.

| haveto say that my job isso inter-
esting, highlighting issues related to
irrational use of drugs—sometimesthey
are quite minor things and we can
react quickly to improve them. For ex-
ample, | found out that ahospital patient
had received three bottles of eye drops
at once, and soon after at a conference
of eye specialists | was able to discuss
this case of over prescribing.

RL: We've taken enough of your
time, it's been fascinating, thank you.

BJS: It has been a pleasure, but
please let me stress two critical points.
You must have good relations with
health personnel — don't criticise, just
encourage to improve. Inthisway you
will achieve more. Secondly | can’'t
stress enough the importance of poli-
tical commitment, the support of
the Minister of Health has been so
important. [

Interview by Richard Laing
EE N
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Interview with Zafar Mirza

Patient advocate is new EMRO Regional Adviser

“The challenge we face now is how
to make essential health services work
in places where people are struggling
not only with poverty but where they
must overcome crisis — such as in Af-
ghanistan, Djibouti and Yemen. The
Eastern Mediterranean Region is very
diverse. Itincludes someof Asia spoor-
est countries and some of its richest
countries. So its health problems are
wide ranging. But it's obvious to me
that our priority must still be the poor
popu-lations of the poorest countries.
Where poverty isrampant, illiteracy is
widespread, and with that comes the
issue of access to medicines. We must
ensure that people have access to safe
and affordable essential medicines,”
said Dr Zafar Mirza.

After 13 years as founder and ex-
ecutive director of Pakistan's leading
consumer watchdog organization, Dr
Mirza has joined WHO asits regional
adviser for essential medicines for the
Eastern Mediterranean. The Network
for Consumer Protection is now a na-
tional institution in Pakistan, fighting
for therights of consumersinthefields
of pharmaceuticals and accessto clean
water, and also on tobacco-related
issues. Dr Mirza — then a practicing
psychiatrist —wasinspired to establish

a voice for consumers following a
national drug injury tragedy.

“1 never had a second thought about
it. There was virtually no concern for
access and safety issues in Pakistan
at that time. Today, membership is
country-wide and its leadership deve-
lopment has been such that | knew it
was the right time to hand over”, he
continues.

Now based in Cairo, Dr Mirzais
forthright about the challenges for
his region. He pays tribute to WHO's
achievements in essential medicines.
But a strong NGO and advocacy back-
ground mean that he is not afraid to
describe its shortfalls. People are his
highest priority.

“ | think that there is an area of ac-
cess that has been ignored for too long
by WHO —financial access. WHO has
not fully confronted the role of private
heath care providers, who are the pre-
dominant health-care providersin some
Asian countries. Poor people are some-
times obliged to spend 70-80% of their
precious income on medicines. We
must ensure that they get value for
money. Of course we must enhance fi-
nancing of public heath care and easy
access to safe, high quality essential
medicines — but we should not ignore

the private sector. National
policies mean dealing effec-
tively with both the private
and public sectors.”

Dr Mirza is also con-
cerned about corruption
and unethical practices by
doctors. Thesepractices are
now recognized as one of the

major determinants of irra-  z4far Mirza

tional drug use. It is a
controversial issue but one that WHO
should confront. “It is scandalous and
it is a problem that is becoming more
and more widespread. Some drug com-
panies use highly unethical practicesto
promotetheir product to doctors. They
offer themfinancial incentivesanditis
poor people who ultimately pay for
corruption with higher prices. Studies
have shown that doctors are aware of
this irrational medicine use, but there
is a gap between what they know and
what they do. What isneeded isacom-
prehensive national medicines policy
framework that prevents the pharma-
ceutical industry from exploiting this
area. It'sabig challengebut logical and
efficient advocacy and capacity build-
ing will eventually achieve this,” he
continued.

Zafar Mirza feels strongly that

WHO’'smedicinesroleinthe
regions can never be simply
about medicines. It is also
about strengthening human
resources for dealing with
medicinesissuesin low- and
middle-income countries.
“The problems are of both
guality and quantity. There
aretoo few heath profession-
alsand they are not properly
trained. Wemust build that capacity and
put a good structure in place. It is our
responsibility to help governments to
develop hedlth strategies and systems
based on the tenet that access to medi-
cines is a basic human right. In my
opinion not enough importanceisgiven
to citizens' rights. It is every citizen's
right to have access to safe, effective
medicines and every state's responsi-
bility to ensure this. It is a paradigm
that WHO should harness.”

Dr Mirza, whoismarried with three
children, qualified in Pakistan as a
medical doctor in 1988. He then
studied public health in developing
countries at the London School for
Hygiene & Tropical Medicine. He has
worked in psychiatry and in rural heath
services. [

E-mail: mirzaz@emro.who.int

Interview with Jorge Bermudez

Addressing the unfinished agenda

“We have low-cost drugs but they
are not necessarily accessible. We have
the meansto eradicate certain diseases,
such as leprosy, and yet we haven't
done so. Thisis an unfinished agenda.
We must address it by protecting our
achievements and finding sustainable
solutionsto remaining problems,” said
Dr Jorge Bermudez, who takes over
as regional adviser for the WHO Re-
gional Office for the Americas, in
Essential Medicines, Vaccines and
Heath Technologies.

A Brazilian who speaks Portuguese,
English and Spanish, the 57-year old
public health expert is frank about the
challenges ahead. His background
gives him abroad basis for these opin-
ions. Before becoming Director of the
National School of Public Health in
Brazil, Dr Bermudez was a medical
doctor specializing in tropical medicine
(infectious and parasitic diseases).

Issue No. 34, 2005

“TheAmericasisavery interesting
region, with very different countries.
It's important to work with each of
them, but of course we have chosen
priority countries, based on socia and
economicindicators. TheseareBolivia,
Haiti and Guyana, Honduras and Nica-
ragua. In other words, we're focusing
on Central America, the Caribbean and
South America,” he continued. “| think
my key strength liesis my knowledge
of how ministries of health and
governments work.”

Dr Bermudez hasrecently relocated
to AMRO headquarters which are situ-
ated in Washington, USA. He is the
author of several key texts on interna-
tional pharmaceutical policy, and has
an extensive background in academia
and public health.

“New diseases and new issues are
coming up all thetimeandit'svital that
wereact to theserapidly and effectively.

Anthrax and SARS are just
two examples. We must also
address the constraints im-
posed by free trade
agreements. We have to put
access to medicines at the
top of the agenda for coun-
tries, and ask how global and
bilateral trade agreements

areinfluencing or restricting  jorge Bermudez

access. For example,
we are seeing a very negative impact
for Central America. Where trade
agreements are restrictive in terms of
intellectual property and patents, the
cost of medicines remains high. For
example, the new HIV/AIDS treat-
ment K20, which is included as part
of public health care in Brazil, is very
expensive in other Central American
countries.”

Dr Bermudez views the large
Pan-America region as an opportunity

*

to exchange knowledge and
know-how — and for coun-
tries to work together. “We
have to achieve the balance
between new medicines and
affordability. In a world of
fewer frontiers we must
adopt a more communal ap-
proach to heath. At the
moment we see medicines
tourism — where people go
to another country to seek treatment —
but thisis not areal solution.”

“Another great challengeisto learn
from other regions. Thereisareal op-
portunity to dothis. All theregionshave
different experiences, and sometimes
different expertise, but ultimately we
have acommon goal.” [J

E-mail: bermudej@paho.org
Interviews by June White
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proceedings.asp).

Evidence presented madeit clear that
misuse of medicines continues to be
widespread and has serious health and
economic implications, especially in re-
source-poor settings. However, effective
solutions for some serious medicines
problems already exist. Participants
called upon governments to imple-
ment policies and programmes in the
priority areaslisted below. (Detailed rec-
ommendations are available at http://
mednet3.who.int/icium/icium2004/
recommendations.asp).

The conference highlighted the need
to move from small scale research
projectsto implementing large scale pro-
grammes that achieve public health
impacts. Many promising and success-
ful interventions were presented at
ICIUM, yet global progress is confined
primarily to demonstration projects.
Therearefew reports of effective national
efforts to improve the use of medicines
onalargescale and in asustainable man-
ner. Thus a major research gap is to
answer the question “How do we achieve
large scale and sustained improvements
within health systems?’

s part of a global effort to improve the use of medicines, 472 leading
policy-makers, researchers, and other stakeholders representing
70 countries gathered in Chiang Mai, Thailand, in April 2004 for the
Second International Conference on Improving Use of Medicines (ICIUM
2004). The conference considered experiences in theme areas of Access,
Adult Health, Antimicrobial Resistance, Child Health, Malaria, HIV and Tuber-
culosis. (Presentations available at: http://mednet3.who.int/icium/icium2004/

dispensing policies can dramatically
decrease the cost of medicinesto con-
sumersand health programmes. They
must be accompanied by programmes
to assure medicines quality.

[J Although challenging, policies to

separate prescribing and dispensing
are feasible to implement and can
result inlower coststo consumersand
programmes and improved use of
medicines.

In settingswhere patients sharein the
cost of care, policies can be structured
to promote more appropriate use.
Charging fees per full course of medi-
cines results in higher quality than
charging per unit or per visit.

Prices are amajor determinant of ac-
cessto medicines. A new standardised
methodology allows countries to
measure prices and affordability of
essential medicines. All countries
should measure essential medicines
prices, rationalise policiesthat deter-
mine price, and monitor comparative
price information over time.

Successful interventions should

be scaled up to national level in

The International Conference on
Improving Use of Medicines 2004

Attentive ICIUM participants

sector providers. | nterventions should
be based on detailed analyses of ex-
isting problems and must take into
account financial incentives. Evi-
dencefrom Sweden demonstratesthat
a nationwide, multifaceted interven-
tion can improve antibiotic use and
contain antimicrobial resistance.
Intervention strategies should be
tailored to local needs and may in-
clude media campaigns, treatment
guidelines, and individual and group
feedback on practice.

Misuse of medicines in hospitals re-
mains problematic. However, data
from Indonesia, Cambodia, and Lao

to the emergence and rapid spread of
resistance. Resi stance to conventional
drugs has been observed in patients
with respiratory infections, malaria,
diarrhoeal diseases, tuberculosis,
sexually transmitted infections, and
HIV/AIDS. As globa programmes
expand access to therapies for HIV,
malaria, and tuberculosis, countries
must implement systems to ensure
adherence as an integral part of treat-
ment programmes and monitor the
emergence of resistanceto treatments.
Another exciting finding at ICIUM
2004 was that children can be effec-
tive change agents to improve

Photo: WHO

Countries should implement

a sustainable way PDR show that a structured quality

national medicines programmes
to improve medicines use

[1 Datafrom Lao People’'s Democratic
Republic, Kyrgyzstan, and the Sultan-
ate of Oman show that systematic
implementation of a comprehensive
national medicines policy improves
medicines use. Implementation
should be based on loca evidence;
should cover both the private and
public sector; should include inter-
ventions on multiple levels of the
health care system; and should be
long-term since implementation takes
time, continued stakehol der

[1 One exciting finding presented at

ICIUM 2004 is the efficacy of 3-day
antibiotic therapy for childhood pneu-
monia, the major killer of childrenin
developing countries. Short-course
antibiotic therapy is effective for
non-severe pneumonia, costsless, in-
creases adherence, causes fewer side
effects, and decreases the emergence
of resistant bacteria.

Multifaceted coordinated interven-
tions, rather than singleinterventions,
are more effective in changing pre-
scribing by both public and private

improvement processimproves use of
medicines in hospitals and can be
transferred across countries.
Countries should monitor impacts
when scaling up interventions to im-
prove use of medicines. In particular,
they should use valid indicators to
monitor the long-term impacts on
equity of access to medicines, qual-
ity of care, affordability, and cost.
Thiswill alow countries to evaluate
programme success and refine
approaches based on evidence.

community medicines use. Countries
should consider school-based educa-
tion programmesthat involve children
as a way for key messages to reach
parents.

Pharmaceutical promotion has ne-
gative effects on prescribing and
consumer choice. Voluntary methods
to regulate promotion have been
shown to be ineffective. Countries
should regul ate and monitor the qual-
ity of drug advertising and of industry
promotional practices, and enforce
sanctions for violations.
Complementary and alternative medi-

cines (CAM) often play a significant
roleinmeeting individuals' needsfor
affordabl e essential medicines. How-

Interventions should address
medicines use in the community

[J In many countries, most medicines

commitment, and adequate
human resources.
[ Broad-based insurance sys-

—— Photo: Hardcopy photo provided to scan

[1 Generic prescribing and

tems covering essential
medicines for the poor can
bedevelopedinlow income
settings. Countries should
strengthen efforts to de-
velop and extend insurance
systems, and they can use
these insurance systems to
leverage better prescrib-
ing, more cost-effective use
by consumers, and lower

e —

prices from industry.

Unpacking the Monitor at ICIUM - cheerful Thai
pharmacy students

*

Photo: WHO

are purchased in pharmaciesand other
retail drug shops, often without input
from atrained medical provider. Sev-
eral interventionsinvolving outreach,
peer process, regulatory enforcement,
and incentives have shown short-term
success in improving practice in this
setting. Working with professional
and trade associations, countries
should develop sustainable pro-
grammes to measure and improve
quality of retail pharmacy practice.

[ Poor adherenceto therapy contributes

ever, countries should review al of
their policies concerning the quality,
safety, and efficacy of CAM.
Evidence is still lacking about how
to improve use of medicines for
chronic conditions, including mental
health problems, in resource-poor set-
tings. Given increasing prevalence
worldwide, there isan urgent need to
evaluate how medicinesare currently
used to treat chronic conditions and
how to promote more cost-effective
long-term use. O

Issue No. 34, 2005




ESSENTIAL DRUGS MONITOR

RATIONAL USE

Indonesia: poster competition
spreads the rational use message

0 HusniaH R. THAMRIN-AKIB

NDONESIA haslong acknowledged
the importance of promoting
the rational use of medicines
and the need to find innovative
ways to engage the public in this issue.
One of its most recent initiatives — a
poster competition has proved extremely
successful.

In February 2002, Indonesia inaugu-
rated its Directorate for Rational Drug
Use (RDU) to develop specific norms,
standards, procedures, guidelines, tech-
nical assistance and advocacy to improve
the way medicines are used. However,
for morethan 30 yearsdifferent interven-
tions have been tried in the country both
through regul ation and education but not
alwayswith encouraging results. Itiswell
known that rational drug use depends not
only on prescribers and dispensers, but
also on patients — the ultimate decision-
makers. Patients needs objective, under-
standable information to make their
decisions rationaly, but they rarely re-
ceive it. Information to patients and
communities can be given on an indi-
vidual basis in a clinical setting, or
through a mass communication cam-
paign in a public setting.
Providing information to
the community asawhole
is not a big problem, but
to ensure that people
absorb that information,
follow though the ideas
transmitted and act upon
them is another matter.
The easiest way to reach
large numbersof peopleis
through printed materials,
but experience has shown
that much of the printed
material sent to the public
ended up unopened in
wastebaskets.

Actively engaging
the public

Indonesiadecided to experiment with
a poster competition to increase aware-
ness and to help people understand the
main issues relating to RDU. This ini-
tiative was chosen because so many
Indonesians enjoy art and painting, to
such an extent that in some provinces
painting isadaily activity. As part of the
competition written information about
RDU was handed out and people were
instructed to make a poster based on the
messages in that information. The idea
was that people had to understand the
written messages to be able to transform
them into a poster and al so that the com-
petition would actively engage peoplein
an RDU programme.
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The messages were developed after
assessments in five province showed
widespread misunderstanding of drug use
— such as antibiotics being appropriate
for every disease, antibiotics increasing
resistanceto illnesses and the misconcep-
tion that generic drugs are lower quality,
less powerful drugs. Generic drugs were

100

also perceived by
some as cheap drugs
for poor people that
cannot cure diseases
aseffectively asbrand
name drugs. After
the provincial assess-
ments, a group of
experts created a set
of short, simple and
easily understood messages.

The poster competition began as a
pilot study involving a pre- and post-
intervention trial with high school
children and women as the target popu-
lation. These groups were selected
because children have the potential to
make change in the future and women
because they are the carersin the family

who take decisions on health issues.
Tenwomen'sassociationsand 10 high
schools were selected, and five study
groupsand five control groupswere cho-
sen at each. A set of questionnaires to
ascertain level of knowledge of rational

use of antibiotics was handed to appro-
ximately 30 people from each of the
groups, (both the study and control
groups). Soon after, a set of five differ-
ent messages on rational use of anti-
biotics was handed to the study groups,
and information about generic medicines
was handed to control groups. Contest-
ants could choose which of the five

*
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messages they wanted to convey in
their a poster, or they could choose a
combination of the messages. When
the posters were collected, the same
guestionnaires about rational use of an-
tibiotic were again given to the study and
control groups. Prizes were offered for
the three main winners and to 30 other
entrants in order to attract more parti-
cipants. The District Health Officer was
the coordinator of this WHO-sponsored
competition.

Effective and pleasurable

Posters were analysed for artistic and
aesthetic value, their effectiveness in
communicating and the extent to which
the content remained faithful to the ra-
tional use message. The judges were
experts on rational use from the Faculty
of Medicine at the University of Indone-
sia, ajourndlist, an expert fromthe Centre
for Health Promotion in the Ministry of
Health, and an artist from
the Institute of Art in Jakarta.
To analyse the effective-
ness of the intervention,
baseline scores on know-
ledge of rational use of medi-
cines were compared to
post-intervention scores.

The pilot project resulted
in a total of 86 posters from
high school children and 48
from women'’s associations.
In the women’s group there
was 100% correlation between the
posters' content and the rational use
message they were intended to con-
vey, while in the high school group
the percentage was 98% (84 of 86
posters). Mean scores of knowledge
on the rational use of antibiotics in
the women’s study group pre- and
post-intervention were 5.8 and 8.6
respectively, while in the control
group these were 5.9 and 8.4. In the
high school study group scores before
and after intervention were 6.7 and 8.0,
while in the control group they were 6.2
and 6.9 respectively.

The competition was an effective
method of bringing the rational use mes-
sage to the community, and there were
spin-off effects, including an exhibition
of the posters and further distribution of
some of the poster images in the form of
T shirtsand mugs. O

Husniah R.Thamrin-Akib is Director of
Rational Use of Medicine, Ministry of Health
of the Republic of Indonesia.

E-mail: husniahz@yahoo.com
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Recent progress towards the safe and

Y. Hutin

appropriate use of injections worldwide

O YvaN HuTiN

REPORT FROM THE SECOND
INTERNATIONAL CONFERENCE ON
ImproviNG Use oF MEDICINES

In developing and transitional coun-
tries, 16 thousand million injections are
administered each year — aratio of 3.4
injections per person per year. These in-
dicators suggest a gross overuse of
injections.® In addition, approximately
one third of all injections are adminis-
tered with injection equipment reused in
the absence of sterilization.* In 2000, the
combination of injection overuse and
unsaf e practices may have accounted for
one-third of new Hepatitis B infections,
40% of new Hepatitis C infections and
5% of new HIV infections.? To prevent
injection-associated infections, injection
use needsto decrease and injection safety
must be achieved.

Poor injection practices are an illus-
tration of inappropriate and unsafe use
of medicines. The ICIUM Conference
provided an opportunity to review the
impact of various interventions con-
ducted worldwide to decrease injection
overuse or to achieve safer practices.
This reports summarises the results of
these interventions and suggest next
steps in operational research and policy
changes.

RECENT DATA ON INJECTION
PRACTICES AND EFFECTIVE
INTERVENTIONS

Studies presented at ICIUM that re-
ported data regarding injection practices
included:

[J areview of surveys describing the
use of essential drugs — including
injections —in health care facilities,

[ a rapid assessment of injection
practicesin Mongolia;

Box 1

Intevactional gvo

intervention.

discusstons: an
intervention to reduce ugectww overuse

Most prescribers attribute the overuse of injections in health care settings to a
widespread preference for injections among patients. However, qualitative and
quantitative studies indicate that in contrast to common perceptions, most patients
do not prefer injections to administer medications. In fact, patients are open to
alternatives fo injectable treatments and they trust their doctors for the choice of the
best type of treatment. In the 1990s, researchers in Indonesia conducted a
randomized control trial to determine whether prescribers’ practices could be
modified through an intervention that would allow them to understand that most
patients do not prefer injections. This intervention — interactional group discussion —
consists in a moderated discussion between prescribers and patients. Such a setting
allows confronting prescribers with the absence of preference for injections among
most patients, including mothers of small children. Following the discussion,
prescribers give fewer injections, and the effect is particularly sustained over time.
Until recently, interventions based upon interactional group discussion had not been
conducted outside Indonesia. However, ICIUM 2004 provided an opportunity to
compare the experience of three teams in three different regions with this type of

[ anintervention to improve the safety
of injections in Burkina Faso;

[J amanagerial intervention to decrease
the use of injectable diclofenac in the
Islamic Republic of Iran;

[] interactional group discussions (see
Box 1) to reduce injection overusein
three countries (Cambodia, Pakistan
and the United Republic of Tanzania).

AN ASSESSMENT OF INJECTION
PRACTICES IN MoncoLia, 2001

Anecdotal reports suggested that in-
jections were overused to administer
medications in Mongolia. In 2001, an
assessment of injection practices used
standard WHO tools® to collect infor-
mation on injection practices, their
determinants and their consequences.
The survey used standardised interviews
and observations of asmall convenience
sample of 21 prescribers, 28 injection
providers and 65 members of the
public.* The latter reported receiving
an average of 13 injections per year.
Prescribers reported a total of 1905
prescriptions per week on average, 265
(14%) of which would include at least
one injection. Among the members of
the public, 18 (28%) reported that they
would prefer an injection for the treat-
ment of sickness with fever. Observed
injection providers consistently used
freshly opened, new single-use syringes
and needles for all injections. However,
there were breaks in infection control
practices while administering injections
and eight of the 28 providers (28%) re-
ported occasional reuse of disposable
syringes with new needles for antibiotic
administration to the same patient in hos-
pital. Injection providers reported 2.6
needle-stick injuries per year. While in-
jection practices improved in Mongolia
in recent years, additional efforts are
needed to reducethe use of injectionsand

to address persisting breaks in infection
control practices.

SAFER INJECTIONS FOLLOWING A
CHANGE IN THE ESSENTIAL DRUGS
poLicy, Burkina Faso,
1995-2000

In 1995, the Ministry of Health of
Burkina Faso reformed the national es-
sential medicines policy to improve
access to medicines and basic supplies,
including single-use injection devices.
While two studies indicated that injec-
tion safety improved dramatically
between 1995 and 2000, the impact on
the use of injectable medicines was un-
known. Pharmaciens Sans Frontiéres
conducted a retrospective study in 2001
to determineto what extent theimprove-
ment in injection safety observed
between 1995 and 2000 was related to
an increased access to injection devices,
and to determine whether the increased
access to injection devices and essential
drugs could have led to irrational use of
injections. A total of 52 public primary
health carefacilitiesand 50 adjacent pub-
lic pharmaceutical depots were visited.
Of the 52 facilities visited, the number
of them equipped with a pharmaceutical
depot selling injection devicesrosefrom
13 (26%) to 50 (96%) between 1995
and 2000. Of 50 depots, 96% had dis-
posable 5ml syringes available in 2001.
At al facilities, patients were buying in-
jection devices at the depot for their
injections. While injection devices were
available in more facilities, the propor-
tion of prescriptionsincluding at least one
injection remained stable at 26% to 24%
between 1995 and 2000. Overall, thedata
suggest that establishing pharmaceutical
depots next to health care facilities in-
creased access to single-use injection
devices and led to safer injection prac-
tices. No increase in the prescription of
injectables was observed as a conse-
quence of the improved availability of
these devices.

REDUCING THE USE OF
INJECTABLE DicLoFENAC IN IRAN

A high prescription rate of injectable
medicines is the most pronounced indi-
cation of irrational drug useinthelslamic
Republic of Iran. The Iranian Adverse
Drug Reaction Monitoring Centre re-
ceived six reports of sciatic nerve damage
following intramuscular injection of
diclofenac sodium in June 1998. All six
occurred in children under 10 years old.
Shortly after these events, the Centre
issued an “alert letter” to health pro-
fessionals to remind them of the
contraindication of the product in chil-
dren under 15. However, by the end of
1998, the number of reports increased to
reach more than 100. Since this adverse
event had been recently identified, the

*

intervention of the Iranian Pharmaco-
vigilance Centre was necessary to
prevent a further increase in incidence.®
This intervention included (1) commu-
nicating with health professionals,
(2) changing drug use protocol and
(3) implementing restrictions on local
production and on availability. Follow-
ing the intervention, the total quantity of
diclofenac sodium used in the country
decreased from 85 million to 60 million
ampoules per year. The number of ad-
verse drug reaction reports received
followed the trend of product use and
showed a reduction following the inter-
vention. A multifactorial intervention was
necessary to reduce use of diclofenac in-
jection and enforce a more rational use
of drugsin the country.

INTERACTIONAL GROUP DISCUSSION
TO REDUCE INJECTION OVERUSE IN
Cameobia

In 2002, rapid assessment data indi-
cated that injections were overused to
admini ster medi cationsin Cambodia, and
the Cambodian Ministry of Health con-
ducted a randomized controlled trial
aimed at (1) reducing overuse of injec-
tions in public health sectors through
interactive group discussions, (2) deter-
mining whether interactional group
discussions were effective in Cambodia
and (3) addressing optionsto scaleup this
intervention.” Two stratawere examined:
Kompong Cham and Phnom Penh. The
baseline data from the pre-intervention
survey indicated that the proportion of
encounters leading to the prescription of
injections ranged from 77% to 97%. Six
interactional group discussionswere con-
ducted among the intervention groupsin
Kompong Cham and in Phnom Penh.
These discussions provided an opportu-
nity for prescribersto be confronted with
the actual absence of apreferencefor in-
jectionsin the public, aswas reported in
Indonesia. A facilitator clarified misun-
derstandings regarding injection use. To
evaluate the impact of the interactional
group discussions, an assessment of the
frequency of injection prescription was
conducted three months after the inter-
vention. Preliminary results of this
evaluation (made avail able by the authors
after the |ICIUM Conference) suggest that
the intervention was effective in reduc-
ing injection overuse. A collaboration has
now been initiated between the United
StatesAgency for International Develop-
ment (USAID) and WHO to scale up the
intervention in Cambodia.

INTERACTIONAL GROUP DISCUSSION
TO REDUCE INJECTION OVERUSE IN
TANZANIA

Irrational prescribing is commonly

reported in various health care facilities
in the United Republic of Tanzania. A
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study conducted in 1999 and 2001 in
public and church-owned primary health
care facilities identified common forms
of irrational use of drugs, including poly-
pharmacy, overuse of antibiotics and
overuseof injections. It was observed that
more than 70% of patients received at
least one injection. To assess the impact
of an interactive group discussion, a
randomized controlled trial was con-
ducted in 10 public and 10 private dis-
pensaries in peri-urban Dar es Salaam,
using 30 patient records (prescriptions)
from each facility, randomly selected
from June to August 2003.8 The baseline
study carried out from September to No-
vember 2003 revealed that injections
accounted for 29% of prescribed medi-
cines at public facilities and 37% at
private facilities. The baseline study in-
dicated an overuse of injections in both
public and private primary health care
facilities. Interactional group discussions
to reduceinjectionswere ongoing in 2004
and the post intervention survey will
require 6-12 months to complete.

INTERACTIONAL GROUP DISCUSSION
TO IMPROVE INJECTION PRACTICES
IN THE INFORMAL PRIVATE SECTOR
of Karachi, Pakistan

Health care providers in Pakistan
practicing as general practitioners com-
monly over prescribeinjectionsand reuse
syringes. A pilot intervention was con-
ducted among general practitionersinthe
informal private sector in adensely popu-
lated part of Karachi with the objective
of reducing injection overuse and im-
proving injection practices.® For this 12-
month intervention, 20 general practi-
tioners were assigned to an intervention
and 20 others were used as a control
group. The intervention consisted of
(1) interactional group discussions be-
tween patients and prescribers on the
topic of the use of injections to treat
common ailments and (2) health educa-
tion, using pamphlets and posters. Exit
interviews monitored injection use
and injection safety before and after
the intervention in both groups. Pre-
intervention information indicated that
the proportion of visits followed by an
injection was 88.3% among patients in
the control group and 84.4% among pa-
tients in the intervention group.
Following intervention, this proportion
remained stable (87.3%) in the control
group but decreased to 51% in the inter-
vention group (p<.05). At baseline,
91.9% patients in the intervention
and 85% in the control group were given
an injection using a new single use
syringe. Following the intervention, a
newly packed syringe was used for
64.7% patients in the control group as
opposed to 92% in the intervention
group. Nearly 89% patients in the inter-
vention group mentioned that the packed
syringe was opened in front of them as
compared to 55.6% in the control group
(p<.05).

Discussion

Evidence from the studies presented
at ICIUM (Table 1) suggests that better
communication between patients and
providers™® and manageria approaches
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Table 1

Summary of the studies examining the effectiveness of interventions to improve injection practices

Country Burkina Faso

Pakistan

Tanzania

Cambodia

Islamic Republic of Iran

Intervention Ensuring injection
device security

through the national

Interactional group
discussions to
reduce injection

Interactional group
discussions to
reduce injection

Interactional group
discussions to
reduce injection

Managerial
intervention to
decrease the use

essential medicines  use and improve use use of injected diclofenac
policy injection safety
Strength Sustainable change  Addressed Focused and Empowered Policy
in the national injection safety and  public and patients to intervention
drug policy injection overuse private sector encourage them conducted at the
to demand oral national level
medications
Potential Country-wide Yes Potentially: Potentially: Country-wide

for scale up intervention

Evaluation pending

Evaluation pending

intervention

(i.e., restricting access to selected
unnecessary and dangerous injectable
drugs)®'® can reduce injection overuse.
In addition, improved accessto singleuse
injection devices improved injection
practiceswithout leading to an increased
irrational use of injectable medications
in Burkina Faso. While injection prac-
ticesare still problematic in a number of
countries including Mongolia,* there
seemsto beageneral trend for adecrease
ininjection usein developing and transi-
tional countries worldwide.®* However,
thisglobal tendency cannot be attributed
to the effect of a specific intervention or
initiative.

The effectiveness of interactional
group discussions between patients and
prescribers to decrease the use of unnec-
essary injections (Box 1) has been
reported in the 1990s.*> However, since
the original publication, this type of in-
tervention had not been tested outside of
Indonesiawhere the original studies had
been conducted. Today, experience from
Tanzania,® Pakistan® and Cambodia’ sug-
gests that the hypothesis behind the
concept of interactional group discussion
is valid in other countries. In the three
countries where this intervention was
conducted, it has been possible to con-
firm that prescribers overestimate
patients' preference for injections and
that when confronted with the actual
statements of clients, they understand that
they could prescribe fewer injections. In
Cambodiaand Tanzaniatheresults of the
post-intervention prescription surveys
were not available at the time of the
ICIUM Conference to evaluate the im-
pact of interactional group discussions
on injection use. In Pakistan, the post-
intervention evaluation indicated that
the interactional group discussions were
in effective in reducing injection over-
use. Furthermore, in Pakistan, the
information, education and communica
tion that were included as part of the
intervention were also effective at im-
proving injection safety.

The intervention conducted in
Burkina Faso® differed from the others
presented at ICIUM asit mainly focused
on improving injection safety. Since
1995, the national drug policy aimed at
opening public sector community phar-
maciesthat were located next to primary
health care facilities. These primary
health care facilities offered essential
medicines and single-use injection de-
vices at low cost on the basis of a cost
recovery scheme. This increased the

geographical access to injection devices
addressed the problem of chronic short-
agesof single-useinjection devices® and
led to an improvement of the safety of
injections in the country between 1995
and 2000.

On the basis of the data presented at
thel CIUM Conference, three recommen-
dations can be proposed for immediate
implementation. First, the effectiveness
of interventions of adifferent nature sug-
gests that various methods could be
combined toimproveimpact oninjection
frequency and safety. Second, the use of
standardised indicators of injection use
(the proportion of patients who were
prescribed an injection) allowed compari-
sons across these studies, illustrating the
importance of using such indicators.
Third, further work is needed to test the
interactional group discussion approach
in various other settings (e.g., Iran) and
to scale it up in countries where it has
been demonstrated to be effective. In
addition, three recommendations can be
proposed for long-term implementation.
First, injection device security (i.e., avail-
ability of sufficient quantities of single
use injection devicesin each health care
facility) should be ensured in each health
care facility to eliminate the reuse of in-
jection devices.** Second, all methods
using interactive communication tech-
niques (e.g., monitoring, training and
planning — MTP) should be explored to
reduce injection overuse. Third, bottom-
up (communication) and top to bottom
(managerial) approaches should be com-
bined to improve injection practices.
Further operational research should
(2) explore the mechanismsthat could be
used to addressthe financial incentiveto
prescribing injections, (2) attempt to
understand “positive deviants’ among
health care providers who prescribe
fewer injections and (3) determineif the
reduction of injection use in the formal,
public sector would drive patientsto use
the informal, private sector. [

* Yvan Hutin is WHO Resident Adviser, In-
dia Field Epidemiology Training Programme,
Chennai, India. E-mail: hutiny@searo.
who.int
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Adaptation of WHO Model

Formulary for use at primary
health care level in South Africa

[0 MoNIKA ZWEYGARTH, ROBERT S. SUMMERS*

N October 2002, WHO released its Model Formulary' in both print and
electronic formats. The Model Formulary contains information on all
325 medicines contained in the WHO Model List of Essential Medicines
and is intended to serve as a basis for medicines formularies produced

by countries or organizations. One example is provided by the faith-based
NGO “Mercy Ships”, which has adapted the WHO Model Formulary to pro-
duce its own drug information resource for use on its hospital ships that serve
developing nations. lts formulary emphasises dosages and indications, and is
available free of charge on the Internet as an MS Word document? (for further
information see page 20). In our case we have used the WHO Model Formu-
lary as a basis to compile a formulary for primary health care in South Africa.

Background

South Africa has had public sector
Standard Treatment Guidelines (STGS)
for Primary Health Care since 1996.3
In 1998, these guidelineswererevised,
guidelinesfor hospital level (adult and
paediatric) were added,*>® and Essen-
tial Drugs Lists (EDLs) were derived
from them.” The guidelines are now
widely available and used in facilities
throughout the country. The public sec-
tor STG and EDL approach can only
reach its full potential if adegquate in-
formation is made available about the
medicines themselves. Providing this
information has never been the purpose
of the guidelines; they need to be
supported by a medicines formulary.

The medicinesformulary used most
frequently in South Africaisthe South
African Medicines Formulary.® This
well-known and comprehensive refer-
ence is currently in its 6" edition.
However, asit containsinformation on
medicines used in both the public and
private sectors as well as at all levels
of care, there hasbeen aneed for amore
limited reference applicableto primary
health care, particularly in the public
sector. The Primary Health Care For-
mulary® was intended for this purpose.
Itsthird edition was published in 1996,
and it continues to be in demand.

In June 2003, the South African Na-
tional Department of Health posted
draft revised Standard Treatment
Guidelines for Primary Health Care
on the Internet for comment.’® At the
same time, new legidlation related to
medicines control came into force.

In the light of these developments,
we decided to adapt the WHO Model
Formulary to produce an up-to-date
Formulary for Primary Health Care,
which provides information on the
medi cines on the Government’srevised
Essential DrugsList for Primary Health
Care. The process of compiling the

formulary started in October 2003, and
the printed book was availablein Janu-
ary 2004. This article describes the
approach followed in producing the
formulary.

Compiling the
Sovuth African formulary

Four main steps were involved: ex-
tracting relevant information from the
WHO Model Formulary, editing thein-
formation, indexing and formatting,
and review.

Extracting information

For the 1998 edition, the National
Department of Health had made use of
adatabaseto derive essential drugslists
from its Standard Treatment Guide-
lines.” For the revised draft guidelines
posted on the I nternet, this step had not
been taken. We therefore started by list-
ing the 172 medicines mentioned in the
revised draft.

We then used the CD version of the
2002 WHO Model Formulary and navi-
gated to each of its 27 sections using
the tree structure provided. From the
sections, we copied the monographs
for the 172 medicines on the South
African provisional list, and for all
antiretroviralsand antimalarials. At the
same time, we extracted any relevant
clinical information. Wetransferred the
text of the relevant monographs and
clinical sections into an MS Word
document using the Copy and Paste
commands.

The WHO Model Formulary con-
tains monographs for most medicines
on the draft South African list. It does
not cover some simple remedies, such
as aqueous cream or sulphur ointment.
Moreover, it generally contains a sin-
glegeneric exampleof adrug class, (for
example glibenclamide, but not glicla-
zide). In one case, the generic example

was not thelocally recommended medi-
cine; enalapril is used in South Africa
rather than captopril because of its
longer-acting properties.

Adaptation of medicine
monographs

The monographs taken from the
WHO Model Formulary were adapted
in the following ways.

We removed information not appli-
cable to primary health care, such as
references to certain dosage forms
(e.g. salbutamol tablets and injection),
secondary-level indications (e.g.
amoxicillin for surgical prophylaxis),
and indications not corresponding to
local morbidity patterns (e.g. Lyme
Disease).

South African brand names and
scheduling statusin accordancewith re-
cently revised legislation were added
for each medicine.

From the WHO Model Formulary's
annexes on the use of medicines in
pregnancy, breast-feeding, and renal
and liver impairments, weincorporated
information relevant to each medicine
directly in each monograph. From the
annex on drug interactions, weincluded
those interactions marked as “poten-
tially hazardous’. In a next step, we
combined similar entries for interac-
tions with several medicines of one
class (for example, carbamazepine,
ethosuximide, phenobarbital, pheny-
toin, valproic acid) under one generic
heading (antiepileptics), and listed the
drug names in brackets. Interactions
with medicines unlikely to be used
by primary care patients (such as
anaesthetics) were left out. However,
interactionswith other secondary level
medicines, such as warfarin, were
included, as they are applicable to
patients down-referred from a higher
level of care.

Monographs for medicines not
found in the WHO Model Formulary
were written up from locally available
information (e.g. loperamide, for the
relief of diarrhoea in HIV/AIDS pa-
tients). References used to adapt and
supplement the information included
Martindale® (33 edition), the South
African Medicines Formulary,® the
South African formulary Daily Drug
Use, which emphasises information
on drug interactions and their clinical
significance, the South African edition
of MIMS and MIMS Desk Reference
2003.

*

R.S. Summers

M. Zweygarth

Adaptation of clinical and
prescribing information

Information on clinical manage-
ment, existing treatment options and
characteristics of various drug classes
was included at the beginning of each
section. The clinical sections taken
from the WHO Model Formulary
were shortened considerably and partly
re-written to reflect South African
guidelines.

Emergency treatment protocols in-
cluded in the WHO Model Formulary
were adapted in a similar way, and a
number of emergency protocols were
added (e.g. management of seizures).

Other additional information added
to the body of theformulary included a
section on cold chain management, a
tabulated overview of optionsfor fam-
ily planning, instructions on the correct
use of condoms, the South African EPI
vaccination schedule, national guide-
lines for the treatment of tuberculosis,
and information on poison information
centres in South Africa. Additional
sources of this information were our
own training manuals as well as
national manuals and guidelines.

Introductory section

The introductory section of the
WHO Model Formulary itself and its
annexes on drug interactions, preg-
nancy, breast-feeding, and renal and
liver impairment were included in vir-
tually unchanged form. We adapted the
cytochrome P450 drug interaction ta-
ble by including antiretrovirals. To this
general section, we added information
on medicines schedules, generic pre-
scribing and adverse drug reaction
reporting in South Africa (including a
report form); examples of how to cal-
culate doses prescribed per kg or nv
bodyweight and drip flow rates; and a
body surface nomogram.

Format and presentation

The information was rearranged to
match the ATC classification, whichis
used in the current South African EDL
aswell asother local medicinesformu-
laries. We emphasised the different
sections with headers and with black
marker tabs on the right edge of all
right-hand pages. On thefront cover of
the formulary, these tabs are repeated
down theright-hand edge, mapping out
the sections.

We included instructions on “How
to use this book” in the inside front
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Figure 1

A sample view of the South African Formulary for Primary Health

Care
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cover, and a list of abbreviations and
emergency protocolsin theinside back
cover. In the body of the book, the
emergency protocol swere emphasised
by putting them into boxes. We added
a table of contents, a foreword and a
disclaimer.

Throughout the book, generic
names of medicinesfor which amono-
graph was included are set in bold
characters.

An important aspect of any refer-
ence book is its index. It may be the
most frequently used section of the
book. Weindexed generic names, brand
names, clinical entities and other
relevant keywords. Theresulting eight-
page index contained approximately
1000 entries. Asin the body of thetext,
generic names of medicines included
inthe formulary were bolded in the in-
dex. Where applicable, we included
aternative drug namesor abbreviations
(e.g. EFZ — see efavirenz) and second-
ary entries (for example atropine:
eye drops, 174; in organophosphate
poisoning, 181).

Likewise, we provided extensive
cross-references in the text to point to
clinical information and to minimise
duplication of information for medi-
cines which appear in more than
one section (e.g. doxycycline as an
antibacterial and an antimalarial).

A sample view of the formulary is
shown in Figure 1.

Internal review

While the compiling of the formu-
lary to produce an initial draft took
about three weeks, thereview stagewas
more time-consuming and took about
two months.

Thetask of reviewing sectionsof the
draft formulary was divided between
12 staff members of the MEDUNSA
School of Pharmacy. The sectionswere
allocated according to reviewers' indi-
vidual expertise. Commentswereinvited
on the correctness and completeness
of the information, not on redesign-
ing the book. The reviewers pointed
out further local recommendations
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(for example, for emergency contra-
ception) and identified some gaps and
inconsistencies.

After correction of the reviewed
copy, the editors once again read the
entire formulary to check the overall
scope and coherence.

At a very late stage in the process
of compiling the formulary, one week
before going to print, the National De-
partment of Health circulated its draft
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revised Standard Treatment Guidelines.
Ingenera, theformulary corresponded
very well to thisdraft. Some minor ad-
justments were made (e.g. inclusion of
spironolactone). The final formulary
contains monographs on 185 medi-
cines. At the time of writing, the South
African Department of Health has
made available the revised EDL for
primary health care. All 173 essential
medicineson thelist are covered in the
formulary.

Printing
The final A4 MS Word document

(approximately 1.6 MB) was supplied
electronically to the printer. From this

file, transparencies reduced to A5 for-
mat were produced directly for use in
the printing process. The book, which
contains just over 200 pages, was
printed on 80 g/sgm white bond paper
and bound with afull-colour laminated
card cover.

Conclusion

The WHO Model Formulary was a
very useful starting point for the pro-
duction of alocal formulary for primary
health care. It provided information on
most of the medicines on the South
African National Essential Drugs List
for Primary Health Care, as well as
valuable evidence-based clinical infor-
mation. Theelectronic format in which
the WHO Model Formulary is made
availablewasvery useful infinding and
selecting relevant information, and
avoided much retyping, which mini-
mised the possibility of mistakes. The
sections of text copied were readily
useable in a styles-based MS Word
document layour.

New legislation in South Africa
requires that from May 2004 non-
pharmacists who dispense medicines
need a dispensing licence. The for-
mulary is used as a resource for the
approved dispensing course, which is
one of the requirements for the issue
of such alicence. It is also on sale to
anyone interested.

Information on the MS Word and
MS Excel functionality used to com-
piletheformulary isavailablefrom the
authors on request. [

Monika Zweygarth is Technical Writer and
Professor Rob Summers is Head of School
of Pharmacy, Medical University of South-
ern Africa (MEDUNSA), P.O. Box 218.
MEDUNSA 0204, Republic of South Africa.

E-mail: monikaz@medunsa.ac.za

formulary.

e-mail: modelformulary@who.int

2004 editiomof WHO Model Fomudar)/

Since its publication in 2002, the WHO Model Formulary has become an impor-
tant source of independent information on essential medicines for pharmaceutical
policy-makers and prescribers worldwide. For each medicine on the WHO Model
List of Essential Medicines, the new edition of the Model Formulary provides details
of use, dosage, adverse effects, contraindications and warnings, supplemented by
guidance on selecting the right medicine for a range of conditions.

New manual facilitates Formulary adaptation

A CD-ROM of the new edition of the WHQO's formulary is available and is intended
as a starting point for developing local or national formularies. National or institu-
tional committees can use the text of the WHO Model Formulary for their own
needs by adapting it, and adding or deleting entries to align the formulary to their
own list of essential medicines. To facilitate this task English, Russian and Spanish
language versions of the formulary have been included on the CD-Rom.

A new manual is included on the CD-ROM, How to Develop a National Formulary
Using the WHO Model Formulary, which explains how best to use or adapt
WHQO's electronic files of WHO's formulary to prepare a local or national

For more information contact: World Health Organization, Department of
Medicines Policy and Standards, 1211 Geneva, Switzerland.
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Experience of a community-

based antiretroviral

Buyers” Club in Thailand

[0 NipraPA KREUDHUTHAY, BORIPAT DONMON*,
KamoN UpakaEw® , PauL CAWTHORNE* *,
ONnANONG Buniumnong* *, Davib WiLson**, NATHAN ForD* *

T

HE XV World AIDS Conference was held in Thailand in July 2004, under
the slogan ‘Access for all’, at a time when the Thai Public Health
Ministry was rolling out access to antiretroviral (ARV) treatment across
the country. By October 2005 the goal of universal coverage had al-

most been achieved, with over 63,000 people were receiving treatment.

Thisisavery different situation from
afew years ago, when most people with
HIV/AIDS in need of treatment were
unableto accessthe necessary drugs: tri-
pletherapy began to becomeavailablein
large urban centres from the beginning
of 2000, but was often absent from com-
munity hospitals, being viewed as too
expensive for the health system as a
whole. Poor availability led to poor un-
derstanding: doctors lacked knowledge
and willingnessto prescribe, whilethose
affected by the virus had little idea of
what medicines they needed, and those
who did know could rarely afford them.

People with HIV/AIDS (PHA) re-
sponded by establishing aBuyers’ Club,
in May 2000, as a collaboration between

Discussion between MSF medical staff, hospital staff
and patient group’s representatives: one step in
establishing a Buyers’ Club branch

patients and health care staff, with PHA
taking aleading roleto ensure that medi-
cines were given appropriately. By
centralising purchases and managing
drug supply, PHA ensured that affordable
medicines reached patients. At the same
time, by establishing a role for PHA as
co-providers of care, the Buyers Club
demonstrated that ARV treatment could
be provided through the public system.
Over the last four years a Buyers
Club network has helped over athousand
people gain access to correct ARV
therapy. At its peak, there were 21
branches across the country supporting
atotal of 1081 PHA. Without the Buy-
ers’ Club, most of these beneficiaries
would have gone without treatment and
many would have died. This article
describes how the Buyers' Club was
established and how it evolved.

Access to ARVs
in Thailand

Thailand is a lower-middle-income
country with a population of 63.5 mil-
lion, of whom 670,000 have HIV/AIDS
(adult prevalence 1.8%). The Thai Pub-
lic Health Ministry began providing ARV
monotherapy in 1992 and dual therapy
in 1995. This programme was wound
down after expertsfrom the World Bank,
World Health Organization and Thai
Public Health Ministry concluded that
continuation would be costly with mini-
mal effectiveness.! (The possibility of
lower drug prices through generic
production was not considered). The
approach shifted to clinical trials, mostly
of dual therapy, as a way to provide
treatment.?

The Public Health Ministry
began to promote triple therapy
as the norm in 2000 with the
launch of an ‘Access to Care
programme, using mostly brand
name drugs, for 1,600 adultsin
109 hospitals.® But for the ma-
jority, accessing ARV treatment
was impossible. The cost was
prohibitive for most, and often
much higher in the provinces
thanin the capital. Correct infor-
mation about ARV therapy
among providers and patients
was generally lacking; hospital
personnel often had little ex-
perience of prescribing and
monitoring ARV's and because of the
high degree of stigma attached to AIDS,
patients were afraid to go to hospital and
reveal their status.

The result was a vicious circle, with
ARVs regarded by hospital pharmacies
as “high-cost low-demand drugs’, and
not stocked. Families got into debt from
private purchase of expensive but sub-
optimal (and hence ineffective) ARV
regimens, the high price of thedrugslead-
ing to incomplete or inconsistent
prescribing. Treatment was often discon-
tinued after only a few months through
lack of funds.

Evolution of the
Thai Buyers’ Club

The Buyers' Club concept first
evolved in Rayong Province, in the east

N. Kreudhutha

O. Bunjumnong

of the country, in May 2000. At that time,
Rayong Province ranked third in the
country intermsof HIV prevalence.* The
cost of treatment in Rayong was similar
to other places in Thailand at that time:
local hospitals stocked few ARV drugs
and these were unaffordable by most,
costing more than US$500 per month —
over four times the average wage of an
office worker.

An MSF nurse working in Rayong
found that a number of PHA were buy-
ing brand name ARV sat high prices, and
often only being able to afford dual or
monotherapy. The lack of affordable
treatment was discussed with senior staff
in the Provincial Hospital. The director
did not want ARV s stocked in the hospi-
tal pharmacy because they could then be
prescribed to any patient registered with
the hospital’s health insurance scheme,
while the pharmacist questioned the le-
gality of holding ‘non-hospital’ stock in
the hospital pharmacy. However, both
director and pharmacist saw the impor-
tance of increasing access to ARVs and
the hospital’s PHA group was designated
responsibility for storing ARV's and for
treatment counselling. The hospital made
two rooms available to the PHA group
for these purposes, with the pharmacist
ensuring that one of the rooms was suit-
able for drug storage. MSF initially
agreed to supply ARV drugs that would
be prescribed by hospital doctorsto five
patients. Numbers quickly increased to
10 people per month in the first few
months.

It became clear that increasing de-
mands could only be properly met by a
system dedicated to managing drug sup-
ply and assisting with patient follow up,
and that activities should not be limited
to one province. Under the umbrella of

Box 1

Empowerment of clients

[I Providing unbiased information

all profits into the organization

Transparency and accountability

publicly
[l Having a representative board

B. Donmon

Principles oftfw Buyers’ Club

[0 Helping them make informed treatment decisions based on their own needs

[ Encouraging them to seek qualified medical supervision and advice

Provision of quality services at lowest possible cost
[J Being committed to the principles of a not-for-profit organization and reinvesting

[J Ensuring no individual benefits unreasonably
[ Maintaining operating costs at the lowest possible level
[ Involvement of trained PHA peer group counsellors

[0 Making complete information regarding revenues and expenses available

[J Public disclosure of the decision-making process

D. Wilson

the Thai Network for People Living with
HIV/AIDS (TNP+), the Buyers Club
was established on 13 October 2000, as
a partnership between TNP+, AIDS Ac-
cess Foundation, the Camillian Social
Centre (alocal NGO) and M SF (see Box
1). TNP+ would coordinate activities
acrossthe country and be responsiblefor
overall management of the Buyers' Club.
Medicines would be prescribed by hos-
pital doctors and supplied, together with
peer support, via local hospital-based
PHA groups (these have been established
in Thailand sincethe early 1990sand are
mostly funded by the Ministry of Public
Health). MSF and AIDS Access Foun-
dation trained the PHA peer group
counsellorson ARV treatment and adher-
ence counselling. Social support to the
PHA groups would be given by AIDS
Access Foundation, while M SF provided
ongoing technical support.

How the Buyers’
Club works

The Buyers' Club aims to increase
accessto alimited range of essential HIV/
AIDS medicines. Generic drugs are
purchased directly from the Thai Gov-
ernment Pharmaceutical Organization
(GPO), which has also given advice on
drug storage. It has also successfully ne-
gotiated apreferential pricefor Efavirenz
from Merck, Sharp & Dohme by request-
ing access to the same preferential price
as the company offered to sub-Saharan
African countries in March 2001.° In
more than five years, the Buyers' Club
has not experienced asingle drug supply
problem.

Medicines are made available within
a supportive environment. Doctors give
a prescription to patients, who then take

*
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Box 2

a prescription.

pay for the medicine.

Bangkok by fax or registered post.

post.

Howthe Buyers’ Club works

1. A person who is interested in taking ARVs goes to their local hospital and
discusses this with the doctor who gives medical advice and, if appropriate,

2. The person takes the prescription to the PHA group who gives the patient
information and counselling about ARVs, explains how the Buyers’ Club works
and fells them how much their prescription will cost each month. The need for
long-term commitment is explained and patients are asked how long they can

3. If the person can make a long-ferm commitment and still wishes to start ARV
therapy they register as a member of the club and pay for their prescription
4. The PHA group sends the prescription to the TNP+ Buyers’ Club office in

5. The Buyers’ Club dispenses prescription, with clear instructions, by registered

6. The PHA group gives drugs to the patient. Adherence counselling, other
necessary support and follow-up is provided.

7. A surcharge of 5% is added to the cost of the medicines to contribute to the
running costs of the Buyers’ Club. Some of this money was also loaned to
patients with financial problems who could not afford their treatment.

The entire process should take a maximum of five days.

this to the PHA group, which dispenses
the medicines together with appropriate
treatment information, including the
importance of good adherence, coping
with possible side-effects, assistance in
planning dosage schedules and other
counselling. Follow-up support is pro-
vided, including active follow up of
people who missaprescription. Referral
to other support agencies is also given
where needed (see Box 2).

Initially, prescribing doctors often
asked for advice on monitoring of treat-
ment. MSF helped those doctors with
little experience of ARV's to become fa-
miliar with drug prescription and disease
management.

Acceptance by the
health care system

The Buyers' Club works to improve
the health of individuals, but also to
improve the health care system by mak-
ing medical treatment for PHA more
widely available within the public
hospital system. It has encouraged
improvements in drug supply and

prescribing practices within the system,
better treatment literacy and peer support
for PHA.

Most doctors who encountered the
Buyers' Club had previously been frus-
trated by the lack of availability of
affordable medicines and were therefore
very supportive. Some were uncomfort-
able with the idea of patients taking
charge of their own treatment (some till
are). The most frequent concerns rel ated
to the complexities of treating AIDS and
the risks of developing drug resistance.
But the association between patient
groups, MSF medical staff and NGOs
hel ped gain acceptance, and doctorswere
encouraged by the level of information
and support that patients were receiving
(see Box 1).

From the outset the Buyers' Club’s
activities were undertaken in total trans-
parency and accountability. Theinitiative
was presented at public meetings® and
given public support by leading HIV phy-
sicians. The fact that medicines are
purchased directly from the Government,
through the GPO also provides evidence
of tacit endorsement.

Future of the Buyers’ Club

The Buyers' Club in Thailand is an
organized effort by PHA to ensure that
appropriate, effective and affordable
treatment gets to a modest number of
people. It helped to disseminate treatment
together with correct information, im-
proving prescribing practices and
offering a peer support system.

Today, the Buyers' Club is winding
down as Government services scale up
and ARV drugs become more widely
available. Accessto ARV sthrough Min-
istry of Public Health treatment pro-
grammes has expanded 35-fold in the
past five years and six Buyers Clubs
branches have closed in the last two
years. PHA group members continue to
offer treatment counselling within the
hospitals, playing akey role in the Min-
istry of Public Health’s national ARV
programme.” They also continue to ad-
vocate for increased accessto affordable
medicines.®

Currently, 360 people continueto buy
their medicinesthrough the Buyers' Club.
The majority of former members now
receive their medicines directly from
their hospital pharmacy: 568 former
members through the MOPH pro-
gramme, and 62 through a social
insurance scheme.

TheBuyers Club concept has spread
to PHA and doctorsin other countriesin
theregion. In Japan, aBuyers' Club with
four Thai members was established in
January 2002 for unregistered migrant
workers. The club has been ableto close
as these are now enrolled in the Thai
Ministry of Public Health’snational pro-
gramme and receive treatment through
the Thai Embassy in Tokyo. Clubs have
been established in the Islamic Repub-
lic of Iran, Malaysia and the People's
Republic of China

Internationa effortssuch astheWHO
3 by 5 initiative are currently focusing
attention on high burden countries. More
flexible, smaller scale, community-based
action might be more appropriate for
lower burden countriesand will certainly
be necessary if unregistered populations
areto access treatment. While the global
response to AIDS is increasing, every

indication suggests that people in other
countries will continue to be excluded
from accessing treatment, and similar
efforts will be needed for some time to
come. [

Corresponding author: Paul Cawthorne,
who can provide advice on setting up
Buyers’ Clubs in other countries. E-mail:
msfb-bangkok@brussels.msf.org

*Thai Network for People with HIV/AIDS,
494 Nakhorn Thai 11, Ladphrao 101,
Wangtonglang, Bangkok 10240, Thailand.

**Médecins Sans Frontiéres, 522 Nakhorn
Thai 14, Ladphrao Soi 101/1, Bangkapi,
Bangkok 10240, Thailand.
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Uruguay’s first Information and
Evaluation Centre for Medicines

HE Information and Evaluation
Centre for Medicines (CIEM) is
part of a project promoting
rational use of medicines. Itisan
initiative of the Pharmacology and Thera-
peutics Department of the Faculty of
Medicine and the Pharmacy Department
of the Hospital Centre Pereera Rossell
(CHPR) in Montevideo. The Centre came
into being when specialists in a number
of disciplines became increasingly con-
cerned about problems of medicines use
that they were discovering in the course
of their work. They carried out the first
studies on the therapeutic and economic
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impacts of antibiotic use, subsequently
developing and disseminating therapeu-
tic guidelines and planning educational
interventions to improve practices. It
became clear that there was a need for
a unit to provide independent informa-
tion on medicines and to evaluate
their use.

Createdin 2001, CIEM isbasedinthe
Pharmacology Department of CHPR, a
tertiary level teaching hospital and the
national maternity and gynaecology
referral centre. Run by clinical phar-
macologists and pharmacists, CIEM
promotes rational use of medicines by

studying those who consume, prescribe,
dispense and administer them. Among its
tasks are providing appropriate infor-
mation to health staff and patients,
contributing to the development of for-
mularies and pharmacotherapeutic
guides, undertaking medicines use stud-
iesand carrying out evaluationsto ensure
improvements in practices. The Centre
aso develops professional training, in-
cluding continuing education courses
and advises the therapeutics and hos-
pital infection committees, as well as
acting as an “outpost” of the National
Pharmacovigilance Centre.

*

All the members of the CIEM: Gustavo
Giachetto, Luciana Nanni, Hector Telechea,
Noelia Speranza, Silvia Kegel, Ismael
Olmos, Celia Hackenbruch

In 2003 CIEM successfully organized
the first Rational Use of Medicines Day
in Uruguay, and to reach the next gen-
eration is currently implementing a new
educational programme on medicines,
which is targeting school pupils. O

Photo: CIEM
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Buseline data and predictors of
adherence in patients on antiretroviral
therapy in Maun General Hospital, Botswana

[0 Jupe . NwokKIKE

V

ery high levels of adherence to antiretroviral (ARV) drugs are a pre-
requisite for a successful and durable virological and immunological
response, while low adherence increases the risk of treatment failure
and disease progression, and contributes to the development of

resistance. It is known that in antiretroviral therapy (ART), above 95% ad-
herence is required for adequate virological and immunological response.
Adherence plays a critical role in the success of HIV/AIDS treatment plans
and is the most important factor that can jeopardise expected treatment
outcome. Such ‘perfect’ adherence poses numerous treatment challenges
to the patient, including lifelong pilltaking, pill burden, frequent dosing

intervals and food restrictions.

Before the Botswana launch of ARV
treatment there were genuine concerns
about the adherence potential of Africans
and the prospects of them being able to
follow a complicated regimen like that
of Highly Active Antiretroviral Therapy,
HAART. It was realised that the kind of
adherence that we were advocating re-
quires more than the efforts we had
historically placed on other chronic dis-
eases like hypertension and diabetes. Yet
the few things that we knew about ad-
herence were learnt from those same
chronic diseases. The complex thing in
all theseisthe subjective nature of medi-
cine adherence behaviour, the ability to
measure adherence and the ability to de-
velop strategies that can improve poor
levels of adherence.

In Botswana, there is a lack of base-
line data to determine the level of
adherenceto ARV, particularly after the
introduction of free national access to
thesedrugs. Intheir BotswanaAdherence
Study, Weiser et al?identified factorsthat
promote non-adherence. However, that
study was done when patients paid for
their pills and had no formal adherence
education/counselling sessions, and it
used only self-report and provider assess-
ment adherence measurement methods.
At Maun General Hospital in Botswana
an institution-based, quantative and ret-
rospective study was undertaken to
determine baseline adherence values and
identify predictors of adherence among
treatment-experienced patients. These
patients received formal adherence
education/counselling sessions which
include Pre-Treatment Antiretroviral
DrugsAdherence Counselling (PADAC)
and ongoing “per refill visit” adherence
counselling. Using four adherence meas-
urement methods, the study set out to
answer the following questions:

[1 isthelevel of adherence optimal for
viral suppression?

[1 what are the factors that predict
adherence/non-adherence?

The study objectives were:
[] toestablish adherence monitoring and
measurement tools for patients on

antiretroviral therapy

[J toobtain baseline dataonthelevel of
adherence

[J toidentify the predictors of adherence.

Study design

The study involved 176 patients [74
men and 102 women] on treatment for
aminimum of three months. The adher-
ence monitoring and measurement tools
included:

1. PADAC, Pre/Post PADAC question-
naires and adherence monitoring
standard operating procedures.

2. Self-completed questionnaires to
establish predictors of adherence.

3. Measurement tools— pill count, 7 —
day recalls questionnaire, pills iden-
tification tests, structured interviews
and amonthly pill calendar.

PADAC: Thisis atwo-hour drug in-
formation and adherence counselling
session for patients and their adherence
partners. PADAC sessions are held
withintheweek patientsareto begin ART
and attendance at a session, held in
Setswana, ismandatory before treatment
begins.
PADAC sessions cover thefollowing:
1. How ARV medicines work
2. How resistance occurs
3. Therelationship between adherence,
resistance and treatment failure
4. How to take the medicines. dosage
reminders, use of concurrent orthodox
or traditional medicines and other
specia restrictions

5. Possible side-effects

6. What treatment hopes to achieve.

The Pre/Post PADAC questionnaire
is made up of 12 self-completed ques-
tionsthat aim to assess the understanding
of the contents of the PADAC session and
establish the usefulness of the session.
Adherence monitoring standard operat-
ing procedures come in the form of a
manual for health care providers for the
provision of adherence support for indi-
vidualson ART. It details on the need for
adherence support that is repetitive and
ongoing. The SOPis presented as away

to expedite rather than force completion
of treatment.?

Self-complete questionnaire: Wealso
designed a self-complete questionnaire
with 34 questions to determine the pre-
dictors of adherence. The questionnaire
was administered in therespondents[182
Patients] preferred language [English or
Setswana].

Measurement tools: Pill count, 7 days
recall questionnaire, pills identification
tests and monthly pill calendar

Pill count— Patients are usualy re-
quested to come to their reviews/refills
with their pill containers. Pharmacy
staff physically counted the pills and/or
estimated the volume of the liquid pre-
parations brought back. The Pharmacy
records are used to calculate adherence
after factoring-in returned quantities.
Adherence was reported in adherent
days/month percent. The pill count
method employed zero tolerance to
non-adherence — missing out 1 dose
in a 4 dose/day regimen translates to
non-adherence for that day.

7 day — recall questionnaire— This
method may over-estimate adherence.*
Structured interviews and probes were
used to validate the findings of the 7 —
day recalls.

Pillsidentification tests— Thismethod

J. Nwokike

may correlate with validated self-report
adherence measure.® Pharmacy staff
assigned value to indicate adherence
based on patients ability to identify their
own pills from other pills that aso in-
cluded look-alike pills.

Monthly pill calendar— Patients are
issued monthly pill calendarswhich they
return on their refill days. It has the ad-
vantage of establishing which specific
doses are missed (more critical informa-
tionin cal culating adherent days/month).

Study findings

From the 176 patient records re-
viewed, there was a determined average
adherence per month value of 24.5 days
[83.16%)]. Most patients [54.39%] were
on a Combivir/Efavirenz combination.
This patient group had 24.99 adherent
days/month [upper 95% confidence
interval of 25.72]. Adherence to a Com-
bivir/Nevirapine combination was
29.82 adherent days/month. Adherence
promoters were found to be: adher-
ence partners (51 patients out of 182
[28.02%]); pharmacy counselling (48 or
26.37%) and pill count at 32 [17.58%].
Non-adherence predictors included: for-
got (49 patients [26.92%)]), access (37
[20.33%]) and lack of privacy (33
[18.13%)]).

Figure 1
Adherence in different treatment regimens
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The average adherence of 83.16%
obtained is the composite adherence us-
ing the adherence measurement methods
listed. This is relatively high compared
to projections. Weiser et al? predicted
74% if cost were removed as a barrier.
Adherence varied with respect to regi-
men. Patients on CBV/NVP achieved
highest adherence [99.4%].

The mgjority of the patients [101 or
57.4%)] achieved 95% and above adher-
ence (Fig. 2). Over 95% adherence is
required for virological suppression.

Having an adherence partner was
the most critical factor that promoted
adherence.

Most of the patients[26.92%] missed
their medications because they simply
forgot to take them (Fig. 4). Problems
with access [not financial] was another
non-adherence predictor and relates to
when patientsfound themselvesfar away
from their pills.

Recent developments

Even after the study period Maun
General Hospital has made efforts to
further strengthen its adherence measure-
ment and monitoring strategies. Some of
those strategies are:

[J the production of a draft manual for
health care workers on monitoring
and measuring adherence

[J greater emphasisonwarning new pa-
tients to guard against the identified
non-adherence predictors

[J issuing two months' supply of medi-
cation as an incentive for excellent
adherence

[J graded weighting of adherence
measurement methods to improve

sensitivity of the measurement
instruments

[1 capturing adherence values in the
new Integrated Patient Management
Systems, IPMS.

Conclusions

Adherence is below optimal in Bot-
swana, thereisaneed to develop enablers
and incentives to improve adherence.

Simple and non-el ectronic adherence
measurement methods should be stand-
ardized asthey are crucial in developing
countries.

There is a need to evaluate the effi-
cacy of formal institution-based com-
prehensive adherence education and
counselling programmes.

Health care facilities should develop
adherence monitoring plans that are
ongoing and multidisciplinary.

There is a need for a modified DOT
programmefor orphansand other special
and vulnerable groups.

Access to medicines does not guar-
antee adherence, national free ARV
programmes need to develop and build
adherence measurement and monitoring
guidelines into the national treatment
protocols. O
Jude Nwokiki Management Sciences
for Health, Namibia, E-mail:
inwokiki@msh.org.na
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“Let’s talk about drugs”
The Pharmaceutical Society of

i ]

Ghana takes to the screen

[0 Frank BoaTenGg, EDWARD
AMPORFUL, BENARD APPIAH

HE Pharmaceutical Society of
Ghana (PSGH) has introduced
a television serial — a “docu-
drama” —aimed at portraying the
pharmacist as indeed “a true friend of
society” inlinewith it’s motto, “ Amicus
Humani Generis.” The aim was to re-
present the pharmacist as an important
public health practitioner; an educator, a
health promoter and a counsellor. The
serial presents the everyday issues
brought up at the pharmacy, and how they
are handled or may be handled.

The Project

A number of proposals were written
to seek donor support and sponsorship
for thisimportant public healthinitiative,
and it took us almost two years to suc-
ceed. When the funding was certain, the
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Public Health Committee of the PSGH
was quick to assemble and roll out the
plan for the project. Amongst the many
titles that came up, “Let’'s Talk About
Drugs (LTAD)” was finaly chosen. Al-
though we were mindful of the use of the
word “Drugs’ instead of “Medicines’,
thistitlewasareminder of apopular song
in the 1970s.

The Society decided to move away
from the very typical style where a phar-
macist or ahealth professional isinvited
toastudio for aquestion and answer ses-
sion, or for a presentation/lecture. Since
it is established that dramatization is
more effective in leaving a lasting im-
pression, it was agreed that we should
look at the opportunity of presenting a
drama but one interspersed with local
facts.

LTAD isshown on Sundaysat 7:30pm
on Ghana Television (GTV) and has
nationwide coverage. The first episode,

shown on 24 July 2005, highlighted pa-
tientsrights, with thetitle: “ Patients too
have Rights’. Other programmes shown
include “Misuse of Antibiotics’, “Ma-
laria in Children”, and “ Generic
Prescribing”. The programme is billed
to run for 15 weeks for the first round. It
will be resumed in January 2006, to run
for 26 weeks in a second round.

An attentive audience

As an evaluation tool, a live pro-
gramme with apanel of pharmacistswas
broadcast to respond to various questions
from the public. The response was over-
whelming, with the five phone lines
provided jammed for the 30 —minute pro-
gramme. The questions asked were
clearly indicative that viewers had been
following the series attentively.

The programme has been a real
success and an image booster for the So-
ciety. We have had several requests to

*

F. Boateng

E. Amporful B. Appiah

reproduce LTAD in the local languages,
and also arequest to adapt the programme
for radio. We think LTAD will be an
effectivetool for othersin asimilar situ-
ation to that in Ghana: very high patient/
doctor ratios, high patient/pharmacist
ratios and countries where irrational use
of medicinesisthe norm. O

Frank Boateng is managing Director of
Fabby Chemists Ltd., Community Pharmacy
Practice and President, Pharmaceutical So-
ciety of Ghana. Edward Amporful is Chief
Pharmacist, Cocoa Clinic, Ghana and
Benard Appiah is Drug Information Pharma-
cist/Publications Manager, National Drug
Information Resource Centre, Ghana.

For more information contact the Chairman
of the Public Health Committee, Edward
Amporful: e-mail: puleer@yahoo.co.uk or the
Executive Secretary, Peter Segbor: e-mail:
psegbor@yahoo.com
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Priority Medicines for

[0 RicHARD LAING,
WARREN KAPLAN

HE Priority Medicinesfor Europe
and the World Report was com-
missioned by the Government of
the Netherlands at the time of its
Presidency of the European Union. The
report identifies a priority list of medi-
cinesfor Europe and therest of theworld,
taking into account Europe’s ageing
population, theincreasing burden of non-
communicable illnesses in developing
countries and diseases which persist in
spiteof the availability of effectivetreat-
ments. The report looks at the gaps in
research and innovation for these medi-
cines and provides specific policy
recommendations on creating incentives
and closing those gaps.

At present, pharmaceutical research
and development are based on a market-
drivenincentive system relying primarily
on patents and protected pricing as a
prime financing mechanism. As aresullt,
a number of health needs are left
unaddressed.

Thereport identifies gapsfor diseases
for which treatments do not exist, arein-
adequate or are not reaching patients.
Threats to public health such as antibac-
terial resistance or pandemic influenza,
for which present treatments or preven-
tive measuresare unlikely to be effective
in the future, also require immediate
action.

In addition, the report addresses ob-
stacles where effective medicines could
be better delivered to the patient. It
emphasises fixed-dose combination
medicines (medicines which include
more than one active ingredient in one
pill) asworthy of further research and de-
velopment. Finally, it looks at particular
groups such as children, women and the

Priority Medicines
for Europe and

the World .
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elderly, who have frequently been ne-
glected in the scientific or medicine
development process.

The 17 priority conditions identified
by the report are:
Future public health threats. infections
dueto antibacterial resistance; pandemic
influenza;
Diseases for which better formulations
arerequired: cardiovascular disease (sec-
ondary prevention); diabetes; postpartum
haemorrhage, paediatric HIV/AIDS; de-
pression in the elderly and adolescents;
Diseases for which biomarkers are ab-
sent: Alzheimer disease; osteoarthritis;
Diseasesfor which basic and applied re-
search isrequired: cancer; acute stroke;
Neglected diseases or areas. tuberculo-
sis; malariaand other tropical infectious
diseases such as trypanosomiasis, leish-
maniasis and Buruli ulcer, HIV vaccine;
Diseasesfor which preventionisparticu-
larly effective: chronic obstructive

Europe and the World

pulmonary disease including smok-
ing cessation; alcohol use disorders:
alcoholic liver diseases and alcohol
dependency.

The report suggests that Europe can
and should play a global leadership role
in public health, as reflected by its his-
tory of socia services provision and
social safety nets for all citizens. In
many developing countries, the poor are
increasingly affected by the chronic
diseases that are widespread in Europe,
including cardiovascular disease, diabe-
tes, tobacco-related diseases and mental
illnesses such as depression.

Innovative solutions

The report suggests that efforts to
shorten the medicine devel opment proc-
ess without compromising patient safety
would greatly assist in promoting phar-
maceutical innovation. For instance, the
EU could create and support a broad
research agenda through which the Eu-
ropean Agency for Evaluating Medicines
(EMEA), national regulatory authorities,
scientists, industry and the public would
critically review the regulatory require-
ments within the medicine development
process for their relevance, costing, and
predictive value.

Health authorities are responsible for
medicines reimbursement decisions that
aimto ensure safe and effective treatment
for al patients, while reconciling this
with budgetary constraints. Health and
reimbursement authorities and manufac-
turers should agree on general principles
for the evaluation of future medicines.
For example, the EU Commission and
national authorities should support are-
search agendaon the various methods of
rewarding clinical performanceand link-
ing pricesto national incomelevels. The

Accessing antiretroviral drugs:
dilemmas for families and
health workers

a SusaN ReyNoLDS WHYTE,
MicHAEL A. WHYTE,
LotTe MEINERT, BETTY KYADDONDO*

HE price of antiretroviral (ARV)
medicineshasfallen dramatically
inrecent years. In Uganda, triple
combination therapy costs about

T

US$500 per month in mid-2000. By
March 2003, the same treatment, using
generic drugs cost US$28, bringing fee-
for-service treatment within reach of
more families. Free treatment is offered
to some, as more donor initiatives and
research projects provide ARVs for spe-
cific target groups. By mid-2003 the

Uganda AIDS Commission estimated
that there were about 10,000 people ac-
cessing the drugs out of about 157,000
who should be taking them.*

Therisein number of people on treat-
ment is welcome. But in this rapidly
changing situation, often characterised by
hype and promises, theway towardsfree

*

W. Kaplan

report authors believe that these meas-
ures will help encourage industry to
invest in the discovery of innovative
medicines that address priority health
care needs.

The report maintains that where the
market is strong and the problem is poor
understanding of the basic biology of the
disease, investment in basic research and
in facilitating innovation by the pharma-
ceutical industry will be needed. Where
the biology is well understood but the
market is weak, public support for
breaching the gap between basic and
clinical research — possibly through pub-
lic—private partnerships and other
not-for-profit product development ini-
tiatives — will be the preferred solution.
Wherethebiology isnot well understood
and thereisalso aweak market, then bio-
logical research can be supported while
market incentives are created for the
pharmaceutical industry, through reduc-
ing barriers to innovation and through
improving reimbursement rewards.

Thereport points out that major phar-
maceutical gaps have been closed in the
past. For example, until 1975 the main
treatment for severe peptic ulcer —acom-
mon aillment — was surgery. Following a
long period of focused research in bio-
logical mechanisms underlying ulcer
disease, effective medical treatments
were discovered. These breakthrough
discoveries, combined with the discov-
ery that most ul ceration was caused by a
bacteria treatable with antibiotics, made
surgery unnecessary. [

The report was presented at a High-Level
Meeting in the Hague on 18 November
2004.

The report, can be accessed at: http://
mednet3.who.int/prioritymeds

L. Meinert

B. Kyaddondo

and equal treatment for all is rough and
uneven. Thefall in prices creates dilem-
mas for those families, still a small
minority in apoor country, who can now
almost afford treatment. Projectsand pro-
grammes providing free treatment are
increasing awareness about antiretroviral
drugs, while still providing them only in
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certain geographical areasand to selected
people.

Inaqualitative and exploratory study
completed in mid — 2003, we asked how
arange of Ugandans perceive and man-
age the current situation of unequal
access to ARVs. We started by mapping
out the channels through which people
actually are getting the drugs in today’s
Uganda. Then we explored the dilemmas
that uneven access posesfor familiesand
health workers.2

Four channels of access
to ARV medicines

ARV medicines, whether generic or
branded, found their way to people who
needed them through four more, and less,
well demarcated channels.

1) Medicines were provided free in
structured research and treatment pro-
grammes funded by donors, but only
to those who lived in adefined catch-
ment area and met inclusion criteria.
A prime exampleisthe Prevention of
Mother-to-Child Transmission Pro-
gramme (PMTCT), available at some,
but far from all, public maternity
units.

2) Authorised treatment centres pro-
vided drugs on afee-for-servicebasis,
these urban-based ingtitutions account
for the largest number of ARVs
dispensed. They include the Joint
Clinical Research Centre as well as
clinics at some major hospitals.

3) Private practitioners, mainly basedin
Kampala, provided discrete treat-
ment for those who could afford it.
Their prescriptions could be filled at
pharmacies.

4) Finally, medicines were ‘facilitated’
along informa networks, supplying
friendsand relatives on alessregular
basis, sometimesfor free, sometimes
for cash. This included ARVs being
brought in from abroad.

While the first two channels had a
public character (signboards, documents,
clinic hours for AIDS patients), the last
two were less formal and more discrete.
By their nature they areless amenableto
professional supervision.

Inequity and support
for treatment

Since most public health facilities do
not provide free antiretroviral therapy
(ART), health workersmust refer patients
to authorised treatment centres. But tell-
ing poor peoplewherethey can go to buy
life-saving drugs they cannot afford isa
bitter task. Some health workers felt it
was kinder not to tell familieswho were
evidently destitute. The dilemma faced
by doctorswasillustrated by the head of
the medical ward at the national hospital
who explained how they used the ‘blan-
ket sign’ to decide whom to inform about
ARVs. (In-patients who brought nice
bedding and werevisited by well-dressed
family members showed signs of being
able to afford the medicine).

In 2003, the PMTCT programme pro-
vided free nevirapineto minimisetherisk
for the baby but left the HIV-positive
mother asking ‘What about me? When
mothers were told that they could pur-
chasetreatment for themsel ves, they were
terribly disappointed. As one said: ‘It is
too much...we have that hope but how
many can afford?’

For individuals and families the de-
cision to start ART involved painful
prioritising. Since family members are
usually economically dependent on one
another, supporting ART for one person
meant not being able to help someone
€else with money for school fees or some
other important life project. Rarely is
there only one person sick with AIDS
within a family. When resources are
scarce, people must decide which indi-
vidual to help. This can mean weighing
not only needs, but also abilities to stick
to treatment and become a productive
family member once again.

Unequal accessto ARV's poses ques-
tions of social justicein acountry where
most people livein rural areas and can-
not afford treatment, even at the reduced
price. It poses dilemmasfor health work-
ers and for middle class families who
haveto maketough decisions. Evenwhen
adecision is made to initiate treatment,
itisdifficult to maintain the regimen for
months and years, in the face of many
other needs. So in the end unequa ac-
cessis also aproblem for improving the
use of medicines, since the main reason
for discontinuing treatment is economic.

Uganda's new policy on ARV rec-
ognises that even though priority groups
may receive free treatment, many will
still have to meet full or subsidised costs
themselves.® In Uganda, asin most other
countries, uneven access to ART will be
the reality for some time to come. In or-
der to confront this situation, researchers
should examine the wholerange of ARV
access channels, the associated patterns
of social differentiation and exclusion,
and the dilemmas these pose for health
workers and families. O

* The authors work together on the Tororo
Community Health Project, a long-term col-
laboration supported by DANIDA, linking
the Child Health and Development Centre
at Makerere University with two Danish
universities. Susan Reynolds Whyte and
Michael A. Whyte teach at the Institute
of Anthropology, University of Copen-
hagen, Frederiksholms Kanal 4, DK-1220
Copenhagen K, Denmark, e-mail:
susan.reynolds.whyte@anthro.ku.dk. Lotte
Meinert teaches at the Department of So-
cial Anthropology, University of Arhus, and
Betty Kyaddondo is a physician at the AIDS
Information Centre in Kampala, Uganda. O
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Editor’s Comment

This short article highlights some of the non-
drug supply issues in access to ARVs. Even if
ARVs are provided “free”, patients have costs
such as transport or time. Families may have
to make difficult choices about starting treat-
ment for a family member. These choices may
impact on adherence and should be discussed
during pre-treatment counselling.

Nicaragua’s Ministry of Health promoting
rational use of medicines to health post nurses

N many Nicaraguan health
posts, especially rural ones, pa-
tient careand medicinesuseare
the responsibility of nursing
staff, probably because of the difficulty
of ensuring the availability of other
medical personnel for such units. The
Ministry of Health had developed a
range of capacity-building tools, but the
official functions of care staff in health
posts had never been defined. Inanini-
tiative aimed to changethis, on 19 June
2003, the Minister of Health, Dr José
AntonioAlvarado, presented astrategy
to improve health care and rational use
of medicines by health post staff. The
launch meeting attracted a wide range
of organizations, and was followed up
by atraining of facilitators workshop
to help ensurethat the correct messages
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were disseminated to nursing staff.
The main elements of the strategy
include defining activities related to
patient care, selecting medicines
appropriately, developing and distrib-
uting information and educational
materials, promoting continuing educa-
tion and monitoring and evaluation.
Now in its implementation phase, the
strategy isbeing promoted at local level
by supervisory staff and coordinators
from CURIM, the committee for ra-
tional use of medicines, in each muni-
cipality. In 2003, 10 of the 17 health
regions had implemented the strategy,
training 169 municipa facilitators, with
the support of various cooperation
agencies, such as the Pan American
Health Organization and the European
Union. In 2004 work was done to

complete the capacity-building stagein
another seven regions and to monitor
the development of activitiesin places
capacity had already been increased.

Self-learning module on
rational use of medicines
for health staff -
Ministry of Health,
Nicaragua, 2003

In another initiative a module con-
sisting of a workbook and a trainer’s
guide has been published by the Min-
istry of Health. The aim is to improve
the application of treatment standards
and medicines use, promote self-
learning and make optimal use of ex-
isting awareness raising/educational
materials disseminated by health units.

*

Although designed with the needs
of health centre staff in mind, the mod-
ule is a permanent education tool. It
can be used to reinforce learning on
the Ministry’s patient treatment stand-
ards for primary health care per-
sonnel, and for students and staff in
nursing and medical schools. The mod-
ule has been distributed to all nursing
personnel. [

For further information contact: Health Re-
sources Management Department, Ministry
of Health, Nicaragua. E-mail: dnim@
ibw.com.ni or AlS-Nicaragua: aisnica@
ibw.com.ni
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There’s hope — early observations of
ARV treatment roll out in South Africa

0 S.J.AsaH, E. Apbpo, PC. AbJdel, P. ArRHIN, A.A.S BarAMI,
M.A. ByarucaBa, C.S. CHiBuTA, A.K. CHOWDHURY, L. DLAMINI,
C.C. Exezig, J. EssoBE, T. GERRITS, L.N. Gitau, J.E.P. HADIYONO,
H. IrRuNDE, B. KaFoa, L. KexkaNA, J. KeaTLwaNE, G. KiBRriA, R. Kwasa,
R. LaINnG, A. Lupurpa, M.J.P. MAacHAI, H.N. Mapaki, U. MEHTA,
S. MurITHI, M.A. NAARENDORP, V. NAWADRA-TAYLOR, E. NGEMERA MWEMEZI,
J.K.N Nyvoacsg, R. Ocenyl, E. OsarFo, S. SURYAWATI, H. ZEEMAN

N September 2004, a Promoting Rational Drug Use in the Com-
munity Course involving 33 participants from 14 countries was
held in South Africa. It was organized by WHO, the University
of Amsterdam and the Medical University of South Africa,

(MEDUNSA), Pretoria. A major activity of the course was field visits to
ARV treatment sites. The report of these visits is included below. Follow-
ing the course, groups prepared proposals for follow-on activities.
Groups in Botswana, South Africa, Uganda and the United Republic of
Tanzania have undertaken studies on factors related to ARV adher-
ence. A full course report is available at: http://mednet3.who.int/
prduc/coursereport/PRDUC_Report.pdf

In 2002, the rate of HIV infection in
South Africain the 15-49 age group was
estimated at ailmost 30%.* The public
sector roll-out programmefor the preven-
tion of mother-to-child transmission with
nevirapine started at 18 pilot sites in
2002. An antiretroviral (ARV) treatment
plan was published in 2003 and roll-out
of treatment started at 32 accredited sites
in April 2004, aiming to treat al South
Africans needing therapy (an estimated
1.4 million by 2009). Although stigma,
discrimination and cultural beliefsstill af-
fect voluntary testing and recognition of
HIV and AIDS, in 2004 many more pa-
tients were initiated on ARV therapy.

Twenty ARV products are currently
available in South Africa. Current first-
linetreatment isatwice-daily triple ARV
regimenincluding two nucleosidereverse
transcriptaseinhibitorsand either nevira-
pineor efavirenz. At least 95% adherence
is required for this regimen to be fully
effective and not induce resistance.
Achieving this high level of adherence
remains a concern. At all the sites, a
multidisciplinary team does the assess-
ment of patients. Patients are enrolled in
the ART programme when they have a
CD4 count below 200 and/or WHO stage
Il or IV AIDS-defining illness, and
are committed to following the regimen
strictly.

Here we present data from an explo-
ratory study on adherence to ARVs
undertaken as a field exercise for the
Promoting Rational Drug Use in the
Community Course (see http://mednet3.
who.int/prduc/) held in Pretoria in
September 2004.

Methodology

Six health facilitiesdedicated to ARV
therapy were included in the qualitative
study undertaken in Gauteng and North-
West Provinces. These units consisted
of three public clinics — one primary,

one secondary and one tertiary — two
NGO-based primary clinics, and a
private-for-profit primary clinic.

Different qualitative methods were
used to study factors influencing non-
adherenceto ARV treatment. Thirty-eight
people, 22 women and 16 men, living
with HIV and AIDS (PLWHA) were in-
terviewed using exit questionnaires (17
people) and semi-structured interviews
(21). These interviews aimed to study:
PLWHA's history of ARV treatment;
experience in taking medicines; cost of
treatment; perception of the quality of
care given at the clinics; and availability
of social support. In-depth interviews
werealso conducted with 24 health work-
ersincluding fivedoctors, 11 counsellors,
five nurses and three pharmacists. The
purpose of the interviews was to study
the functioning of the ARV programme,
information provided to PLWHA receiv-
ing ARV treatment, availability of ARVs
and other resources, perceived job satis-
faction, problems and possible solutions,
and other relevant information. In addi-
tion, two focus-group discussions were
conducted, one with PLWHA and one
with health workers. Structured observa
tionswere conducted on 13 consultations,
to study the interaction
between the providers and
PLWHA. Availability of
ARV stocksinthesix clin-
ics was also assessed.
Information was collected
on data collection forms
and tabulated into amatrix
using word processing
software. These matrices were then syn-
thesized across facilities to produce
summary result tables. The heads of in-
dividual facilities, health workersand the
PLWHA gave their permission prior to
the study.

Patientsin the study were between 20
and 60 years old, and their educational
backgrounds ranged from those who had

One female responded to the
question of how she felt she
was being treated by health
staff, with the following:
“Nice! Even the doctors,
they are nice fo you”.

reached Grade 3 up to diploma and
degree holders. Most lived in areas sur-
rounding the facilities, and the reasons
for their visits ranged from initiation of
treatment to follow-up and other illness.
Among the 21 PLWHA interviewed us-
ing a semi-structured format, 16 started
therapy in 2004 while five had started
more than one year previously. The
length of treatment asrecorded at thetime
of the survey ranged from three months
to four years. One female PLWHA had
not started treatment after being diag-
nosed nine months previously due to a
fear of beingonARVsfor life. Nineteen
of the 38 PLWHA had never used ARV's
and 10 people in the study had been di-
agnosed in the previous year.

Results

Facility profiles

All six facilities have a treatment
guideline, although their sources varied
(WHO, Catholic Society, etc.). Threefa-
cilities have diagnostic facilitiesin their
hospital while another three send their
specimens to other facilities for analy-
sis. The criteria for all sites for starting
ARV treatment are HIV+, a CD4 count
of <200, and WHO stage IIl or IV of
AIDS. All the clinics have
a “preparedness for ARV
treatment” programme,
which varies in intensity
and duration. Some of
these programmes work
with PLWHA on an indi-
vidual basis, othersprepare
their PLWHA in groups.
Some clinics require proof
of adherence to prophy-
|axis against opportunistic
infections, usualy cotrimo-
xazole and in some cases
isoniazid. All the clinics
carry out pre-training for
new ARV users, which
includes history-taking,
adherence courses of vary-
ing lengths and some form of contract
agreement.

Two clinicshave apharmacist. In one
clinicthe prescriptionisfilled in another
facility and the nurse then
dispensesthe ARVs. In an-
other clinic, the pharmacist
comesto dispenseARVson
fixed clinic days. Inclinics
that have a pharmacist,
s/he counsels the patient
and issues leaflets on drug
schedules and in some
cases a leaflet on side-effects and a pill
intake card. Counselling is conducted at
al clinics, either by medical doctors (in
two clinics) or by trained HIV counsel-
lors(infour clinics). Where anutritionist
isavailable counselling on dietary needs
isgiven to PLWHA.

ARVsareissued free of chargein all
public clinics visited, however PLWHA

*
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pay aregistration fee which ranges from
17-30 Rand? per visit. The cost in the
private clinic ranges from 800-2000
Rand most of which is covered by in-
surance, according to the PLWHA
interviewed.

At thetime of thesurvey, all thedrugs
needed for treatment of PLWHA were
available and there were no stock-outs
reported over the previous two months.
With regard to support to health work-
ers, debriefing sessionsare carried out in
four of the six clinics, three havein-serv-
ice training for staff, and nothing was
provided at oneclinic.

Quality of care

Perceived quality of care may be a
crucial issue affecting adherenceto ARV
treatment in the long—term. Data on this
were collected from in-depth and exit
interviews with PLWHA, and obser-
vations on health worker — PLWHA
interactions.

Privacy. In all six clinics visited,
PLWHA's privacy was respected and
they were attended by health workersin
a private setting. In one clinic, privacy
was seen as a major issue, even during
the study interviews, which were care-
fully planned so that the PLWHA would

5
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Participants at the Promoting Rational Drug Use in the
Community Course

not meet each other. The doctor in charge
stressed the importance of privacy by
giving an example of one person who
lived around the corner from the clinic,
and had started ARV treatment there, but
then decided to continue the treatment
elsewhere for fear of meeting someone
who knew him. In another clinic PLWHA
could meet, have tea, and support each
other on a daily basis. They felt know-
ing, supporting and sharing experiences
with each other made it easier to follow
the treatment. Clearly, the importance of
‘privacy’ depends on the overall set up
of the ARV treatment centres.
Respectful treatment. Almost al in-
terviewed PLWHA expressed their
satisfaction about the way they are being
treated by the health workers. Most are
greeted cordialy and feel that they can
expresstheir concernsand ask questions.
For example, one woman was pregnant
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Table 1

Components of information received by PLWHA initiating ARV

treatment at two different fucilities

Component of information

From observations
(n=3 males)

From exit interviews
(n=4 females)

How ARVs work

How to use them

Why need continuous treatment

What possible interaction may occur with other treatment
What fo do when they forgot to take medicines

Which side-effects may occur and what to do if they occur
What requirements for (breast)feeding

When and where fo get ARV re-supply

M%MM@I\)I\)I\)
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and she asked about the implications of
her pregnancy for her treatment, and the
risk of transmitting her ilinessto the baby.

Information given to PLWHA. This
is reportedly a magjor influence on in-
creased adherence. In this study the
information given to PLWHAS on their
initial visit was observed, and questions
were also asked in the exit interviews as
well. In particular, PLWHA were asked:
whether health workers provideinforma-
tion about how the medicines work;
how to administer the medicines, why
continuous treatment is needed; what
possible interactions can occur; what to
do when they forget to take medicines;
what possible side-effects may occur; and
whereto get ARV re-supply.

All PLWHA interviewed said that
they get a substantial amount of infor-
mation, and this was supported by the
findings from observations (Table 1).
One PLWHA only received information
about the possible inter-
action of the ARV's with

alcohol. This person Commenting on the beneficial

showed low self-esteem effects of treatment: “/ have
and exhibited defensive power, | have energy, can

behaviour.

Waiting time. Avoid-
ing long waiting times is
crucial in maintaining
high adherence levels
over along period. Waiting times ranged
between 30 and 90 minutes, and some
PLWHA reported that the time they had
to spend waiting for treatment was a
problem for them.

walk”.

Factors influencing
(non) adherence

Almost all PLWHA in treatment re-
ported feeling better. Only one person
said that the treatment made him more
sick, and another was unsure due to the
limited period of treatment. Fifteen out
of the 21 PLWHA on ARV treatment
reported no missed doses, while six
reported missing at |east one dose.

Both health workers and PLWHA
mentioned several factorsthat complicate
adherence to treatment, sometimes
leading to non-adherence for a period,
but often just making adherence more
difficult.

Costs. Both PLWHA and health work-
ers said that the cost of ARV treatment
and blood tests, especialy in the case of
private facilities, was a major constraint
to adherence. Even the PLWHA who are
covered by Medical Aid complained of
costly treatment since the insurance does
not cover al expenses. Cost was found
to beamajor factor that in reality affects
adherence. One man said: “ .. It can take

Issue No. 34, 2005

even sweep..”, “| could not
walk last week, today | can

three months for me before | come back
when | don't have money...” .

Food. Both the health workers and
PLWHA reported that food complicates
or contributes to non-adherence. In a
number of cases therapy
made people hungrier, but

the cost of food is oftena  Family support
problem. Some centres A 47-year old male PLWHA
recommend and/or pro- ko had been under ARV

vide nutritional food, such
as fortified high protein
supplements.

treatment for four years
whispered in pain: “/ have to

Family support. Fam- keep this in to me... | do not
ily support isan important  fell anybody...”. In contrast,

admitted that they sometimessimply for-
got to take the medicines, especially
when beginning the treatment.

Efforts to enhance services

All clinics have taken several meas-
ures to enhance adherence to ARV
treatment. Written information (leaflets)
are available in all clinics. Follow-up
programmes vary in intensity from a
daily direct observation of treatment, to
weekly and to monthly clinical reviews.
Some clinics keep a diary of appoint-
ments while others use phone calls and
short messaging services. In one clinic,
the pharmacist issues the PLWHA with
|eaflets on thetreatment schedule, and in
some cases provides a diary card, or an
alarm clock.

PRDUC course participantswereim-
pressed by the high quality of counselling
provided by health workersat all clinics.
From the observations of
13 counselling episodes, it
was reported that most pa-
tients were greeted in a
friendly way, and werelis-
tened to carefully. Results
from the exit interviews
with 17 PLWHA also sup-
ported thisfinding. Most of
them were satisfied with

factor in supporting adher-  another teenage PIWHA was  the services, and said that

ence, and was mentioned
by most of the health
workers interviewed.

However, PLWHA are they all support me...”.

usually shocked when they
first realisethey have contracted HIV, and
often find it difficult to disclose to fam-
ily members, and so do not
receive support.

Side-effects. Health
workers at two centres
mentioned side-effects as
a serious problem. Some-
times PLWHA report that
they experience side-effects
initially but that these
passed with time. Of the 21
people interviewed, 11 reported not ex-
periencing any adverse or side-effects at
all. Others complained about various
problems, such as rash, nausea and pain
in the feet.

PLWHA's knowledge
and conflicting informa- Food
tion. Some health workers
reported limited informa-

very optimistic: I told my
mother, | told my brother,

As one woman said with
tion about ARV treatment, @ sigh: “...if we have no

they respected and trusted
the health workers. In the
private clinic, participants
admired the efforts to
ensure privacy by estab-
lishing procedures which minimised the
chance of PLWHA meeting each other
during the visit.

To support the health workers, most
clinics have conducted a pre-service
training progranme, a Care-for-Carer
training programme, or debriefing
sessions, which varied in intensity, fre-
guency and length. Interviewswith health
workersindicated that most of them were
extremely enthusiastic and passionate,
although some health workers com-
plained about the heavy workload and
tiring counselling process, low remunera-
tion, or theinadeguate recognition by the
Government of certain aspects of the
work. Some health workers expressed
their hope that the Govern-
ment would assist in
creating a more enabling
environment for ARV
treatment by providing a

especially the urgency of money fo buy food, then this  community-focused sen-

the treatment. While this  medicine is a problem...”.

factor, initself, may lead to

failures in adherence, this

may be even more problematic in those
cases where PLWHA have received
conflicting information from different
Sources.

In addition to the factors described
above, various health workers from two
centres mentioned ‘depression due to
HIV status' as a factor complicating
adherence to ARV treatment. Health
workers also reflected that the concomi-
tant use of traditional medicines is a
factor influencing treatment. In terms of
adherenceto ARV treatment, most health
workers observed that femal es appeared
to be more adherent than males. People
aged over 30 were thought to adhere bet-
ter to treatment. Educational level seems
to be an influence as well. PLWHA also

sitising programme, to
positively influence the
support system needed by
PLWHA on ARV treatment.

Discussion

Although this was a small study, the
use of in-depth interviews and observa-
tion provided comprehensiveinformation
about behaviour and practices. Many of
the observations and comments were
consistent across the range of different
facilities.

Most of the sites visited had an ARV
roll-out programme for less than six
months, so availability of ARV's seemed
not to be a problem. However, sex, age
and level of education were observed to
influence adherence. The national ARV
programme uses the multidisciplinary

*

approach where different health workers
in the team and other patients and sup-
port groups care for patients. Written
information and materials to reinforce
adherence are available.

The patientsinterviewed were gener-
ally happy with the outcomes of therapy
although in some facilities side-effects
and dosage regimens were said to be an
issue. Patients commented that they
trusted the health care workers and felt

Counselling

A teenage PLWHA expressed
her feelings during the inferview:
“...they are very, very, very
supportive...”.

that they were listened to, respected and
given a chance to ask questions. Health
workerswere enthusiastic and seemed to
enjoy their work.

Transport costs seemed to be a bur-
den for some of the patients and an
increase in appetite associated with the
use of ARVs posed a challenge where
there is poverty. However, Government
provides some nutritional support if
needed. In most of the sites, health work-
ersexpressed concern about the expected
increase in numbers of patients to be
treated, which could result in overload-
ing existing facilities and human
resources. Lack of Care-for-Carer Pro-
grammes in ingtitutions was said to be
shortcoming.

A shortage of social workers and
counsellors in the facilities was noted.
The need for abroader range of ARVsto
provide treatment for all categories of
patientsrequiring ARV's, especialy pae-
diatric forms, was also noted. Concerns
were widely expressed about the limited
existing staff capacity and numbers
needed to cope with an increase in pa
tient load, aswell asthe need for capacity
building to improve service delivery.

Conclusion

This study was undertaken in asmall
number of health facilities, over asingle
day by participants attending a training
course. Thefacilitiesvisited wereamong
the first to provide ARVs to the general
population. The staff were enthusiastic
and committed to their patients. The pa
tients appreciated the care they were
receiving and generally felt better on
therapy. Health workers expressed con-
cern asto the present and expected future
workload. Patientswere concerned about
hunger associated with treatment and
the need to take treatment regularly and
for life.

These are early days for the roll-out
of ARV therapy in South Africabut there
appears to be hope that many more pa-
tients could be treated. Many problems
related to workload, promoting adher-
ence, availability of food for patientsand
other factorsexist but thereisalso afeel-
ing of enthusiasm among staff and hope
among patients, suggesting that the roll-
out of ARV's has begun successfully in
these health facilities. [
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Servants Medical Benefit Scheme.!

The 2004 NLEM

The aim of the NLEM 2004 is to
cover the essential medicinesneeds of the
Thai people in an economic and cost-
effective manner. The selection criteria
include health need, safety, efficacy, ef-
ficiency, equity, treatment cost, national
affordability, availability, compliance,
and quality.2 The stepsfor selecting drugs
are shown in Figure 1.

The highlight of the 2004 revision
is an attempt to create an evidence-
based selection system that is explicit,

Figure 1

ISafE and the evidence-bhased
approach for essential medicines
selection in Thailand

[0 P CHoNnGTRAKUL*, N. SUMPRADIT**, W.Y OONGTHONG* *

HAILAND adopted the WHO concept of essential medicines and began to
publish a National List of Essential Medicines (NLEM) in 1981, revising
it periodically since then. In 1998, when Thailand faced an econo-
mic crisis, the NLEM was used as a reimbursement list for the first
time, mainly in order to cut down unreasonable expenditure in the large Civil

transparent, explicable, and free from
commercial influence. To achieve this
goal, the following important measures
were developed and implemented:

[ ethica criteria for NLEM selection
and declaration of conflict of interest

[1 theinvention of the | SafE computer-
based system for comparative
evaluation of products.

The ISafE scoring system
The scoring system used for the drug

Steps in selection of medicines for the Thai National List of Essential

Promotion & distribution
NLEM publication
National Drug Committee

Sub-committee for NLEM

Workinﬂ ﬂroup for coordination
& consolidation of NLEM

15 Working groups for NLEM selection
(10-24 persons/group: members
comprise quulifiet? physicians/dentists,
pharmacists from every level of care
throughout Thailand)

NLEM secretariats (National List of
Essential Medicine Unit, Thai FDA)
—Screen applications

Endorse and promulgate NLEM

Set concept, philosophy & criteria for NLEM
selection
Select NLEM

Coordinate and consolidate the

proposed NLEM. Emphasis on:

—conflicting results From 15 working groups

—high-concern medicines (e.g. drugs with
hi?h cost, high technology) regarding cost-
effectiveness, equity, national affordability

Select and propose a draft of NLEM
according to therapeutic dlassification

Medicines/applications proposed by drug
companies, medical associations, health
professionals, and any concerned

selection process in Thailand’'s 2004
NLEM uses four criteria— | nformation,
Efficacy, Safety and ease of use (patient
adherence) — of the medicine, as the ba-
sisfor ascoring calculation. The scoring
systemisknown as| SafE —the acronym
of all the criteria used in this method.
Details of how |SafE scores are derived
are discussed below.

Scoring “1” for Information

The scoring process begins by search-
ing the free PubMed services on the
Internet. All relevant articles are counted
for each medicine. The counts are com-
pared using percentile ranking and points
between 0.5 and 1 are assigned to
each medicine (quantity points). Next,
Micromedex’s DRUGDEX drug evalu-
ation database was searched. The
database assesses the quality of docu-
mentation for each indication of a
medicine. Quality points are given to
each medicine asfollows 1, 0.9, 0.8 and
0.7 for Excellent, Good, Fair, Poor or No
Assessment, respectively. Thefinal point
for | (Information) is the average of
quantity and quality points (adult and
paediatric).

Scoring “E” for Efficacy

Micromedex DRUGDEX evaluation
givesan assessment on efficacy of adrug.
The final E score is the average of the
adult and paediatric assessments each
scored on a0-1 scale.

Table 1

How the | (Information) score was derived

P. Chongtrakul

TIAL DRUGS MONITOR

N. Sumpradit W. Yoongthong

Scoring “S” for Safety

Data on the risks of a drug were
searched from 3 databases, Medscape
Druglnfo, Micromedex Drug Interaction
Database and Gold Standard Multimedia
Clinical Pharmacology CD-ROM. The
final S scoreisthe weighted average of
the different assessments.

Scoring af (administration
restriction and frequency of
drug administration)

The a and f scores attempt to quan-
tify patient adherence to a medicine.
Textbooks are searched for information
on whether the medicine has to be taken
on an empty stomach, with food, at night
(such assimvastatin), has special instruc-
tions for use, needs a specia device for
administration or hasto beinjected. If a
medicine has no restriction on adminis-
tration it is given an a score of 1.0
otherwiseitsscoreis0.9. For thef score,
a score of 1, 0.95, 0.90 and 0.85 is
assigned to a medicine that has to be
given once, twice, 3 or more than 3 times
per day respectively. The final af score
is the average of the sum of thea and f
SCores.

The final ISafE score

A point isassigned to each of the cri-
terion, ranging from0.6to 1 for I, 0.8 to
1for S,0.9to 1for af and 0.8to 1 for E.
The final ISafE score is the product of
al the points. The best possible score

1 2

3 4 5 6 7

Generic Name N’ of Pub. QN point MM Adult MM Ped. QL point |

Betahistine hydrochloride 9 1.00 F N 0.80 0.90
Betahistine mesilate 9 1.00 F N 0.80 0.90
Cinnarizine 6 0.90 G N 0.85 0.88
Dimenhydrinate 2 0.70 F N 0.80 0.75
Flunarizine hydrochloride 1 0.70 P N 0.75 0.73
Meclizine hydrochloride 2 0.70 E G 0.95 0.83
Almitrine + Raubasine 1 0.70 N N 0.70 0.70

Explanation: Column 2 is the number of publications conforming to the criteria found for
each drug. Column 3 is the quantity point translated from column 2 using percentile
ranking. Columns 4 and 5 are the Micromedex database’s quality assessment of docu-
mentation for each drug (E, G and N represents Excellent, Good and No Assessment
respectively). Column 6 is the average of adult and paediatric assessment.

individual/organization

o Medicines in 1999 NLEM

 Medicines proposed by 15 Working groups
for NLEM selection

—Prepare drafts of scoring tables for
comparing medicines by therapeutic
uses

Issue No. 34, 2005

* |

1



ESSENTIAL DRUGS MONITOR

19

RATIONAL USE

Table 2

Scoring table for antivertigo preparations

Generic Name |

E S of 1SafE

Dimenhydrinate 0.75
Cinnarizine 0.88
Flunarizine hydrochloride 0.73
Betahistine mesilate (6émg) 0.90
Meclizine HCI 0.83
Betahistine HCI (8mg) 0.90
Betahistine mesilate (12mg) 0.90
Almitrine + Raubasine 0.70

1.00 0.90 0.90 0.61
0.90 0.85 0.90 0.60
0.90 0.80 1.00 0.53
0.90 0.90 0.81 0.59
0.90 1.00 0.90 0.68
0.90 0.90 0.81 0.59
0.90 0.90 0.81 0.59

0.80 0.90 0.95 0.48

using this scheme is 1 and the lowest
possiblescoreis0.35. All medicines used
for a specific purpose are compared by
their relative scores.

Drugs with an | SafE score below the
50" percentile of the group are initially
excluded from the NLEM. In Table 2,
the 50™ percentile score is 0.59, so
flunarizine and almitrine + raubasine are
discarded from antivertigo use (although
flunarizine passed the 50th percentilefor
use in migraine prophylaxis). The medi-
cines that pass this 50th percentile
comparison are deemed to have accept-
able overall quality to be considered for
inclusioninthe NLEM. These medicines
are further compared for their treatment
cost by the NLEM adjusted cost index
(EMCI) in order to ensure that the medi-
cines are economical and cost-effective.

Determining the treatment
cost of medicines

TheWHO DDD (defined daily dose)
is used to calculate the number of unit
doses (i.e. tablets or capsul es) needed for
one day (UD) for the drug in question.
Based on the actual Thai costs we calcu-
lated the Baht per Patient Day cost for
the Essential Medicine Cost Index
(EMCI).

The NLEM adjusted
cost index (EMCI)

The EMCI isthe treatment cost for a

medicine divided by the | SafE score (Ta-
ble 3). The EMCI is used to rank only
those medicines above the 50" percen-
tile in the overall quality assessment
(based on the ISafE score). The medi-
cines with low EMCI are ideal for
inclusioninthe NLEM, becausethey are
assessed as providing acceptable quality
at low cost.

The basis of the NLEM
selection process

The | SafE scoring system and EMCI
data as shown in Table 3 are the primary
tools used by al involved in the compi-
lation of NLEM (15 working groups for
NLEM selection, the working group for
coordination and consolidation of the
NLEM and the subcommittee for the
NLEM). All themedicineslisted arethen
scrutinized to see whether they merit
inclusion in the NLEM.

Rules for inclusion/
exclusion

Several rules are applied before a
medicine can be included in the NLEM.
Firstly, the medicine must have been
cleared by the safety monitoring pro-
gramme (SMP) implemented by the Thai
Food & Drug Administration (FDA). All
new chemical entities approved for use
in Thailand are subject to mandatory
2-year SMP status. Medicines under the
SMP arerestricted to usein hospitalsand

I::I:ll::ing antivertigo preparations using the NLEM adjusted cost
index (EMCI)

Generic Name | S aof Baht/PD ISAFE  EMCI
Dimenhydrinate 0.75 1.00 090 0.90 0.63 0.61 1.0
Cinnarizine 0.88 090 0.85 090 176 060 29
Flunarizine hydrochloride 073 090 0.80 1.00 258 0.53 49
Betahistine mesilate (6mg) 090 090 090 0.81 563 059 95
Meclizine HCI 0.83 090 1.00 090 9.69 0.68 143
Betahistine HCI (8mg) 0.0 090 090 0.81 933 0.59 158
Betahistine mesilate (12mg) 090 090 090 0.81 11.40 0.59 193
Almitrine + Raubasine 070 0.80 0.90 0.95 19.34 0.48 40.3
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clinics, to ensure that the medicineis not
harmful to the Thai population beforeits
inclusion in the NLEM. Secondly, only
one medicine from the same chemical
classification should be included in the
NLEM, except when there are valid rea-
sons to justify the inclusion of othersin
the same class. Thirdly, medicines with
high potential for misuse are generally
excluded. Fourthly, high-cost medicines
without clear-cut proof of their cost-
effectiveness over similar products are
not included.

Expert panels’ opinions
of the scoring approach

Of the 15 expert panels, 10 panelsand
one sub-group (atotal of 201 members)
adopted the scoring approach as a tool
for essential medicine selection. The ex-
pert panels that could not adopt it were
referred to as non-score users, (60 mem-
bers) and the main reasons for non-use
included: the complexity of medicine
preparations (e.g., nutritional and
multivitamins); lack of information for
score formulation (e.g., radiopharma-
ceuticals and nuclear pharmaceuti-
cals); and being the only medicine in a
therapeutic class (e.g., antidotes).

A survey was conducted to assess
expert panels’ opinions about the essen-
tial medicine selection process.® Two
different sets of self-administered ques-
tionnaireswere mailed to score usersand
non-score users separately, and the over-
all response rate was 46.6%. Overall,
respondentsthought that the drug-rel ated
information and the evidence-based
databases used in the selection process
are appropriate. Score users suggested
that the scoring system could be im-
proved thorough the use of drug-related
information obtained from proper evi-
dence-based databases. Both score users
and non-score users agreed that a com-
bined approach — the scoring approach
together with expert opinion — was the
most appropriate for the medicine selec-
tion process, as neither was sufficient
alone.

Factorsinfluencing essential drug se-
lection arerelatively similar in both score
users and non-score users. Basically, the
NLEM philosophy and the community’s
health care needs are the most influen-
tial factors in selecting essential drugs,
followed by concerns about treatment
costs (for example, reimbursement and
the Government budget). The influence
of opinion leaders and pharmaceutical
companies were reported as rarely
affecting essential drugs selection.

Implications of the
scoring approach

The scoring approach (together with
other evidence-based materials) has
proved useful asatool for essential medi-
cine selection. The goa is to assure that
high-priority medicines (e.g., higher
ISafE score with lower cost) should be
considered first, and only the essential
ones should be selected for the List.

*

The 2004 NLEM contains more drug
items than the 1999 one, so it was im-
portant to eliminate items that provide
low benefit-cost ratios. Examples of low
priority drugs (or drugswith low benefit-
cost ratios) that were excluded from the
2004 NLEM are tenoxicam, sulindac and
loxoprofen.

Promoting the availability
of essential medicines

The evidence-based approach with a
systematic review on therapeutic indica-
tions alerts the panels and public health
agencies to the crucial issue of essential
medicine shortages. Specifically, the re-
views carried out indicated that there
were some drugsthat have yet to be made
available in Thailand, but are essential.

Conclusion

The essential medicines concept pro-
motes the rational use of medicines.
Its effectiveness depends on the essen-
tial drugs selection process. In 2004,
Thailand attempted to create an evidence-
based selection system that is explicit,
transparent, explicable and free from
commercia influence. We created the
| SafE computer-based system for com-
parative evaluation of products based on
predefined criteriafor NLEM selection.
We can now assure that high-priority
medicines — those with a higher 1SafE
score and with alower cost — are consid-
eredfirst, and that only the essential ones
are selected for our National List of
Essential Medicines. [

P. Chongtrakul, Chulalongkorn University,
N. Sumpradit and W. Yoongthong Thai Food
and Drug Administration. For further infor-
mation contact W.Yoongthong. E-mail:
worasuda@moph.go.th
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Editor’s Note

Two presentations were made at the ICIUM
2004 which provided more details of this
impressive process they can be found at:

Scoring System for the Development of
the National List of Essential Drugs (NLED)
in Thailand Pisonthi Chongtrakul: http://
mednet3.who.int/icium/icium2004/
resources/ppt/O_ACO15.ppt and at:

Assessment of the Selection Process for the
2003 National List of Essential Drugs (NLED)
of Thailand, Worasuda Yoongthong: http://
mednet3.who.int/icium/icium2004/
resources/ppt/O_AC089.ppt
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Monitoring antibiotic use and

S. Essack

resistance — a pilot project in South Africa

[0 ANDY GRrAY, SaBIHA Essack

ESISTANCE to antimicrobialsisa
problem in all parts of the
world. Thishas been recognised
by WHO, which has proposed
the “WHO strategy for containment of
antimicrobial resistance”. High prior-
ity has been given to the devel opment
of appropriate surveillance methodol o-
gies that can show the association
between antimicrobial use and resist-
ance. Such surveillance systems exist
in other parts of theworld. An example
isthe Swedish Strategic Programmefor
the Rational Use of Antimicrobial
Agents (STRAMA). However, such
systems rely on access to large medi-
cine sales databases and to well-
developed laboratory services. In most
devel oping countriesthese two systems
are lacking. Medicines are supplied
through a wide variety of outlets and
no single computer system captures
these sales. Laboratories are usually
attached to hospitals and therefore do
not routinely study organisms obtained
from the community. WHO hasfunded
a number of pilot studies in develop-
ing countries to test the feasibility of
setting up simple surveillance systems.
One of these is in Durban, South Af-
rica. The Durban pilot project hastried
to show whether or not it is possible to
set up asystem to track microbia resist-
ance in a community, while at the same
timetracking theuse of antimicrobiasin
the same setting. The project was con-
ducted in one of the sub-digtricts of the
Durban metropolitan area.
Sputum samples were collected

from patients 12 years of age and older
presenting with afebrileilinessand pro-
ductive cough. Initially it was hoped
that two public sector and two private
sector sites could be used. However,
difficulties were encountered with get-
ting permission to obtain sputum
samplesfrom private doctors' patients.
A third public sector site had to be in-
cluded later. Despite this, the number
of sputum samplesthat grew organisms
was small. A total of 311 Haemophilus
influenzae, 184 Streptococcus pneumo-
niaeand 30 Moraxella catarrhaliswere
isolated and tested for sensitivity to
commonly used antibiotics (ampicillin,
chloramphenicol, ciprofloxacin, cotri-
moxazole, erythromycin and rifam-
picin). Of particular concern were the
high level sof resistanceto cotrimoxazole
seen among S. pneumoniae. However,
this did not vary during the year, so
could not be directly linked to any
changesin the use of cotrimoxazole.
Antimicrobial utilization datacould
not be obtained from a single source.
Fieldworkers had to visit 21 facilities
each month to capture all prescriptions
containing an antimicrobial that had
been written in two weeks of the

Table 1
Antimicrobial prescribing levels

previous month. In order to cover all
possible sources of such medicine, pre-
scriptions were examined at seven
public sector primary health care clin-
ics, seven pharmacies in the private
sector and seven dispensing medical
practitioners in the private sector. The
pharmacieswould issue antimicrobials
on prescription from non-dispensing
doctors. In South Africa, antimicrobials
arenot availablewithout aprescription.
Antibiotic usage was expressed as the
number of Defined Daily Doses (DDD)
per 100 patients seen or prescriptions
dispensed.

The project aimed to see at least 30
antimicrobial prescriptions per site per
month. However, even with 2 weeks
data, this was not possible in some of
the smaller practices. Of the 96,369
prescriptionsreviewed, 14.8% werefor
antimicrobials (see Table 1). No time
trends could be seen in any of the
classes of antimicrobials monitored.
However, there were major differences
between the three types of practices.
The public sector facilities used more
antimicrobialsthan did the private sec-
tor facilities, but wererestricted to older
agents. South Africa's public sector

Prescriptions Antimicrobials %
Pharmacy 14,565 1723 11.8
PHC 59,926 9640 16.1
Dispensing Docs 21,878 2854 13.0
Total 96,369 14,217 14.8

uses an Essential Drugs List with
Standard Treatment Guidelines. Private
sector prescribers were more likely to
use the newer penicillins, macrolides
and quinolones. For all facilities to-
gether, the monthly use of cotri-
moxazolevaried from 5.5t011.7 DDD/
100 patients. However, because there
are no data on the size of the popula
tion served by these facilities, it is
impossible to compare them with data
generated elsewhere. For example, in
2003, outpatient use of cotrimoxazole
in Sweden was 0.2 DDD/1000 patients/
day. What can be done in Durban,
though, isto compare use over time. In
the last two months of the pilot project,
use of cotrimoxazole increased. The
increase was due to the public sector
clinics applying a policy regarding the
use of cotrimoxazole as prophylaxisin
HIV-positive patients.

The Durban pilot project has shown
that surveillance can be done in a de-
veloping country setting, but that there
aremany problemsthat need to be over-
come. The real challenge will be to
make this a routine part of the health
care system, so that ongoing efforts to
improve antimicrobial use and to limit
the spread of resistance can be planned
and monitored. [

Andy Gray is Senior Lecturer and Sabiha
Essack, Associate Professor, Department of
Therapeutics and Medicines Management,
Nelson R. Mandela School of Medicine,
University of KwaZulu-Natal, PBag 7,
Congella 4013, South Africa. Tel:
+27-31-2604334/4298 Fax: +27-31-
2604338.

E-mail: grayal@ukzn.ac.za

Mercy Ships: an NGO’s experience with the

WHO Essential Medicines List and Formulary

ow does one decide what medi-

cine and dose to stock and use,

withthediversity and limitations

on the relief aid field? Thank-
fully, the concept of an essential
medicines list (EML) is not new: since
1977 WHO has been advocating a sys-
tematic approach to medicine selection
tailored tolocal populations. Mercy Ships
International (www.mercyships.org) isa
humanitarian relief organization operat-
ing a fleet of hospital ships, staffed by
international volunteerswith diverse pre-
scribing experiences. To minimise errors
and optimise resources, we adopted the

EML concept whenthe WHO Model For-
mulary 2002 was published. Involving
volunteers with experiences from weeks
toover 15 years, originating fromAfrica,
theAmericas, Asiaand Europe, our EML
working group included administrators,
anaesthetists, surgeons, physicians,
nurses, pharmacists and laboratory tech-
nicians. Our first list was established in
July 2002 based on 20 years experience
of the M/V Anastasis in Africa. After a
pilot in Togo, the list was distributed in
booklet format in late 2003.

We chose abasic Word format follow-
ing the WHO and British National

Formulary models, prioritising generic
name prescribing, because with interna-
tional volunteers brand name prescribing
would be too confusing and error-prone.
The Mercy Ships Formulary booklet is
designed asarapid ‘bedside’ pocket ref-
erence, indicating medicinesavailable on
our EML and their basic dose informa-
tion. In its preparation, we are indebted
to information and advice from the
Micromedex Healthcare database,
Médecins Sans Frontiéres’ Essential
Drugs Practical Guide (www.msf.org),
and online networks “HIF-net at
WHQO” (www.inasp.info), E-DRUG

*

(www.essentialdrugs.org/edrug), AFRO-
net and SATELLIFE (www.healthnet.org).
After many requests, the formulary
is now downloadable online at: www.
drugref.org and www.ms-information.
org/medical/formulary. A step-by-step
articleon its preparation ison the Mercy
Ships website and the Aid Workers
Network (www.aidworkers.net). [

Report by Kae Ting Trouilloud, a Mercy Ships
pharmacist and formulary editor. E-mail:
kaecherie@yahoo.co.uk
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Patient and carer membership of NICE

M. Kelson

clinical guideline development groups

0 MAaRrciA KELSON

HE National Institute for Health
and Clinical Excellence (NICE)
produces national guidance on
the promotion of good health and
prevention of ill health.

NICE produces guidance in three
areas of health:

[] healthtechnologies—guidance onthe
use of new and existing medicines,
treatments and procedures within the
National Health Service (NHS) in
England, Wales and (for interven-
tional procedures guidance only)
Scotland,;

[1 clinical guidelines (guidance on the
appropriate treatment and care of
peoplewith specific diseases and con-
ditions within the NHS in England
and Wales;

[ public health — guidance on the pro-
motion of good health and prevention
of ill health for those working in the
NHS, local authorities and the wider
public and voluntary sector in England.

NICE is committed to involving
patients, carers and the public in the de-
velopment of its guidance and has a
dedicated Patient and Public Involvement
Programme (PPIP) to develop and sup-
port that involvement. This paper focuses
on NICE clinical guidelines, describing
how patients and carers are involved as
membersof the groupsthat devel op those
guidelines.

T

NICE clinical guidelinesmakerecom-
mendations about the best ways of treating
and managing patients with a particular
condition, based on the best available re-
search on clinical and cost effectiveness
rather than on opinion.

NICE commissions one
of seven National Collabo-
rating Centres (NCCs) to
develop a guideline on a
given topic. The commis-
sioned NCC then convenesa
guideline devel opment group
(GDG) whose members in-
clude clinicians, people with
aresearchinterest inthetopic and at |l east
two (and up to four) patient/carer mem-
bers. The patients and carers are paid for
their attendance at GDG meetings.

Recrvitment and selection
of patient members

The NICE PPIP hasresponsibility for
identifying peopleinterested in joining a
GDG as patient or carer members.

The PPIP recruits applicants from a
number of sources:

[J Direct approachesto patient and carer
organizations that register an interest
with NICE in a specific guideline
topic
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[1 Adverts in patient organization
newsl etters
(1 Adverts on the NICE website.

The PPIP sends interested people an
application pack which includes:

(1 ajob description—thisdescribeswhat
aclinical guideline is, the role of a
GDG, and the role of GDG patient/
carer members

[ aperson specification—thisisnotin-
tended to be prescriptive but aims to
give people an idea of the types of
skills and experiences a person may
need to play an effective role on a
GDG

(1 an application form which asks ap-
plicantsabout their skills, experiences
and why they would like to join the
GDG.

Applicants are not expected to have
any formal qualifications and NICE and
the NCCsdo not have arigid view of the
types of applicants they are looking for.
However, the person specification sug-
gests that people may need some of the
following experiences and skills to play
an effectiverole:

[J Experience of the condition: thismay
have been gained directly, for exam-
ple as a patient with the condition;
or indirectly, for example as an
employee or member of a patient or-
ganization who works with patients
or carers with the condition

(1 An understanding of the views of a
wider network of patients or carers
(for example asamember of apatient
group, local self-help group etc)

[J Time to commit to group meetings
(GDGsgenerally meet monthly for 12
to 18 months)

[J Some familiarity with medical and
research language

[J Communication and team working
skills.

To date, applicants have
included individual patients
with a condition, carers, but
aso patient organization em-
ployees (ranging from chief
executives to policy and
information staff).

The NCC selects patient/
carer memberson the quality
of the written application and discussion
with the applicant, either by telephone or
in person. Because the NCCswant to get
amix of skills and geographical spread
(fromall GDG, not just the patient/carers)
these additional factors may sometimes
also influence selection of one applicant
over another.

NHS|

Training of patient/
carer members

Patient and carer members have full
accessto thetraining offered by theNCC
to all GDG members. In addition, the
NICE PPIP aso runs one-day training
workshops specifically aimed at the pa-
tient/carer members. Ideally, people

attend the workshop beforethefirst GDG
meeting although staggered starting dates
mean that some people have aready at-
tended a GDG meeting by the time they
come to the training.

The training day is run by PPIP staff
and external expert speakers. The pro-
gramme, which has been revised
following early feedback, now consists
of the following sessions:

[1 An overview of the NICE Guideline
Development Process

[1 Stages of guideline development;

— setting clinical questions
— appraising and eval uating evidence
— the hierarchy of evidence
— key statistical terms
drawing up recommendations.

[J Experiences of other patient/carer
members. an opportunity to hear from
and question people who have com-
pleted their work on aGDG

[1 Health economics: its role in NICE
guideline development plus worked
case studies

[1 Evaluation of the day.

Interactive sessions provide partici-
pants with practical experience of tasks
they will do onthe GDG. Theworkshops
are not intended to turn the patient mem-
bers into clinical experts or researchers
but focus on working with them to iden-
tify ways of ensuring that a patient or
carer perspective informs the guideline
development process.

Ongoing support for
patient/carer members

The PPIPalso offers ongoing support
and contacts patient/carer members at
key milestones of the guideline devel op-
ment process to see how they are getting
on. Some request more intensive PPIP
support. In rare instances, the PPIP fa-
cilitates meetings between the patient/
carer members and the NCC or GDG
chair, for example, where the patient
members have felt that patient-centred
issues are ignored by a professionally
dominated agenda.

At the end of the process, each NICE
guidelineispublished after apresslaunch
which usually involves a panel of three
or four speakers drawn from the GDG.
Recent launches have routinely included
one of the patient/carer members as panel
members.

Evaluation of patient/
carer membership of GDGs

By March 2004, NICE had published
20 clinical guidelines produced by GDGs
with patient/carer membership. As each
guideline was published, a freelance re-
searcher, commissioned by the PPIP,
carried out semi-structured interviews
with both the GDG patient/carer mem-
bers and the professional chairs. The
project collected feedback on:
[J how patient/carer membership was

working

*

(1 how actual participation matched both
patient and professional expectations

[] the contribution participantsfelt they
had made to the guideline

[] areas for improvement.

Overall, both patient/carer members
and GDG chairswere very positive about
patient/carer membership of GDGs and
felt that the guidelines produced were
more patient-centred as a result:

“What we did was to give a point of view
that couldn’'t be given by anyone else on
the group...” (apatient)

“ Some of the best contributions to what
we' ve ended up with came from the pa-
tient/carer members’ (GDG Chair).

However, some peoplealso identified
areas of concern, including the organi-
zation and conduct of some GDG
meetings, the hierarchy of evidence used
and patient/carer member research skills.
Thefindingsarebeing used to refineand
improve the effective involvement of
patients and carers in the guideline
development process.

Summary

Membership of GDGsisjust oneway
that patients and carers can contribute to
NICE clinical guideline development.
Opportunities also exist for nationa pa-
tient and carer organi zationsto comment
on draft scopes and final draft guideline
recommendations. Some NCCs have
also collected additional information
on patient and carer views, for example,
through focus groups, to inform the
GDG. However, in contrast with these
additional methods, GDG membership
means that patients and carers contrib-
utedirectly, rather thanindirectly, to both
the process and the final product.

We hope that our attemptsto develop
and document formal processesto recruit,
train and support people, and to evaluate
the outcomes of such involvement, will
provide a model to help others develop
more systematic and effective opportu-
nities for patient and carer involvement
in their own work. NICE itself is draw-
ing on the experiences of involving
patients and carers in clinical guideline
development to create opportunities for
patients, carers and the public to con-
tribute to the devel opment of itsnew pro-
gramme of work producing public health
guidance. O

For more information about NICE, the PPIP
and the evaluation project described above,
visit www.nice.org.uk

For more information about opportunities for
patient, carer and public involvement in the
production of NICE technology appraisals,
interventional procedures, clinical guidelines
or public health guidance, please contact
Marcia Kelson, Associate Director, NICE Pa-
tient and Public Involvement Programme,
e-mail: marcia.kelson@nice.org.uk
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Workshop boosts rational use
activities in Jordan

[0 RerorT BY RANIA BADER, SALAH M AWAJDEH AND KEN HARVEY

R. Bader S. Mawajdeh K. Harvey

orDAN, like all countries, is faced with the difficult problem of how to
provide equitable, evidence-based and cost-effective health care within
the limits of its ability to pay. About 9% of the Jordanian GDP is spent on
health, with one-third of this spent on medicinal drugs, while drug ex-
penditure is growing at 17% per annum compared to GDP growth of 3.3%.
This makes the pharmaceutical sector a high priority for the first phase of Jorda-
nian health reform. While the country has a published and endorsed National
Drug Policy implementation, especially the rational drug use component (RDU),
left much to be desired. To help remedy this situation, the Jordanian Food &
Drug Administration (JFDA) joined forces with WHO, the Australian HIC and
the U.S. Agency for International Development Partners for Health Reformplus
(PHRplus) to hold a strategy development workshop on RDU.

Organized in September 2004 by the  cost of preventable medication-related
JFDA, the two-day workshop brought — adverse events. He then introduced the
together some 100 participantsrepresent-  workshop objectives, to:

ing organizations from key sectors (see [ review progress and revitalise the :
Box 1) to the Dead Sea Valley. In order RDU component of Jordan’s NDP; A lively group session at the Workshop

Photo: Ronia Bader

to stimulate debate, participantshad pre- 1 ghare local and international experi-

viously been provided with background ence with respect to implementing

material including keynote presentations RDU: third of health GDP. PHRplus was also  therapy appropriate to the economic re-
and a policy paper that loutllned the present local data relevant to RDU  SuUpporting the introduction of pharma- sourcesof the country. He noted that new
history of RDU in Jordan; analysed its (including WHO indicators, drug ~ Ceutical inventory software, hospital  drugs are not necessarily better but are
strengths, weakness, opportunities and utilisation data and information on  ccreditation and an update of the Jor-  alwaysmore expensive than older multi-
threats, and provided an action plan for antibiotic resistance); dan National Formulary and Essential  sourced products. He was concerned

their consideration.

The workshop was introduced by Dr
Ken Harvey (a consultant with the Aus-
tralian Health Insurance Commission).

Drug List. that doctors too often switched to new

The Director General of the JFDA,Dr  products; and believed they required
Salah Mawajdeh, reminded participants  guidance, which was the task of this
of thegoal of Jordan’sNDP; “Todevelop,  workshop.

[] discuss and prioritise the strategies
suggested by participantsand consult-
antsto stimulate RDU in Jordan;

Henoted that all countrieshaveproblems [ encourage organizations and indi- \\ithinthe availablefinancial and human Dr Harvey presented an outline of
with RDU and that they can learn from viduals to commit to undertaking  reqy res; the potential that drugs have  RDU activities in Australia. A small
each other, from WHO, and from other partICUIar RDU activities. to improve and maintain the health of the group of pe0p|e concerned about antibi-
international agencies working in this On behalf of the WHO Representa-  population”. Henoted that the JFDA had  gtic resistanceinitially created guidelines

area. He stressed the need for all sectors  tive, Dr Mohammed Khanwelcomedthe  worked closely on pharmaceutical policy  for antibiotic use, conducted antibiotic
to be involved; government, health  Minster of Health, other distinguished  studies within the larger World Bank-  4djts and targeted education at the gaps
professionals, consumers and the phar-  guests and participants to theworkshop.  supported Health Sector Reform Project,  petween what was recommended and
maceutical industry. Each had competing  He noted that WHO had much to con-  with the current workshop part of the  \yhat was actually practiced.2 These ini-
needs; only by working together could  tributetoimprovingrational useinterms  Project. tiatives spread to other therapeutic areas
an outcome be achieved that was fair  of expertise and technical materials. The Formally openingtheworkshop, Eng.  5nd were eventually formalised as the
to all. Dr. Harvey listed a number of  speaker from PHRplus, Dr Dwayne  Saed S. Darwazah, Minister of Healthof A \stralian Quality Use of Medicines
concerns about RDU in Jordan. These  Banks, discussed some of its main acti- ~ Jordan, raised the issue of conflict be- (QUM) Policy. A National Prescribing
included evidence of excessive and  vitiesin Jordan, including the National  tween two competing policy goals. The  gqryice (RDU coordinating unit) was
wasteful prescribing but also of under  HealthAccountsProject, whichprovided  first was to make all new drugs quickly ¢/, qeq by the Australian Government to
treatment of certain diseases, such as the Government with a systematic  available on the Jordanian market in or- support and encourage the devel opment
hypertension, increasing levels of anti-  method for tracking and estimating health  der to provide freedom of choice for of QUM activitiesin both the public and
biotic resistance, the escalating cost of  care expenditures, and had found phar-  health professionals and consumers.

. . . ri rs. E ion h n
valuable new drugs and the additional  maceutical expenditureto bearoundone  The second was to choose cost-effective private sectors. Evaluation has show

that these activities have improved the
prescribing, dispensing and consumption
of medicinal drugs and have been cost-
effective. In short, spending money saved
more money! Other countries have had

. f . similar experience.
Or ns V’i %W Presenting the overall WHO Medi-
at _]ordam ROU WOVkA'/lOP’ cine Strategy for 2004-2007,? the Special

Adviser to the WHO Regional Director

. . N for Medicines, Dr Abdel Saleh, stressed
00 Australian Health Insurance Commission [0 Jordan University that NDP should be an integral compo-

Box 1

[J Drug Store Importers [J Jordan University of Science & Technology nent of National Health Policy which, in
[J Drug Store Owners Association [l King Hussein Cancer Centre turn, should be an integral component
[l Food and Drug Administration 0 Ministry of Health of National SOCioeconomiC POHCY' He
0 IMS [1 National Society for Consumer Protection noted that th.e problem with RDU Is not

lack of technical knowledge,* rather itlies
0 Joint Procurement Administration [l PHRplus in implementation. Problems include
[J Jordan Association of Pharmaceutical Manufactures [l Royal Medical Services poor organization and management of
01 Jordan Pharmaceutical Association 0 World Bank health services at all levels, limited
[ Jordan pharmaceutical companies [l World Health Organization dlocation of funds, relatively low sda

ries, the working conditions of public
employees and the weakness of health
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information systems. Globalization
presents another challenge, and in par-
ticular free trade agreements, which may
have had the potential to undermine
health policy. He stressed the need to
adhere to important basic values, espe-
cially the right to health as a human
right.

The Country Manager for IMS, Mr
Al-Khuzai, provided local data on drug
utilisation from the Jordan Pharmaceuti-
cal Index (JPI). Thiscommercial venture
estimatesthe national quantity of al phar-
maceutical products sold through retail
pharmacies. The data showed that drug
consumption (units) wasgrowing at 12%
per annum compared to a population
growth rate of 2.8%, while drug expendi-
turein Jordanian Dinar (JD) wasgrowing
at 17% per annum compared to a GDP
growth of 3.3%. Antimicrobials account
for the largest market share (23% by JD;
15% by unit) and foreign companies
supplied 63% of the market (JD).

Consumer
practices

Dr Leone Coper (Consultant, Austral-
ian Health Insurance Commission)
reported on qualitative research con-
ducted with Jordanian consumers. A
number of focus groups had reveal ed that
doctor “shopping” was common; phar-
macists were viewed primarily as
dispensers of medicines (but were also
used for the treatment of minor illnesses)
and many consumers believed medicine
was a“last resort” in treating illness, al-
though less so in cases of chronicillness.
Many misunderstandings about medi-
cineswererevealed, such as, “60% of the
sample believed more is known about
side-effects of newer, more expensive
medicines”.

Consumers also lacked knowledge
about their own medicine. Researchers
noted that doctors and pharmacists usu-
ally waited to be asked rather than
automatically giving consumers the in-
formation they needed to about their
medicines. Non-compliance was com-
monly reported. Only 47% of people
interviewed with chronic conditions al-
ways took their medicine; 50% stopped

taking medicine without notifying adoc-
tor or pharmacist. Many people had taken
antibiotics over the previous 12 months,
especially for coughs, colds and flu;
19% had taken three or four courses, 8%
5 or 6 courses and 6% used antibiotics
chronically. If an antibiotic was required
59% went to the doctor first; 25% asked
the pharmacist which one to use; and
16% asked pharmacists for a brand that
had worked well for them before (self
selection).

A presentation of local data on anti-
biotic resistance by Dr Asem Shehabi,
highlighted a dramatic increase in
penicillin resistance to Streptococcus
pneumoniae (an important community
pathogen causing meningitis, pneumonia,
otitismedia, etc) over recent years. High
levels of antimicrobial resistance in uri-
nary and faecal pathogens were also
reported with similar rates of resistance
occurring to antibiotics commonly used
in both out-patients and in-patients (a
reflection of high community use of
antibiotics). Therewere also severe prob-
lems of antibiotic-resistant nosocomial
infectionintertiary hospital neonatal and
adult intensive care units. Increasing an-
tibiotic resistance required the use of
newer, more expensive and sometimes
more toxic antibiotics; it also raised the
real danger that physicians will run out
of effective antibiotics to treat certain
infections. The data highlighted the need
for antibiotic control policies.

Ken Harvey presented a local study
on antibiotic use, conducted in 1999 by
Jordan University of Science & Technol-
ogy staff who evaluated drug prescribing
practices in 21 randomly selected pri-
mary health care facilities in the Irbid
Governorate using WHO indicators. At
least 30 prescriptionswere analysed from
each centre. The mean number of drugs
prescribed was 2.3; the mean percentage
of drugs prescribed generically was
5.1%; the percentage of drugs from the
essential drugs list prescribed: 93%;
prescriptionsinvolving injections: 1.2%
and prescriptions involving antibiotics:

60.9%. The percentage of drugs pre-
scribed generically was low by inter-
national standards and the percentage
of prescriptions involving antibiotics
very high.

A representative from the Essential
Drugsand Medicines Policy Department
at WHO Headquarters, Dr Guitelle
Baghdadi, introduced participants to the
WHO Ethical Criteria for Medicinal
Drug Promotion.® Whilethese were writ-
ten in 1988 they were seen to be even
more relevant today, as a result of the
large amount of money spent on phar-
maceutical promotion and its corres-
ponding influence on the prescribing,
dispensing and consumption of medici-
nal drugs. She advocated training health
workers in critical appraisal of pharma-
ceutical promotion and introduced
participants to the WHO/Health Action
International drug promotion database as
a useful educational resource.®

Thefinal presentationswere on Drug
and Therapeutics Committees (DTCs)
and were made by Dr Saleh and Dr Imad
Treish. It was noted that aDTC in ahos-
pital was responsible for implementing
locally the same broad range of functions
required under the NDP, including estab-
lishing systemsfor therational selection,
use and monitoring of drugs. Participants
were given copies of the WHO/MSH
manual, Drug and Therapeutics Commit-
tees — A Practical Guide. The need for
a clear administrative mandate for the
DTC was stressed, as was the important
role of pharmacists. The King Hussein
Cancer Center had shown that not only
could an effective DTC be set up in Jor-
dan but it could a so achieve cost-savings
by RDU interventions (for example,
omeprazole has been successfully
targeted).

On the second day of the workshop,
participantswere divided into five groups
to discuss anumber of questions, formu-
late a group response to each and later
present these in a plenary session. All
groups agreed that a national RDU Unit
with responsibility for addressing RUD
issues should be set up in Jordan. Con-
siderable detail was provided by the
groups as to how the various strategies
proposed might be implemented. There

was | ess consensus on where such a unit
should be situated with the JFDA, the
Ministry of Health and the Joint Pro-
curement Directorate all being suggested
as possible sites. Others wanted a unit
independent from the above (but still
receiving Government money).
Subsequently, given the unanimous
support from all sectors represented at
the workshop, a steering committee has
been set up under the auspices of the
JFDA to establishthe RDU Unit (initially
within the JFDA) and decide on its in-
frastructure, personnel and functions. O

Rania Bader and Ken Harvey are consult-
ants, and Salah Mawajdeh is Director
General Jordanian Food and Drug Admin-
istration.

For further information contact: Rania Bader,
e-mail: raniab@jccjordan.com
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Interactive HIV/AIDS training course for South
African pharmacists

ouTH Africa has an estimated
5.3 million people living with
HIV/AIDS, the highest caseload
in the world. Most health care
professionals have not learnt about HIV
and antiretroviral therapy during their
studies.

The MEDUNSA School of Pharmacy
contributed to a FIP manual on the role
of the pharmacist in safe and effective
HIV/AIDS therapy. The material was
adapted into a South African course con-
sisting of amanual and an interactive CD.

S
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This self-paced distance learning course
was approved by the South African
Pharmacy Council for Continuous
Professional Development in 2003.

The course wastested on pharmacists
from two South African provinces. Ques-
tionnaires were designed to evaluate
knowledge, attitudes and preparednessto
offer HIV-related services. At pre-test,
only a third of all respondents (188)
would have scored 60% or morein their
knowledge test; the average score was
47%. Six to eight weeks after distribution

of the course material, all the scores had
improved in the study group (n=66),
while no corresponding changes were
seen in the control group (n=46). The
increases in attitude and preparednessin
the study group were correlated. Twelve
to 16 weeks after completing the course,
al 44 study group respondents “ passed”
their knowledge test, the average score
was 85%. However, knowledge changes
were not correlated with either attitude
or preparedness. Lessthan athird of phar-
macists actually offered HIV-related

*

services at any stage of the study.

In 2004, the public sector, which ca-
ters for 80% of the population, started
providing antiretroviral treatment. En-
couraging early observationswere made
during field visits by participants of
the 2004 PRDUC course in Pretoria
(see p. 16). There has been a renewed
interest in the training course in recent
months. Pharmacists are keen to acquire
a basic knowledge of HIV and its treat-
ment as they become involved in the
roll-out. (J
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Drug safety surveillance -
a concern for everyone

0 Sren OLssonN

OMMITMENT to pharmacovigilance
has increased enormously since
the first systems were set up in
the 1960s. Then, following the
thalidomide disaster, 10 devel oped coun-
tries, under the leadership of WHO, saw
the need for international collaboration
in drug monitoring to prevent a similar
disaster recurring. Now there is world-
widerecognition of theimportance of the
early detection of potential drug hazards
and the sharing of information.

P/mmmcou@danw

The science and activities ralati%
to the detection, assessment,
understanding and prevention o
adverse or any other possible
dm:q—related/ problem. !

The scope of
pharmacovigilance

From an exclusive concern for phy-
sicians to report only serious and
unexpected pharmacological or immu-
nological adverse reactions (ADRs) to
modern medicines, pharmacovigilance
hasgrown. It now encompasses abroader
range, such as blood products, vaccines
and traditional medicines, and additional
safety issues, including:

[0 quality defects

[0 unexpected therapeutic failure (may
be due to resistance, interaction,
inferior product quality)
substandard or counterfeit products
drug dependence

overdose and poisoning

medical error.

Itisnow well known that many drug-
related problems result from health
system failures (procurement and logis-
tics, for example) or irrational prescribing
and use and are, therefore, preventable.
The cost of such failures to health sys-
tems around the world, and the burden
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Figure 1

Figure 2

S. Olsson

Members and associate members of the WHO Drug Monitoring Programme

Official member
countries

Dark:

Medium: Associate member
countries

Light:  Not members of
the WHO Programme

on patients, are enormous.>* Pharma-
covigilance systems are designed to
detect early signs of a wide range of
failures, to prevent harm to patients,
waste of resources and the repetition of
avoidable harm.

The WHO Programme

Over seventy countries, al full mem-
bers of the WHO International Pro-
gramme for Drug Monitoring, have
pharmacovigilance systems for the
collection of ADR data. A further 14
associate member countries are in the
process of setting up their systems (see
Figures). The Programmeis coordinated
by PSM’s Quality and Safety of Medi-

Number of member countries in the WHO Programme since the start
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cines unit at WHO Headquarters, while
the operational aspects are managed by
the Uppsala Monitoring Centre (the
UMC) whose formal title is
the WHO Collaborating Centre for
International Drug Monitoring.

Countries send their ADR datato the
WHOADR database, known as Vigibase.
This unique resource, managed by the
UMC, holds morethan three million case
reports. Around 250,000 new reports are
added each year. The primary purpose of
the Programme is to detect information
about potential new drug hazards, espe-
cially those that are unexpected, serious
or rare and which have not come to no-
tice previously or are little documented.
Signals of such suspected new hazards
are then communicated throughout the
network of member countries. TheUMC
wasthefirst organization to use datamin-
ing and pattern recognition for pharma-
covigilance, a leading-edge technology
whose results are routinely available for
al countries.

The UMC also produces a number of
world-standard tool s and resources, such
as the WHO Drug Dictionary and the
WHO Adverse Reaction Terminology,
for use in international drug safety ac-
tivities. Another important role is to
maintain a communications network
between pharmacovigilance centres
throughout the world. Member countries
each have a designated national
pharmacovigilance centre, responsible
for communicating with health care pro-
fessionals, collecting adverse reaction
reports, submitting case reports to the
WHO database, and often, a range of
other activities.

*

For up-to-date information please
visit the UMC website at www.who-
umc.org or the main WHO website
at www.who.int and www.who.int/
medicines/areas/quality_safety/en
for information about quality and
safety issues from the Quality and
Safety of Medicines (QSM) team in
the Department of Medicines

Policy and Standards (PSM).

Increased global
engagement

Many factors have contributed to a
greater interest in pharmacovigilance in
emerging countries over the last decade,
including the direct influence of the
WHO Programme. Some of these are:

[J Following the success of essential
medicines programmes, medicines
are now more widely available and it
is recognised that the desired results
intermsof improved public health are
obtained only if medicinesare of good
quality and are used rationally

[J Epidemiological and other studies
have revealed the enormous scale of
medicines-related problems in
health care #

] Itisnow recognized that, although the
majority of medicines-related safety
problems are universal, many are
uniqueto thelocal setting. Each coun-
try therefore needs to have in place
its own system for detecting and
following-up medicine treatment
outcomes.
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[ Training coursesand guidelinesin
pharmacovigilance practice have
been more readily available and
strongly supported.>© The first in-
ternational course was organized by
the UMC in 1993. The ninth UMC
course was held in Canberra, Aus-
tralia, in November, 2004. So far 205
health professional sfrom 86 countries
have participated in these two-week
courses. WHO Regional Offices and
national authoritieshave arranged re-
gional and national courses. The four
courses arranged in Bolivia, Colom-
bia and Guatemala by the Spanish
Medicines Agency 2000 — 2003 are
particularly significant for that region.

[ Drug safety issueshave beenincreas-
ingly recognised by public health
programmes (see box).

Countries with less well developed
health care systems, where record keep-
ing and documentation are often poor,
require methodol ogical innovation. ADR
reporting must be extended beyond
trained physicians to all health profes-
sionals. Widespread self-medication and
the use of traditional medicines mean that
traditional healersand patients also need
to report adverse drug experiences. The
mass medianeed to beinvolved in creat-
ing awareness of drug safety issues. In
countries with less well-regulated drug
markets, pharmacovigilance has an
important part to play in identifying
drug-related risk areas that should have
priority from apublic health perspective.
The overall aimisto enter into an active

Pharmaco
publio

Zambia in 2003.

gelance and
programmes

In recent years new drug therapies have been introduced in the treatment of the
maijor tropical diseases. Since large populations, often with complicating co-
morbidity, are exposed to these new medicines, there need to be systems for
follow-up of possible adverse consequences.

The antimalaria programmes in sub-Saharan African countries are recent examples
of public health initiatives where safety has been seen as a priority.

Because of severe resistance to older medicines, many countries have introduced
artimisinin-based products as first— or second-line treatment of malaria. These
preparations have not been used on a large scale in Africa before. The WHO Roll
Back Malaria Programme is now collaborating with the WHO Drug Monitoring
Programme in establishing pharmacovigilance systems, particularly for anti-
malarials, in several African countries. The starting point was a training course in

A similar approach is now followed by providing training for representatives of
pharmacovigilance centres and HIV/AIDS programme managers in Africa. A first
course was held in South Africa, 1-10 September, 2004.

A further example is the ambitious approach of the Expanded Programme on
Immunization to record Adverse Events Following Immunization (AEFI). The WHO
Global Training Network on vaccine quality has so far carried out twelve training
courses on AEFI. The global programme on eliminating lymphatic filariasis has also
increased its efforts in collecting information on adverse effects to the medicines used.

dialogue with al health care providers
and the public about their experiences
with medicines and about how to use
them safely and rationally.

Setting up a centre

Resources needed to set up and run a
national pharmacovigilance centre are
relatively limited. Political support, pro-
fessional commitment, basic reference

sources, office facilities and means
of communication are indispensable
however. All comeat acost far below that
of the problemsthey aimto prevent. Par-
ticularly in developing countries, is
beneficial for pharmacovigilance activi-
ties to be associated with other vital
functions like drug information and/or
poison centres, or located in hospitals or
medical schools.

Thelong-term challengeisto educate

health professionals, patients, the media

and the general public that

[J no medicine, including herbal and
traditional medicines, is 100% safe
for al peoplein all circumstances

[ itiseverybody’s businessto be critical
prescribers or users

[J the reporting of suspected drug-
related problems will help improve
public health and reduce harm to
patients and wastage of resources.

We can avoid drug-related problems
only when we know that they exist, and
their detection is the fundamental pur-
pose of the WHO Programme and of
worldwide pharmacovigilance. [

* Sten Ollson is Manager External Affairs
and Traditional Medicines, WHO Colla-
borating Centre for International Drug
Monitoring, Stora Torget 3, S753 20,
Uppsala, Sweden. E-mail: sten.ollson@
who-umc.org
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Ways to strengthen Drug
and Therapeutics Committees
in Thai hospitals

[0 ARAYA SriPAIRO, KEN HARVEY

T the 2" International Con-
ference on Improving Use of
Medicines (ICIUM) held in
Thailand in 2004, a number of
papers emphasised the importance of
hospital Drug and Therapeutics Commit-
tees(DTCs). Inaddition, apractical guide
to DTCs, produced by WHO in collabo-
ration with Management Sciences for
Health, wasdistributed to conference par-
ticipants. The practical guide (and papers
presented at ICIUM) noted that while it
wasrelatively easy toset up DTCs, it was
much harder to make them work effec-
tively. Thisisinlinewith our experience.

In Thailand, hospitals under the Of-
fice of the Permanent Secretary, Ministry
of Public Health, were first required to
establish DTCs (called Pharmacy and
Therapeutics Committees) in 1987. At
that time, a Manual of Drug Adminis-
tration and Management outlined the
structure and responsibilities of DTCs.
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Despite policy and structural change in
Thailand’s health system, there is no
mechanism for updating the manual.

In the light of these events, we ex-
plored the functioning of Thai DTCs in
17 hospitals (2 regional, 3 provincial and
12 district). The methodology included
document review, in-depth interviews, a
guestionnaire survey, afocus group, and
participant observation. We found that
meetings mainly focused on drug selec-
tion, and consumption and budget
problems, while members usually played
only a passive role, and subcommittee
reports received little discussion.

A number of barriers that prevented
DTCsfrom functioning better wereiden-
tified. Because DTC Chairpersons were
also Hospital Directors they were very
busy; hence the number of DTC meet-
ings was few. The DTC Secretary was
also very busy, and preparation and min-
utes of meetings suffered. Therewaslack
of clarity with respect to the roles and
responsibilities of DTC members, which

was sometimes compounded by conflict
between doctors and pharmacists about
drug selection and use. Externally, there
was no organization supporting DTC
performance, no recent guidelines on
DTC activities and no educational
programmes to assist DTC members.

Torevitalise and extend the functions
of Thai DTCs in areas such as rational
drug use, we suggest that an updated
DTC manual isneeded. The WHO/MSH
manual “ Drug and Therapeutics Com-
mittees: A Practical Guide” providesan
excellent resource in this regard.

Topics that our research have shown
to be particularly relevant to an updated
Thai manual include:

[l thelist of DTC functions;

[J structural models of DTCs and their
various sub-committees or working
groups;

the drug management cycle;

rational drug use activities;
performance indicators,

ayearly plan of DTC activities,

OoooOod
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A. Sripairo K. Harvey

[] sources of information and organiza-
tionsto assist DTCs.

There will be a need to translate,
shorten and localise these topics to the
Thai situation in order to provide amore
succinct manual aimed at Thai DTC
members.

In addition, the roles of DTCs need
to be included in education programmes
in the universities and colleges that
produce Thai health workers, and a
DTC network is also suggested in order
to share experiences between Thai
DTCs. O

Araya Sripairo and Ken Harvey, La Trobe
University, Australia

E-mail: a.sripairo@latrobe.edu.au

Reference
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Organization; 2003. WHO/EDM/PAR/2004.1.
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Multidrug resistant-tuberculosis:

together we can fight it
The Lilly MDR-TB Partnership

0 PatrizIA CARLEVARO

N many areas of theworld, tuber-
culosis (TB) isre-emerging as a
serious public health threat. TB
hits hardest among the working
age population, therefore al so contribut-
ing to a loss of economic productivity.
Multi-drug resistant tuberculosis (MDR-
TB) isavirulent, mutated type of TB that
ismuch more difficult to treat. Its spread
is often accelerated by HIV infections.
Each year there are about 400,000 new
cases of MDR-TB, although very few of
these are diagnosed and treated.

For the last 50 years Lilly has been
producing two of the essential medi-
cines* for treating MDR-TB:
cycloserine** and capreomycin***,
Until recently the market for these drugs
has been small, with no more than 1000—
2000 patientsreceiving thistreatment per
year. Now, however, with the successful
implementation of the WHO DOTS (di-
rectly-observed treatment short-course)
strategy, the TB community has decided
that the time has come to address MDR-
TB and develop the DOTS-Plus strategy.

In 2000, Médecins Sans Frontiéres
(MSF) (www.msf.ch) and some other
NGOs in the former Soviet Union were
facing a surge in MDR-TB, particularly
in prisons. This posed a serious threat,
due to an increased risk of transmission
in closed areas and the spread of infec-
tion into the community when prisoners
were released. Because of these serious
challenges, Lilly became more engaged
in the development of second-line TB

drug suppliesfor poor countries. During
the same year, Lilly agreed to provide
cycloserine and capreomycin at subsi-
dised prices, if WHO, M SF and other key
partners could ensure that the medicines
were properly used.

With this in mind, the Green Light
Committee (GL C) was born. WHO suc-
cessfully gathered all the key MDR-TB
players and developed a structure
whereby countries could submit project
proposals to the Committee. If they met
certain criteria, they could purchase Lilly
medicinesand all other second-linedrugs
via the MSF procurement process at a
special highly discounted price. From a
few projects in 2000, the GLC has now
reached an approval level of more than
30 projects covering more than 7,000
patients and is expected to reach about
20,000 patients by the end of 2006.

Thiswasjust the beginning of Lilly’s
commitment to tackling MDR-TB.
Cycloserine and capreomycin are
difficult products to manufacture be-
cause of complex chemical synthesis
or fermentation and freeze-drying
processes. Due to these technical com-
plexities, this small market had been
unable to attract generic producers —
despite the fact that there were no
patents on these drugs. Lilly decided to
proactively embark on amajor initiative
that was launched in June 2003. This
US$70 million MDR-TB initiative is a
first of itskind partnership, which brings
together committed NGOs, academia,
international organizations and the
pharmaceutical industry (http://www.

lillymdr-tb.com/).

Covering prevention, treatment and
care of MDR-TB patients, and transfer
of manufacturing technology to develop-
ing countries, this programme can be
considered amodel one. The components
of the Lilly MDR-TB partnership are
outlined below. Apart from the transfer
of technology, all the activities are
implemented directly by partners.

Transfer of technology

The unique aspect of this component
isthat Lilly is transferring the manufac-
turing know-how to produce the active
ingredients and finished dosage forms of
its two off-patent drugs, critical to treat-
ing MDR-TB. Lilly has established a
partnership with state-of-the-art compa-
niesin China(Hisun) and India(Shasun)
to produce these drugs at international
standards, by the end of 2005. The ac-
tive pharmaceutical ingredients (API)
will betransferred to the Lilly partner in
South Africa (Aspen), where the two
medicines will be converted into final
form, consistent with international manu-
facturing and quality standards. Thiswill
result in 250 mg capsules of cycloserine
and 1-gram vials of capreomycin being
available for the treatment of MDR-TB.

Inadditionto capital investmentinthe
plants, Lilly hascommitted up to 10 full-
time staff over a period of four years to
assist and train local staff, and to ensure
long-term success of the manufacturing
partnership. These partners were chosen
because they have the manufacturing
skills, and especially because they were

P. Carlevaro

fully supportive of participating in this
public health battle by committing to
limit their profits. Considering the high
prevalence of MDR-TB in the former
socialist countries, Lilly is currently ac-
tively pursuing opportunities to convert
facilitiesin Russiafor the production of
these drugs as well.

Training staff in manufacturing
and good business practices

One of the concerns of the Lilly
MDR-TB partnership is to ensure the
sustainability of thelocal production and
to nurture a class of skilled and commit-
ted staff. Thanks to a long-standing
relationship, Purdue University, located
close to Lilly Headquarters in the USA,
(http://www.purdue.edu/) has agreed
to develop training courses in Good
Manufacturing Practices (GMPs) and
sound business management for each of
the partner facilities. Lilly expects that
the contribution will prosper well beyond
the production of these two drugs. By
strengthening local skills, Lilly aims to
facilitate the quality production of other
needed drugs and create a viable South-
to-South business.

Increasing our drug supplies
to GLC approved projects

The availability of cycloserine and
capreomycin has always been a chal-
lenge, due to manufacturing complexity.
Lilly hasinvested in its UK plant to in-
crease capreomycin production and
has renewed and doubled, for an addi-
tional two years, its commitment
to supply WHO/GLC approved

Transferring Technology and Increasing Drug Supply
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projects. Countries must apply to
the GLCin order to obtain cyclo-
serine and capreomycin at the
subsidised price of US$0.13 per
capsule of cycloserine and
US$0.98 per vid of capreomycin.
Lilly delivers the products to the
procurement agent in the Nether-
lands, the International
Dispensary Association, whichin
turn distributes the product to
GL C-approved projects.

Training health profession-
als in TB prevention and
management

Lilly haslinked with Partners
in Health (PIH) and Brigham and
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Women’'sHospital, Boston, USA,
(www.pih.org) to create a centre
of excellence for training health
care workersin selected Russian
oblasts (regions). PIH is one of
the pioneer NGOs working in
MDR-TB. Itspilot project in Peru
has given hope to many other
countries that MDR-TB can be
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contained and treated. PIH is also a co-
founder of the GLC. Core activities are
centred in Tomsk, Siberia. Doctors from
several regions participate in the train-
ing provided by PIH, and it is now an
officially certified government course.
The centre was developed in Tomsk asa
result of the many years of PIH experi-
ence in clinical activities supported by
the Open Society Foundation.

Based on my experience when work-
ing at UNICEF, | was very aware of the
key role of nurses and assistant nursesin
the delivery of health care. Sad to say that
often they were not fully appreciated as
key contributors to health care. Having
spoken with the Geneva-based Inter-
national Council of Nurses (ICN) (www.
icn.ch) and explored their interest in
engaging nurses in fighting MDR-TB, |
found them very enthusiastic. In 2004
ICN launched the Nurses' Pocket Guide
for TB and MDR-TB and will deliver
training courses in several parts of the
world; they will also advocate including
TB and MDR-TB modules in nursing
school curricula. The first training of
trainers course has been completed in
South Africa and another will soon be
carried out in the Philippines. ICN —with
more than 12 million nurses around the
world — will play a pivota role in the
delivery of TB and HIV/AIDS services.

Recently we have established part-
nerships with The World Medical
Association and the International Hospi-
tal Federation to develop similar toolsfor
physicians and hospital managers. This
isto ensure that professional working in
the private sector also receivetrainingin
linewithDOTSand DOTSPluspoalicies.

Community support to MDR-TB

The International Federation of
Red Cross and Crescent Societies
(www.ifrc.org) has a long tradition of

working with vulnerable groups in poor
countries. Volunteers will provide psy-
chologica and home supportto MDR-TB
patients to ensure better access to care
and to improve compliance. In addition,
educational programmes have been
developed to improve community aware-
ness of preventive measures and to
reduce stigma. Themodel isbeing piloted
in Kazakhstan and will be replicated in
other regions.

Support for setting up
surveillance systems and an
MDR-TB database

One of the key problems in treating
MDR-TB is poor or a lack of clinical
laboratory and drug susceptibility data.
Despite the recent establishment of the
DOTS-Plus strategy there is a lack of
resources for these tasks. Lilly has pro-
vided a grant to the US Centers for
Disease Control (CDC) Foundation
(www.cdc.gov) to develop a model sur-
veillance database which is undergoing
testing in Russiain a number of MDR-
TB projects. The purpose of this sur-
veillance database, according to WHO
and CDC is to develop model surveil-
lance software that can be applied to other
countries.

Support for technical assistance
to GLC projects in developing
countries

Although the progress made by the
first pilot projects was spectacular and
cure rates were over 70%, to ensure cor-
rect delivery of MDR-TB therapy, more
support is needed to allow WHO and the
GLC staff to share their know-how with
developing countries. In fact, reductions
in the price of second-line TB drugs, the
validation of second-line regimens and
the additional resources now available

through the Global Fund have generated
more requests to the GLC for technical
support in project planning, implemen-
tation and monitoring. Lilly provides
funds to WHO to ensure that countries
in need can receive such technical sup-
port. (http://www.who.int/gtb/policyrd/
DOTSplus.htm).

Increasing workplace
awareness of TB and MDR-TB

The business community can play a
pivotal roleinincreasing TB and MDR-
TB detection, early diagnosis and
treatment. In partnership with The World
Economic Forum (www.weforum.org),
awareness and educational tools are in
development to help employees better
understand prevention components and
to reduce stigma. Workplace health care
staff will also be trained on treatment
options based on national protocols. The
various tools will be tested, first in
India, and then adapted for business
communities in high burden TB
countries.

Lessons learned

Although the partnership isinitsin-
fancy, we can begin to assesswhat we at
Lilly have learned. First, we have been
fortunate to partner with the right
“mates’. From the beginning Lilly could
focus on thetransfer of technology com-
ponent, allowing its competent partners
to deliver the TB health care services.
Partners share information and identify
synergiesin their implementation phases.
We still need to improve overall supply
planning. DOTS-Plusis complex to im-
plement. The MDR-TB therapy is long,
complicated by the combination of dif-
ferent drugs and by individualised
protocols. This increases the difficulties
inforecasting local needs, developing an

Access to insulin in
developing countries

[0 Davib BERAN ON BEHALF OF THE
INTERNATIONAL INSULIN FOUNDATION

HE problemsfaced by peoplewith
Type 1 diabetes are a perfect ex-
ample of the problem of access
to medicines. In many poor coun-
tries, an effective treatment that has been
available in the developed world for al-
most 80 years still fails to reach those
who need it inthedeveloping world. This
is because of problems with the distri-
bution, planning and cost of required
medicines and medical supplies.

L eonard Thompson, a Canadian teen-
ager, was the first person to receive
insulin, in January 1922. Insulin is the
only known treatment for Type 1 diabe-
tes, adiseasethat asyet hasno cure. Type
1 diabetes, also referred to as Insulin
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Dependent Diabetes Mellitus or IDDM,
is caused by an autoimmune processthat
destroys insulin-producing cells in the
pancreas. Diabetesisachronic condition
that affects people of al agesin all areas
of the world. Improper care can lead to
serious health complicationsand in some
cases death.

Over 80 years after the discovery of
insulin, accesstoinsulinisstill problem-
atic in many parts of the developing
world. To address this issue the Interna-
tional Insulin Foundation (I1F) was
established in 2002 by leading academ-
icsand physiciansinthefield of diabetes.
The IIF is a nongovernmental organiza-
tion established to improve sustainable,
affordable and uninterrupted supply of
quality insulin in areas of need for peo-
plewith Type 1 diabetes. The lIF' s view

is that increasing the supply of insulin,
through donations or other means, offers
only temporary relief and that the roots
of the problems need to be identified and
tackled.

In order to achieve this aim, a clear,
locality-specific, analysis of the con-
straintsto insulin accessand diabetes care
isneeded. Thisled thellF to develop the
Rapid Assessment Protocol for Insulin
Access(RAPIA). It was devel oped based
on the principles of Rapid Assessment
Protocols (RAP), which have been used
in assessing infectious diseases, drug
abuse and nutrition, for the purpose of
applying preventive and therapeutic
interventions.

The RAPIA is structured as a multi-
level assessment of different elements
that influencetheaccesstoinsulinand care

*

adequate procurement plan and consist-
ently delivering supplies. Thereisaneed
to strengthen market analysis to engage
more reliable suppliers and distributors
inthisfield.

We are very proud that the GLC has
created more awarenessof MDR-TB and
an environment to successfully treat and
save lives. The GLC reputation is such
that now all MDR-TB projects supported
by the Global Fund will be cleared by
the GLC in order to receive their grant.
We know that everyone can make a dif-
ferenceinthefight against TB. We hope
that the decoding of the TB genome and
other mycobacterium genomeswill bring
new and easier solutions.

Meanwhile, we need to work together
to ensurethat aid to TB continuesto grow
and that developed countries will stick
totheir promises. The estimated need for
addressing TB in the 22 high burden
countriesis over one billion US dollars.
The funding gap is till large but more
and more resources are being devoted to
this deadly disease. It is important that
donors, whileinvesting in TB control, as
in other key diseases, allocate seed
money for technical assistance and for
strengthening the health care system
overal. This is crucia if we want to
meet the Millennium Devel opment Goals
for TB. O

*  Reserve anti-tuberculosis drugs: amikacin,
capreomycin, ciprofloxacin, ethionamide, kanamycin,
ofloxacin, p-aminosalicylic acid, protionamide. (Treat-
ment of Tuberculosis. Guidelines for National
Programmes, WHO/CDS/TB 2003.313).

**  Seromycin™.

*kk Capasatalw.

Patrizia Carlevaro, is Head of International
Aid Unit, Eli Lilly and Company, Air Center,
1214 Vernier, Geneva, Switzerland. E-mail:
CARLEVARO_PATRIZIA@lilly.com

for peoplewith diabetesin agiven coun-

try. It is divided into three components

and 15 specific questionnaires:

= Macro — ministries of health, trade
and finance, private sector, nationa
diabetes association, central medical
store and educators

= Meso — provincia health officers,
hospitals, clinics, health centres, etc.,
pharmacies and drug dispensaries

= Micro — carers (health care workers
and traditional healers) and people
with diabetes.

The aim of each questionnaire is to
get the interviewee's perspective on the
barriersthat a person with Type 1 diabe-
tes faces obtaining insulin and proper
care.

...cont’d on page 28 [
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Access to insulin...
cont’d from pg. 27

The RAPIA provides information in
the following categories:

[J Health service structure and
functioning with regards to procure-
ment of medicines and diabetes
management

[J Diabetespolicieswritten and enacted

[J Reported and observed practice for
Type 1 diabetes management

[ Availability of insulin, syringes and
monitoring equipment

[J Existenceof distribution networksfor
insulin

[0 Insulin supply-related knowledge

and attitudes amongst people with
diabetes and their carers

[J Other problems that hamper the
access to proper insulin and care.

Field experience

In collaboration with the respective
Diabetes Associations and Ministries of
Health the RAPIA waspiloted in Mozam-
bique, thanks to a grant from the World
Diabetes Foundation. It was also imple-
mented in Zambia, with the financial
support of WHO, the Diabetes Founda-
tion and the Barnett & Sylvia Shine No
2 Charitable Trust (UK-based charities).

Local teamsof interviewerswere trained
to work in three distinct economic and
geographic areas of the country.

Findings in Mozambique
and Zambia

Different purchasing policies at the
central level lead to different prices paid
by these two countries for their insulin.
M ozambique purchasesinsulin by inter-
national tender at US$4.50 (€3.95) per
10ml vial of 1001U insulin compared to
US$4.62 (€4.07) in Zambia. Zambiaalso
purchases through national tender at
US$8.00 (€7.02) and US$10.05 (€8.82)
per vial.

Policies exist in both Mozambique
and Zambia by which care for chronic
conditionsissubsidised in part or infull.
However, in practice, patients haveto pay
for their insulin, either becausethispolicy
isnot applied or thereisalack of insulin
at public facilities. In Mozambique the
average price, for a patient, per vial was
US$1.60 (€1.40) in the public sector
compared to US$10.20 (€9.00) in the
private sector. Pricesfor insulinin Zam-
bia were slightly higher with a vial
costing US$2.00 (€1.80) in the public
sector and US$12.80 (€11.20) in the pri-
vate sector. In both countries some
40-50% of patients are estimated to get
at least half of their insulin supplies
through the private sector — which can

consume up to one third of a family’s
income.

Insulin alone is not enough. Syringes
and needles are needed for its delivery.
In both countries syringes were in short
supply and prices varied considerably
between the public and private sector. In
M ozambique patientswere ableto obtain
syringes at public pharmacies at US$0.04
(€0.04) each, but as was often the case,
when these were out-of-stock they had
to pay asmuch asfivetimesthispricein
private pharmacies.

In parallel to the need for insulin and
syringes, patients with Type 1 diabetes
need constant monitoring of their blood
sugar. Testing facilities are therefore
needed for patients, as personal testing
equipment is too expensive for most.
These facilities need supplies of test-
ing strips and other reagents to help
diagnose patients and also for continued
monitoring.

The work carried out by the I1F
showed that the main problem of thedrug
supply system was the consequence of
problemsin quantifying needs at both the
central and peripheral areas. As the
number of patients with Type 1 diabetes
isnot known, supplies are ordered based
on amix of estimates, past consumption
trends and past orders. Thisleads both to
surpluses and to shortages, and also to
erratic distribution of insulin throughout

the country. For example, in Mozam-
bigque 77% of the total insulin ordered
was used in the capital city, Maputo, a
city which accounts for only 11% of the
population. In the end these problems
impact patientsin the most peripheral and
poorest areas of a country.

RAPIA - the larger implications

The RAPIA, besides enabling the lIF
to collect the data presented above, has
raised awareness about the challenges
that people with Type 1 diabetes face in
two devel oping countries. It has acted as
a catalyst around the issues of manage-
ment of diabetes and other chronic
conditions. It has shown that health care
delivery for these conditions — be they
Type 1 diabetes or HIV/AIDS or tuber-
culosis, are complex issues that can be
successfully managed and treated in poor
country settings. A comprehensive and
functioning health care system is neces-
sary, as well as supply of drugs and
monitoring facilities. These components
of acomprehensive infrastructure might
enable people with Type 1 diabetes to
enjoy afull and healthy life. [J

David Beran is the Project Coordinator for
the International Insulin Foundation. For
more information visit: http://www.
access2insulin.org

WHO /UNICEF Technical Briefing Seminar:
increasing understanding of the pharmaceutical
sector in developing countries

HE ninth Technical Briefing
Seminar for International Staff
Active in Pharmaceutical Sup-
port Programmes was held at
WHO in Genevafrom 19-23 Septem-
ber 2005, and was once again very well
received. This annual event is organ-
ized jointly by the Department of
MedicinesPolicy and Standards (PSM)
and the Department of Technical Co-
operation for Essential Drugs and
Traditional Medicine (TCM), in col-
laboration with UNICEF Supply
Division, Copenhagen.

Over five challenging days of pres-
entations and discussions, the 28
participants from 23 countries were
exposed to a wide range of informa-
tion, providing an overview of current
technical issues. Sessions covered
developing national drug policies,
selection of essential medicines,
access to medicines and the impact of

I

globalization and trade agreements.
Other presentations dealt with drug
regulation and quality assurance,
procurement and supply systems, pro-
moting rational use of medicines, and
coordination between international
agencies. The programmeasoincluded
updates on the Globa Fund, the UN
Prequalification Project and the 2005
Meeting of the Expert Committee on
the Selection and Use of Essential
Medicines.

Regional perspectives

Sessions were led by senior staff
members of the WHO Medicines De-
partments and UNICEF staff. This
year’sseminar was greatly enhanced by
joint facilitation by Richard Laing
(PSM), Zafar Mirza (Regional Adviser,
WHO Regional Office for the East-
ern Mediterranean and Jean-Marie

Trapsida (Regional Adviser, WHO
Regional Office for Africa. The inter-
ventions and regional perspectives
provided were greatly appreciated by
the participants.

The seminar isintended for techni-
cal advisersand field staff of WHO, and
of other UN and bilateral agencies, and
governmental and nongovernmental or-
ganizations active in pharmaceutical
and health sector support programmes
in developing countries. It isalso open
to medicines experts working in the
public sector, academic institutions
and civil society organizations. The
seminar hasbecomeincreasingly popu-
lar, and although participants have to
pay their own travel and accommo-
dation expenses it was once again
oversubscribed.

The content of the seminar has
evolved based on participant feed-
back and developments within the

*

pharmaceutical sector. Course eva-
luationistaken very seriously and every
day participants evaluated sessions on
relevance and quality of presentation on
ascales of 1-5 and were aso asked to
provide comments. The session on ra-
tional use of medicines proved the most
popular with participants, and has con-
sistently received high ratingsin recent
years.

At the end of the seminar, an ‘im-
age’ of the specially created seminar
web site (including the PowerPoint
presentations, key readings, etc.) was
burnt on CD-ROM and copies were
provided to all participants. Planning
for the 2006 seminar has already
begun. 0

Further information is available at: http://
mednet2.who.int/tbs/
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Restructuring of WHO’s medicines

depariments in Geneva

HO carries out its work in the
W area of medicines at global,

regional and country levels.

At WHO HQ 2005 brought
changes that mean activities are now
planned and implemented by two new
departments. The Department of Essen-
tial Drugs and Medicines Policy was
restructured to create the Department
of Medicines Policy and Standards
(PSM) and the Department of Techni-
cal Cooperation for Essential Drugsand
Traditional Medicine (TCM). Hans
Hogerzeil was appointed Director of the
former and Malebona Matsoso (see
box) Director, and German Velasquez
Associate Director of the latter. [

H. Hogerzeil

A new face at WHO HQ

Malebona Matsoso is known to many in the medicines world as a staunch supporter of access
and a strong developing country voice. She has just taken the helm of a newly created
medicines department of WHO Technical Cooperation for Essential Drugs and Traditional
Medicine. “Our work will concentrate on countries and what they need to move forward,
particularly on access”, she explained when asked how she saw her new job at WHO. “Of
course you need policy work, and you need some parameters, but ultimately impact can only
be measured by how successful those policies have been for countries and their people.”

Before taking up her post at WHO in March 2005, Ms Matsoso was the Registrar of Medi-

cines at the Medicines Control Council in South Africa and for eight years served as a senior official in the
South African Government. She also served as Secretariat of the Southern African Development Community
(SADC) harmonization initiative and coordinated all medicines registration-related activities for the region.

Ms Matsoso has been in the forefront of drug policy development and implementation in South Africa for a
long time. She has worked in both the public and private sectors as a pharmacist and is a member of various
advisory panels in South Africa and internationally to improve access to antiretrovirals.

WHO Health Technology and Pharmaceuticals Newsletter, Jan.-May 2005.

M. Matsoso

G. Veldsquez

14th WHO Model List of Essential
Medicines published

HE WHO Expert Committee on
the Selection and Use of Essen-
tial Medicines met in Geneva
from 7 — 11 March 2005, with
members noting the careful and timely
presentation of evidence-based applica-
tions for addition, deletion or changesto
the Model List. Early posting of most
documents on the web site together with
the rounds of review and comments prior
to the meeting ensured the transparency
of the process. In addition, an open ses-
sion was held to alow all stakeholders
to comment on issues relating to the
Model List.

T

Significance for public
health policies

The on-going review of the core and
complementary lists, the use of the
“square box” symbol (primarily intended
to indicate similar clinical performance
within a pharmacological class), and
planned reviews of specific sections con-
tinue to make the Model List more
consistent in its advice. The deletion of
many obsolete items and the addition of
more relevant ones have increased the
practical value of the Model List as a
public health tool.

Those medicines with similar clini-
cal performance within a pharma-
cological class are identified and listed
in the web-based WHO Medicines
Library, which now incorporates the
Model List, the WHO Model Formulary,
references to most clinical guidelines
developed by WHO, and links to price
information, nomenclature and informa-
tion on quality and standards.

WHO has published the Expert
Committee’s report (details below),
with thefirst part containing a summary
of the Committee’s considerations and
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justifications for additions and changes
to the Model List, including its recom-
mendations. This section also gives
updates on the Priority Medicines Project
and current activities in the field of ra-
tional use. Thereare a so progressreports
on the review of essential medicines for
reproductive health and of the New Emer-
gency Health Kit. Annexes to the main
report include the revised version of the
WHO Model List of Essential Medicines
and alist of all these items according to
their 5-level Anatomical Therapeutic
Chemical (ATC) classification codes.

The Selection and Use of Essential Medi-
cines. Report of the WHO Expert Committee
2005 (including the 14th Model List of Es-
sential Medicines). WHO Technical Report
Series No.933. Price: Sw.fr.25/US$22.50,
and in developing countries Sw.fr.17.50.
Contact: World Health Organization, Mar-
keting and Dissemination, 1211 Geneva
27, Switzerland, e-mail bookorders
@who.int

A new technical report on
pharmaceutical preparations

This report presents the recommen-
dations of an international group of
experts convened by WHO to consider
matters concerning the quality assurance
of pharmaceuticals and specificationsfor
drug substances and dosage forms. Of
particular relevance to drug regulatory
authorities and pharmaceutical manu-
facturers, this report discusses the
monographs on antiretrovirals proposed
for inclusion in The International Phar-
macopoeia. It aso covers specifications
for radiopharmaceuticals, quality speci-
fications for antituberculosis drugs and
the revision of the monograph on arte-
misinin derivatives, as well as quality
control of reference materials. Good

manufacturing practices (GMP), inspec-
tion, distribution and trade and other
aspects of quality assurance of pharma-
ceuticals, and regulatory issues are dealt
with.

The report is complemented by a
number of annexes. These include an
amendment to GMP: main principles
regarding the requirement for the sam-
pling of starting materials, guidelineson
GMP regarding water for pharmaceuti-
cal use, guidelines on the sampling of

pharmaceutical products and related
materials, and draft guidelines for regis-
tration of fixed-dose combination
medicinal products. (I

WHO Expert Committee on Specifications
for Pharmaceutical Preparations, Thirty-ninth
Report, WHO Technical Report Series, No.
929. Price: Sw.fr.25/US$22.50, and in de-
veloping countries Sw.fr.17.50. Contact:
World Health Organization, Marketing
and Dissemination, 1211 Geneva 27,
Switzerland, e-mail bookorders@who.int

ccorpING to WHO estimates,
80% of the world’s population
rely primarily on traditional
methods of healing, which use
empirical knowledge based on the use of
medicinal plants. In many rural areas of
developing countries there are no alter-
natives to these traditional methods, as
neither the financial means nor the nec-
essary infrastructurearein placeto allow
the use of imported pharmaceuticals.

Pharmaceutical and pharmacological
studies of many of the commonly used
plantshave already been done. Thereare,
however, insufficient data available re-
garding the efficacy and side-effects of
using medicina plants to treat disease,
according to the criteria of evidence-
based medicine. The result is that many
medical practitioners who have been
trained in modern medicine mistrust
the widespread use of traditional plant
remedies in rural areas in developing
countries.

The authors, Markus Mueller and
Ernst Mechler, have undertaken a study
and written the monographs contained
in Medicinal Plantsin Tropical Countries

*

to overcomethis contradiction—common
usage on the one hand and lack of know-
ledge on the other. They present in-
formation and critical analysis of 25
important medicinal plants, chosen from
an initial list of 4776 medicinal plants
which are predominantly used in Africa.
Fifty-four of these plantswere described
in ethno-pharmacological reports from
five or moreAfrican countries, and from
thislist 25 of the most frequently reported
plants were chosen for this collection.
The monographs present a summary of
the often contradictory information on the
use of medicinal plants in traditional
medicine in away that is helpful, in the
firstinstance, to doctors, pharmacistsand
other health practitioners. [

The book is only available for health work-
ers etc. in African countries and can only
be ordered there. The cost of the book is
US$2 plus postage. Please contact: Legacy
Bookshop Nairobi (info@legacybooks.com),
MEDS Nairobi (sahibu@africaonline.co.ke),
JMS Kampala (store@jms.co.ug) or German
Institute for Medical Mission in Tibingen,
Germany (petersen.amh@difaem.de).
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9 countries from the WHO African Region
meet to analyse data from their price surveys

HIRTY-FOUR participants from the
Ministries of Health, WHO and
civil society of nine African
countries met for three days in
Pretoria, South Africa, at the end of Janu-
ary 2005 to review and analyse morethan
twenty-six thousand pieces of price in-
formation collected as part of medicines
prices surveys carried out between April
and December 2004 in the nine countries.
All the surveyswere carried out using the
WHO and Health Action International
methodology: Medicines Prices: a new
approach to measurement.

The countries involved are Ethiopia,
Ghana, Kenya, Mozambique, Nigeria,
South Africa, Tanzania, Ugandaand Zim-
babwe, and the meeting was organized
as part of the WHO/Health Action
International, Regional
Collaboration for Ac-
tion on Essential
Medicinesin Africa
A variety of sectors
were surveyed in
the nine countries
including public ¥
facilities, private ’\
pharmacies, dispensing
doctorsand private clinics/
hospitals.

The Honourable Minister of
Health of the Republic of South Af-
rica, Dr M. E. Tshabalala-Msimang
welcomed participants, emphasising
theimportance of medicine pricessur-
veysto provide evidence on the extent
to which prices are one of the impor-
tant barriersto accessto medicines. She
stressed the need to intensify country
support to make essential medicinesmore
affordable and accessibleto contributeto
the improvement of the health status of
the African population.

Preliminary results were presented
during the workshop. Participantsfurther
cleaned their data and determined how
to best analyse, present, interpret results
and to present and make evidence-based
policy recommendations in an effective
way to stakeholders and policy makers.
It was apparent that reliable dataand evi-
dence on medicine prices are the first
steps to identifying strategies and poli-
cies to lower the widely varying and
unaffordable medicine pricesobservedin
many African countries and to highlight
some of the contributing factors.

Strategic approachesin making medi-
cine prices more affordable were
discussed; these included improving
availability and appropriate use of ge-
neric medicines, providing reliable price
information, the need for continuous
monitoring of procurement and retail
prices, improving efficiency of supply
and distribution systems, regulating
mark-ups and removing import taxes and
levies on essential medicines.

After thismeeting, countriesreturned
home to further clean their data and
finalise national reports with evidence-
based policy recommendations which

T

would then be shared with stakeholders
for comment. All countriesare also plan-
ning how to disseminate the findings
and how the various partners can contrib-
ute to advocacy work to achieve the
recommended change, including policy
changes.

Findings from the
preliminary data and issves
identified by the countries

Some of the findings from analysis
of the preliminary datafrom eight of the
countries were:

Public sector procurement prices

Good prices were obtained overall in
public sector procurement; however there
was generally poor availability in the
public facilities. Five of the six
countriesreported their procure-
ment prices being less than the
international reference price
(MSH 2003).

Private sector prices

Medicine prices
were considerably
higher in the private
sector. The median pa-
tient prices for the lowest
price generic were

v double at dispen-
, Sing doctors com-
* pared to private

pharmacies in 2 coun-
tries.

Prices of innovator and
generic medicines

Prices of innovator brands are con-
siderably higher than the prices of their
lowest priced generic equivalents. In
private pharmacies, innovator brand
medicines were found to be on average
400% more expensive than their lowest
price generic equivalent for a basket of
medicines;, however this varied from
around 200% to almost 700% between
countries (n=8). The level of implemen-
tation of practices of generic prescribing
and dispensing therefore has a major
impact on the proportion of income
that patients have to pay for their
prescription or medicines.

Variationsin prices within
and between countries

There isalack of consistency in the
pricing of medicines within countries:
large price variations for the same brand
or generic entity within and between
sectors; in some countries, thereweresig-
nificant variations in medicine price
between public sector facilities. In one
country prices varied, on average, by
300% for the same innovator brand or
generic entity within the same sector —
for quite a number items this variation
was greater than 1000%.

There are large variations in prices
between countriesfor the same medicine;
the price of innovator brand medicines

varied on average by 220% between
countries, and for the available lowest
price generic, by 217% (n=8).

Preliminary recommenda-
tions identified by the
countries

The following preliminary meeting
recommendations began to beformulated
from the initial analysis of the
results:

Affordability

Medicines were generally unafford-
able for a large proportion of the
population—particularly for chronic dis-
eases. Figure 1illustratesthe affordability
of medicines for a family across the 8
countries; within the family, there is an
asthmatic child with arespiratory infec-
tion, an adult with diabetesand an adult [
with a peptic ulcer.

In county “C”, alowest paid govern-
ment worker would need to work 107
days or 17.3 days for innovator and ge-
neric medicines respectively to pay for a
month'’s treatment and the course of an-
tibiotics. With 7 out of the 8 countries, it
would take (almost) 5 days or more sal-
ary to pay for the medicines. It should be
noted that many family’s incomes are
lower than that of the lowest paid gov-
ernment worker and hence these
medicines are probably unaffordableto [
the magjority of the population in most if
not all of the countries.

The out-of-pocket affordability of
malaria treatments is of critical impor-
tance in malaria-endemic countries. The
affordability of acourse of sulphadoxine-
pyrimethamine tablets was found to be
as little as 0.1 days and as much as 1.3
days salary for the lowest paid govern-
ment worker depending upon whether
the innovator or generic medicine was
prescribed, dispensed and purchased.

The variation between countries in
affordability was 820% for innovator LU
brand and 1400% for the available
lowest priced generic.

[1 Countriesneedto haveapolicy onthe
pricing of medicines which contains
elements of ensuring price transpar-
ency, price control and enforcement.

Price transparency through ongoing
monitoring and publication of pricing
and availability information are im-
portant toolsto reduce price variations
for the same entity, aswell asto moni-
tor the effects of any interventions.

[J Sharing of priceinformation between
countries is an important tool to in-
fluence policy change within a
country aswell asto be able to nego-
tiate better prices— especialy within
economic sub-regions.

Increase consumer awareness and
acceptance of good quality generic
equivalents.

[ Legidlatefor generic substitution and
promote and provide incentives for
generic prescribing and dispensing in
all sectors; stimulate and promotelo-
cal production of generic medicines.

Public sector to focus on initiatives
toimprove availability including bet-
ter quantification and demand-driven
supply systems.

Removal of al taxes and tariffs in-
cluding VAT on medicines, especialy
essential medicines. O

Figure 1
Affordability of medicines for a family for a month: illustrative example

71 days

107 days

* This example family has the followiing medicines requirements every month
— 1 salbutamol inhﬂrer for a child with asthma

— 70ml cotrimoxazole suspention for a child with respiratory tract infection
— 60g libendlamide tablets 5 m? for an adult with diabefes

— 60 rantidine fablets 150 mg for 1 adult with peptic ulcer

8.6

T T
0 10 20 30 40 50 60

No. of days wages for lowest paid government worker to buy T month’s worth of medicines

[ fnovator Brand [ Lowest Price Generic
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Conducting a medicine pricing survey:

31

experience and challenges

00 ZaHEER UD-DIN BABER,
MoHAMED |zHAM MOHAMED IBRAHIM

HE issue of medicine pricing has
aways been of great concern
for developed and developing
countries due to the high costs
incurred in pharmaceutical care. Gen-
eraly, pricing surveys involve many
key players including pharmaceutical
industry, government agencies, the
private health care system and pharma-
cists. Although various stakeholders
recognisethe medicine priceissue, very
few want to reveal the true situation
and address it in a systematic manner.
However, WHO and Health Action
International (HAI) have undertaken
the commendabl e task of developing a
simple and robust methodology which
has addressed some earlier flaws in
pricing surveys.!

Learning about
drug prices

Systematic work on drug pricing
issues in Malaysia is scanty. A pilot
pricing survey was conducted on afew
drugs using the WHO/HAI method-
ology. Thisinformal attempt to obtain
some baseline price dataresulted inthe
discovery of remarkable differencesin
the prices of some drugs when com-
pared with Management Sciences for
Health reference prices.?

The survey was an ongoing project
and more drug prices were surveyed.
The preliminary datawere presentedin
a WHO/HAI conference on medicine
pricesin 2004 in Bangkok.® The work-
shop was useful and informative,
adding greatly to participants know-
ledge. Those attending were encouraged
to submit their research proposals for
the survey intheir respective countries.
We were not very sure how we could
conduct awell-planned and systematic
survey. But we were motivated and
seriougly started thinking of putting
theory into practice.

Undertaking such a survey is be-
yond the scope of an individual, and
requires the commitment of a group of
people. We started contacting people-
consumer associations, academics,
pharmacists, pharmacy and medical
associations and NGOs to contribute
in one way or another. Initially the
response was not very positive. The
negative response may have been due
to the fact that the survey was not seen
asapriority. It took along time to per-
suade the various stakeholders to play
their part in conducting a successful
survey, which could have implications
for policy change.
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In the meantime, a proposal was
submitted to WHO/HAI, and after
minor revisions was accepted. The
project was now supported and en-
dorsed by WHO/HAI. Our institution
assisted in setting up a secretariat for
the survey, with an associate survey
manager appointed who is responsible
for the planning and organization of the
survey. Now our efforts were proving
successful, with the necessary indivi-
duals and organizations consenting to
take part. We have principal and co-
investigators, asurvey manager, and the
back up of an advisory group of aca-
demics, doctors, pharmacists, repre-
sentative of NGOs and an economist.

Recently thefirst meeting of the ad-
visory group was held for discussion
and planning, and the training sessions
for data collectorswere held, using the
WHO/HAI training manual. We have
asoidentified thefacilitiesfromwhich
datawill be collected, and now we are
moving forward on data collection.

Lessons learnt

Thelessons learnt during this proc-
esswereinteresting and may be helpful
for those who want to start asurvey. To
conduct a medicine pricing survey is
not an easy task and it requires a great
dea of time, effort and commitment.
It also requires good administrative,
investigative and analytical abili-
ties with excellent networking skills.
Project leaders can pave the way by

forming an advisory group of like-
minded people working on medicine
access issues. The formation of such a
group is challenging, and to integrate
and convince various stakeholders and
involve them in mainstream work is a
difficult task.

Ministries of health in respective
countries have their own way of work-
ing and thishasimplicationsfor survey
findings. NGOs working on access is-
sues havetheir owninterests, i.e., some
on consumer issues, others focusing
their work on patents. The pharmaceu-
tical industry and othersin the business
community are very sceptical about
these surveys and think of the poten-
tial adverse effects they may have on
business. Medical and pharmacy asso-
ciations usually safeguard the interests
of their own community so making an
independent survey difficult. Merely an
endorsement from WHO may not be
enough to convince stakeholders to
cooperate. A dialogue between minis-
tries of health, consumer groups, HAI
and WHO isrequired. Effective lobby-
ing will make the task of the survey
manager much easier.

The survey methodology is very
systematic, and takestime and effort to
learn. Investigators must make an ef-
fort to explain to al the stakeholders
what the survey involves. What iswrit-
ten in the medicine pricing manual
seemsvery clear but putting it into prac-
ticeisareally challenging task.

Theinvolvement and background of

= s

M. Ibrahim

Z. Baber

the principal investigator also matters.
A principa investigator must be well
versed on the pharmaceutical pricing
situation and havefirst hand knowledge
of the field. However, we believe a
medicine pricing survey may be a
worthwhile and comparatively minor
effort if the price situation is clearly
understood, and can lead to the formu-
lation of a pricing policy. The policy
can then have a positive influence on
the health expenditure in developing
countries. [J

Zaheer Ud-Din Baber is a lecturer in the
School of Pharmacy, University College
Sedaya International, 56100 Kuala Lumpur,
Malaysia, and Mohamed Izham Mohamed
Ibrahim is Associate Professor in the School
of Pharmaceutical Sciences, Universiti Sains,
Malaysia, 11800 Penang, Malaysia.
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Editor’'s comment

The article above discusses planning a medicine price survey
in Malaysia, but the team has since conducted their survey
and produced a very comprehensive report, looking at price,
availability, affordability and price components. The survey
covered the public sector and two areas of the private sector
(private pharmacies and dispensing doctors).

Among the main findings were:

[ Public sector prices were reasonable (generally 2.4 times
the reference prices for innovator brands, and for differ-
ent generics between 1.56 and 1.09 times the reference

prices.

[ Private sector prices: in both the private pharmacies and
the dispensing doctors the innovator brands were 15-16
times reference prices and the generics were about 6.5 to

7.5 times reference prices.

[ Availability of the surveyed products was generally fairly
low, though it appeared that dispensing doctors were more

likely to have generics available.

[ Affordability was a problem, with many people having to
pay the equivalent of 2-7 days’ wages for a course of

therapy.

for atenolol.

Some key findings concerned the price components of atenolol,
omeprazole and losartan. What they show is that for public
procurement the base price (manufacturers’ sale price and
CIF (cargo insurance, freight)) components amount to between
69 and 81% with the total mark ups ranging from 26 to 46%

For the private pharmacies the base price only amounts to
between 40 and 56% of the final price with mark ups amount-

ing to 150% for generic and 80% for innovator atenolol. The
situation in the dispensing doctor sector is even more striking,
with the base price of generic atenolol being only 30%, and

43% for the innovator brand, of the total price. The combined

mark ups are 234% for the generic and 129% for the innova-
tor brand. The final price of the generic version is still less than
the innovator brand but the profit margin is substantial.

The study shows that in an unregulated market such as Ma-

laysia, the mark up on generics is much greater than for the
innovator brands and that the final cost paid by the consumer

may be two or three times the base price. In these circum-

stances reducing the base price without controlling mark ups
may only increase the profits for the wholesalers, retailers
and particularly the dispensing doctors.
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each item.

The Department of Medicines Policy and standards
cannot supply the publications reviewed on these
pages unless stated otherwise.

Please write to the address given at the end of

How to Investigate the Use of Medicines by Consumers, A. Hardon,
C. Hodgkin, D. Fresle. World Health Organization, University of
Amsterdam, KIT Royal Tropical Institute, the Netherlands, 2004

This manual is a practical guide to the
use of research methods for investigating
medicines use by consumers, particularly
those in developing countries, in order to
identify problems, designinter-
ventions and measure changes.
It will help health workers,
policy-makers, administrators,
researchers, educationalists,
medical and pharmacy stu-
dents, and many others to go
beyond the individual and to
study the community as a fo-
cus. By understanding why
people take medicines as they
do, it is possible to design in-
terventionsthat are sensitiveto
the particular beliefs, practices
and needs of their community.

Topics covered include the reasons for
studying medicines use by consumers, what
influences consumer choice, and how to
prioritize and analyse community medicines
use problems. There are chapters on sampling
and data analysis, and the manual con-
cludes by looking at the important issues of
monitoring and evaluating interventions.

The publication is an update of the
manual developed by WHO, How to
Investigate Drug Use in Communities —
Guidelines for Social Science Research. It
aso builds on session notes developed for

the international training course, Promoting
Rational Drug Usein the Community, jointly
organized by WHO and the University of
Amsterdam.

Readers are encouraged to
“learn by doing”. Health work-
ers are trained to diagnose and
treat individual patients. The
manual aims to help health
workers and many others to go
beyond the individual and to
study the community asafocus.

Although resources and the
capacity to do studies are
limited in many settings, it is
hoped that this book will
encourage readers to undertake
research on medicines use
pratices, if only onasmall scale,
and to report the results. The editor of the
Monitor is keen to receive such reports with
aview to publication.

Available, free of charge, from: World Health
Organization, Department of Medicines
Policy and Standards, 1211 Geneva 27, Swit-
zerland. Also at: http://www.who.int/
medi cines/publications/en

National Policy on Traditional Medicine and Regulation of Herbal Medi-
cines: Report of a WHO global survey. World Health Organization, 2005

Various types of traditional medicine (TM) and medical practices referred to as comple-
mentary or alternative medicine (CAM), areincreasingly used in both devel oping and devel oped
countries. One of the major components of the WHO Traditional Medicine Strategy is to
promote the integration of TM and CAM into national health care systemswhere appropriate.
Development of national policy and regulations are an essential indicator of the level of inte-
gration of such medicine within a national health care system.

The use of medicinal plants is the most common form of traditional medication world-
wide. Regulation of herbal medicinesis akey means of ensuring safety, efficacy and quality
of herbal medicinal products. WHO has been receiving an increasing number of requestsfrom
governments for guidance on how to regulate herbal medicines.

During the last four years, many countries have established, or initiated the process of

establishing national regulations regarding herbal medicines. WHO has been conducting a

global survey on national policy on traditional medicine and on the regulation of herbal

medicines; aiming to:

O Collect updated and comprehensive information on TM/CAM policies and regulation of

herbal medicines.

O Clarify the current situation, in each country, on the TM/CAM national policies and regu-
lation of herbal medicines, and their major challenges on these particular area.

0 Identify the specific needs on capacity building for TM/CAM policy development includ-
ing establishment of regulations on herbal medicines, and the type of direct support WHO

should provide to Member States.

O Monitor the impact of the WHO Strategy for Traditional Medicine in relation to present
national policy and regulation on TM/CAM/herbal medicines.

WHO received completed survey returns from 141 countries. The raw data of the survey
results were fed into a database specifically designed for this project, to create basic country
profiles. This document provides a summary of the results of the WHO global survey with

information from 141 Member States.

The baseline information gathered is the first of its kind, and will be valuable not only to
help countries compare and learn from each other’s experiencesin strengthening their current
TM/CAM system, but also for guiding WHO on its support to Member States.

Available, free of charge, from: World Health Organization, Department of Medicines
Policy and Standards, 1211 Geneva 27, Switzerland. Also at: http://www.who.int/

medicines/publications/en

International Nonproprietary Names (INN) for Pharmaceutical
Substances CD-ROM List 1-91 of Proposed INN and List 1-52 of
Recommended INN. Cumulative List 11. World Health Organization,

2004

The aim of the INN System has been to

provide health professionals with a
unique and universally available designated
name to identify each pharmaceutical sub-
stance. The existence of an international
nomenclature for pharmaceutical substances,
intheform of INN, isimportant for the clear
identification, safe prescription and dispens-
ing of medicines to patients, and for
communication and exchange of information
among health professionals and scientists
worldwide.

This 11th Cumulative List CD-ROM is
intended as a reference source for national
drug regulatory authorities, the pharmaceu-
tical industry and health professionals. It
supersedes thelOth list published in 2001. It
containsover 7633 INNsfor individual phar-
maceutical substances, including about 455
new names proposed since the previous Cu-
mulative List was prepared. It isproducedin
a multilingual format: English and French
introductory texts, together with alisting of

INNs in Latin, English, French, Russian,
Spanish, Arabic and Chinese.

The CD-ROM alsoincludesreferencesto
other generic names, such as national non-
proprietary names and names used by the
International Organization of Standardiza-
tion, pharmacopoeial monographs, the List
of Narcotic Drugs under International Con-
trol, and other sources. Indexes of molecular
formulae and of Chemical Abstracts Services
registry numbers are also included.

Internet access to International Nonpro-
prietary Names (INN) for Pharmaceutical
Substances Regular updates of published pro-
posed and recommended INNs Information
on Proposed and Recommended | nternational
Nonproprietary Names (INNs) can aso be
consulted on the following website: http://
www.who.int/medicines/services/inn/en/
index.html
Available from: Marketing and Dissemina-
tion, WHO, Geneva, Switzerland. E-mail:
bookorders@who.int
Price: Sw.fr.350.00/US$315.00, and in
developing countries Sw. fr.100.00.

Antimicrobial Resistance Surveillance and Containment CD-ROM,

World Health Organization, 2005

This CD-ROM contains the WHO Global Strategy on Containment of Antimicrobial Re-
sistance, as well as a wealth of information relating to the Strategy. Topics covered include
antimicrobial resistance surveillance, assessment tools, antibiotic use, hospital infection con-
trol and antimicrobial resistance in farm animals. All the documents arein English, with some

aso in French, Spanish or Russian.

Available, free of charge, from World Health Organization, Department of Medicines Policy
and Sandards, 1211 Geneva 27, Switzerland. E-mail: edmdoccentre@who.int

For further information see: http://www.who.int/drugresistance

The WHO Medicines Bookshelf CD-ROM Version 4

This contains a selection of over 350
medicines-related publications, in English,
French and Spanish, taken primarily from
WHO information materialsand covering the
entire field of interest of WHO medicines
work, including accessto essential medicines,
rational use of medicines, national medi-
cines policy, quality and safety issues, and
traditional medicine.

Core publications from other sources are
asoincluded onthe CD-ROM, with the kind
permission of the organizations concerned.

The Bookshelf links to the Essential Medi-
cines Library, which contains the WHO
Model Formulary and provideslinksto WHO
clinical guidelines and United Nations price
information resources, among many others.

The Bookshelf is available free of charge:
World Health Organization, Department
of Medicines Policy and Standards, 1211 Ge-
neva 27, Switzerland. E-mail: edmdoccentre

@who.int

Determining the Patent Status of Essential Medicines in Developing
Countries. World Health Organization, Health Economics and Drugs

Series No. 17, 2004

Now that the Doha Declaration has con-
firmed the inherent flexibility within the
Agreement on Trade-Related Aspects of In-
tellectual Property Rights (TRIPS) that allows
governmentsto take measuresto protect pub-
lic health, it is up to governments to ensure
that patents do not constitute a barrier to ac-
cessto medicines. Therearearange of policy
options for countries, depending on the par-
ticular circumstances and needs. However, a
crucia factor to ensure effective decision-
making in suchissuesmust bethe availability
of accurate and up-to-date information about
the patent status of essential medicines. The
question of whether or not amedicineis un-
der patent protection is clearly of great
importance for drug procurement decisions.
Unfortunately, such informationisnot aways
easily accessible or available in an easily
understood form.

*

In 2000, WHO and UNAIDSjointly pub-
lished a report, Patent Situation of HIV/
AIDS-Related Drugs in 80 Countries. The
aim of the report wasto assessthe patent situ-
ation of HIV/AIDS-related medicines in
countriesfor which datawas available. Since
the report’s publication, a number of new
medicines have become vital inthetreatment
of HIV/AIDS, as well asthe treatment of op-
portunistic infections. The information
included in thisreport, which is largely pre-
sented in the form of a patent table is an
attempt to update the previous work.

Available, free of charge, from: World Health
Organization, Department of Medicines
Policy and Standards, 1211 Geneva 27, Swit-
zerland. Also at: http://www.who.int/
medi cines/publications/en
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Adherence to long-term therapies. Evidence for action. World Health
Organization, 2003

O Jennie CoNNOR

Huge investments are made in the
development and testing of pharma-
ceuticals and in training health care
providers to use them appropriately.
However, the therapeutic effectiveness
of long-term medications is compro-
mised by poor adherence, resulting in
preventable morbidity, poor cost-
effectiveness and antimicrobial resist-
ance. Improving adherenceistherefore
akey component of improving control
of both communicable and non-
communicabl e diseases worldwide.
The report, Adherenceto long-term
therapies— Evidencefor action, makes
two very important contributionsto this
effort. First, it gatherstogether evidence
and expert opinion on determinants of
adherence to long-term medications,
both in relation to general principles
and more specifically to nine major
chronic conditions. Second, it promotes
a systems approach to understanding
adherence and to improving it. The ad-
herence of a patient to his medication
is conceptualised as the result of five
interacting dimensions: social and
economic factors, therapy-related
factors, patient-related factors, con-
dition-related factors and health
systems/health care team factors. This

framework acknowledgesthat the com-
monly encountered adherence rates of
around 50% are not simply determined
by the failings of individuals, and that
this must shape our response.
Despitethewider theoretical frame-
work, much of the report isfocused on
physician-patient relationships in de-
veloped countries, as thisis where the
available research has been conducted.
So although the disproportionate bur-
den of disease in poor populations is

AOHEREWCE TO LONG TERW THEHAFIES
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acknowledged, the difficult conditions
under which good adherence to multi-
drug regimens must be promoted for
much of the world’s population are not
really discussed. Successive chapters
on adherence in nine important con-
ditions reiterate common themes and
outline disease-specific issues, but
the possibility of different approaches
for resource-poor settings is only
touched on.

Evidencefor effectiveinterventions
is sparse and research in high-income
countries indicates that even complex
and tailored individual approaches usu-
aly result in only small improvements
in adherence. Even less research has
been conducted in resource-poor envi-
ronments, but for these settings useful
interventions will need to be simple,
systematic and, wherever possible, pas-
sive. They are therefore more likely to
be population-based interventions,
rather than individual ones. An exam-
pleistheuse of fixed-dose combination
(FDC) pillsand ssimplified dosage regi-
mens as a component of treatment
strategies for HIV/AIDS, TB and ma-
laria. The clinical experts contributing
tothisreport consistently identified too
many pills and complex regimens as
barriers to adherence. The FDC strat-
egy aims to reduce the size of the task

the patient faces, and
has stimulated dis-
cussion about other
aspects of health sys-
tems that could be
modified to make ad-
herence easier.

This report pro-
vides an important
summary of adherence research and a
useful way to conceptualise thisimpor-
tant problem. Our improved under-
standing of the barriers to adherence
resulting from thiswork isagood start-
ing point for action, and | hope it
will inform the development of both
practical guidelines and new research.

J. Connor

Jennie Connor is an epidemiologist, in the
School of Population Health, University of
Auckland, New Zealand.

Copies of Adherence to Long-term Therapies
are available from World Health Organi-
zation, WHO Press, 1211 Geneva 27,
Switzerland. E-mail: bookorders@who.int
Price: Sw.fr.30/US$27, and in developing
countries, Sw.fr.15.00.

Also available at: http://www.who.int/
medicines/publications/en/

Medicines out of control? Antidepressants and the conspiracy of
goodwill. Charles Medawar, Anita Hardon. Aksant Medical Publishers,

2004

O Jm SaBIN

Miedicines out of control? tells the
story of how public agencies and the
medical profession have responded to
emerging awareness of the potential for
Selective Serotonin Reuptake | nhibitor
(SSRI) antidepressantsto cause disturb-
ing withdrawal symptoms and trigger
suicidal impulses. The primary focusis
on the UK, but the authors put UK ex-
perience into a broad historical and
cultural context. Charles Medawar, a
specialist in pharmaceutical policy,
drug safety, and corporate accounta-
bility, is Executive Director of So-
cial Audit in the UK (http://www.
socialaudit.org.uk). AnitaHardon, Pro-
fessor of Anthropology of Care and
Health at the University of Amsterdam,
the Netherlands, haswritten and taught
widely about use of medications in
Asia, Africaand Europe.

Readerswill either lovethisremark-
able work or fume at it. Few will be
neutral. This is the authors’ intention.

Issue No. 34, 2005

In the preface they tell usthat the book
is being “offered for peer-review and
consultation, and is meant to promote
comment and debate.” They invite
feedback to help them prepare what
they envision as a revised, popular
edition sometime after 2004.

| identified five primary themesin
the 11 highly readable chapters:

[J Althoughthetitle—* Medicines out
of Control?” — has a question mark
after it, theauthors' answer isclearly
“yes,” and they use the SSRI story
to argue that governmental regula-
tion in the UK does not provide
adequate control or accountability.

(] The authors use the term “con-
spiracy of goodwill” as a label for
what they see as a historical ten-
dency to turn to medications as
the solution for mental distress.
In a chapter titled “Sedative hell”
they contend that the cycle of un-
bridled optimism followed by
disillusionment that occurred with

opiates, cocaine and barbituratesis
happening again with antidepres-
sants.

[J The authors central assertion is
that the drug oversight process is
undermined by commerce (the phar-
maceutical industry) and culture
(the conspiracy of goodwill), with
the most notabl e shortcoming being
failureto collect, respect and apply
narrative evidence from users of
medi cations.

[J The authors believe that the quest
for “blockbuster” drugs for what
they see as “routine life manage-
ment” sgueezes out attention to
essential medications. In this way
they link their argument about
failures of accountability in the
developed world to failures of
access in the developing world.

[ Finally, the authors delineate
what they call the“crisis’ of SSRIs,
focusing on discontinuation or

*

withdrawal symp-
toms and the
possible trigger-
ing of suicidality.
In their view this
“crisis” ranks at
the same level as
thalidomide!

Medicinesout of control ? ultimately
sees robust democracy — transparency,
readinessto listen to and learn from the
experience of individual usersof drugs,
and public accountability — as the anti-
doteto highly distorted pharmaceutical
practices. Readers interested in public
valuesand policiesregarding medicines
in developed countries should take up
theauthors' invitationtojoinadialogue
on creating a healthier healthcare
system.

Jim Sabin is Clinical Professor of Psychia-
try, Harvard Pilgrim Health Care, Boston
USA. Available from: HAI-Europe, Jacob von
Lennepkade 334-T, 1053 NJ Amsterdam,
the Netherlands. Fax: +31-206855002.

Price: Euro27.50 + shipping
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Recent Ph.D theses from Scandinavia

[0 RicHARD LAING

Oneof the pleasures of working at WHO
is receiving materials from all over the
world. | have recently read six Ph.D re-
ports from Scandinavian universities. In
most cases, Goran Tomson from the Di-
vision of International Health (IHCAR)
at the Karolinska I nstitute in Stockholm,
Sweden, has been one of the supervisors.
The students are from Asia, Africa and
Europe and have all undertaken research
related to pharmaceutical use or policy.
These theses are made up of a series of
papers, some aready published before
and some after submission, witharelatively
short and easy to read summary. They are
bound in paperback style and often con-
tain photos and easily understood tables.

The first study is by Lamphone
Syhakhang from Lao People’s Demo-
cratic Republic,® who examined both
private pharmacies and public pharma-
ciesin Laos, and measured the effect of
aregulatory intervention in private phar-
macies. The study used qualitative and
quantitative methods and included anin-
tervention with inspections, information,
distribution of regulation documents to
drug sellersand sanctions. Themain find-
ings of the study were that most private
pharmacies were managed by non-
pharmacists, and the quality of practices
was low, with no significant difference
between public and private pharmacies.
Essential drugs and essential materials
were significantly more availablein pri-
vate than in public pharmacies. More
antibioticsand injections were dispensed
in public pharmacies. After 18 months
of regulatory intervention, the pharma-
cies in the active intervention districts
showed improvements. The major con-
clusion of the study was that the quality
of private pharmacies was low and in-
cluded the dispensing of a high propor-
tion of substandard drugs. It was however
possible to improve the practice of
private pharmacies including the pro-
vision of better quality drugs through
regulatory interventions.

Thethesisby Chuc, Nguyen Thi Kim
described the quality of private pharmacy
practice and assesses the effects of anin-
tervention package on knowledge and
practice of private pharmacy staff in Ha-
noi, Viet Nam.2 The study involved acase
study and a randomised controlled trial.
For the case study, two private pharma-
cies were studied intensively using
avariety of methods. Sixty-eight private
pharmacies participated in the inter-
vention study. A Simulated Client
Method (* mystery patients’) was used to
assess practice and interviewswere used
to assessknowledge. Threeinterventions
were applied sequentially: regulatory
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enforcement, education and peer influence.

Themajor resultsfrom the case study
showed that less than 1% of customers
camewith prescriptions. Antibioticswere
sold to 17% of clients and 90% were
broad spectrum. According to pharmacy
staff, antibiotics gave them the best
financial benefit.

The intervention package resulted in
improved knowledge and practice of phar-
mecy staff in theintervention pharmacies.
This study shows that it is possible to
improve the knowledge and practice of
pharmacy staff with a multi-component
intervention. It also shows that if phar-
macy staff get appropriate support
to fulfil their public health role, more
rational provision of drugs may follow.

The next thesis by Kristina Jonsson
studied the evolution of National Drug
Policies in Viet Nam and Laos.® This
study examinesfromapolitical scientist’s
perspective how foreign ideas are trans-
lated into national policies elsewhere,
and the different influences which deter-
mine how well the policy is actually
implemented.
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Mattias Larsson wrote athesiswhich
aimed to assessdrug provision inthe pub-
lic and private sectors, antibiotic use and
resistance in the community, as well as
the effect of an intervention package
aimed at improving case management in
private pharmaciesin Viet Nam.* He as-
sessed drug utilization using prescription
and medical record reviews and inter-
views with doctors. Community anti-
biotic use and bacteria resistance were
assessed among children using a ques-
tionnaire and laboratory tests. The same
randomised control trial as described by
Chuc assessed the effect of an interven-
tion package on case management of
childhood acute respiratory infection,
male sexually transmitted diseases and
dispensing of prescription-only drugsin
private pharmacies in Hanoi. The main
findings of the study were that essential
drugswere availablein remote areas, the
average number of drugs per prescription
was high, and injections were common.
Of the pharmacy staff, 20% stated that
they would dispense antibiotics for a
child with cough, in practice 83% of the
pharmaciesdid. Fifty-three percent stated
that they would ask the patient questions
related to breathing, in practice 10% did;
eighty-one percent stated that antibiotics
are not effectivein short courses, in prac-
tice 47% dispensed for courses of less
than five days. Compliance with pre-
scription regulation was weak. The
intervention pharmacies improved sig-
nificantly compared to the control phar-
macies. The study’s major conclusion

was that promoting Good Pharmacy
Practice standards to improve case man-
agement in private pharmacies is likely
to have amajor public health impact.
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The next thesis by John Chalker, rep-
resents a saga over time and place.® The
first study in Nepal occurred in 1990 and
1991 and evaluated the effect of a drug
supply scheme. The remaining interven-
tion studies occurred in Viet Nam and
Thailand. He replicated the Viet Nam
study described by Chuc and others in
Bangkok, and compared the effect of su-
pervision and incentives on antibiotic
prescribinginrura Viet Nam. Of particu-
lar interest was the fact that while the
three-phase intervention in Hanoi was
successful, the same intervention in
Bangkok failed to change practices. The
main conclusion was that the effect of
any intervention is dependent on the
context.

g e e o
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Public Health in Private Hands by
Knut Lonnréth is a study of private and
public tuberculosis (TB) care in Ho Chi
Minh City, Viet Nam. The study exam-
ined the attitudes towards public and
private TB care among physicians and
patients using qualitative methods. Cross
sectional surveys of patients receiving
care in both sectors were combined with
another cross sectional survey of private
pharmacies. Finaly, the quality of care
and treatment outcomes were assessed in
a cohort study. The results of the study
showed that while patients perceived
that private providers provided better
quality care, thereality wasthat the pub-
lic providers used better diagnostic

*

procedures and case management and
had substantially better outcomes.

These results are similar to those re-
ported by Uplekar from India.” The
implication of this study is that where
private doctorsdo treat TB the National
TB Programme needs to focus efforts
on improving the quality of carein this
sector.

Thefinal thesis, by Stephen Nsimba,
looked at the effect of changing policies
on malaria treatment in the United Re-
public of Tanzania.® Thethesiscombined
qudlitative studies of mothers' knowledge
and practices, household and facility sur-
veys, analysis of different chloroquine
formulations in the market and examin-
ing capillary bloods of children coming
for treatment. Two interesting findings
from thefacility surveyswerethat while
71% of children were diagnosed with ma-
laria, only 38% had detectable malaria
parasites. Ninety-seven percent of all the
children had detectable chloroquine
blood levelsprior to the consultation. The
key conclusion of the thesis was that
when policy changesareplannedin ma-
laria treatment both households and
facilities need to be targeted with infor-
mation to support the policy change.
This conclusion becomes particularly
important with the shift towards
artemisinin-containing antimalarials.

These different theses represent an
impressive body of work, encouraged by
theDivision of International Health at the
Karolinska Institute. They are important
because they represent major advances
in knowledge that occurred in countries
where improving drug use whether for
tuberculosis, malaria or other conditions
iscritically important. We can only hope
that the next few years produces similar
such excellent theses.
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PUBLISHED LATELY

WHO’s update on the world medicines situation

[0 ANDREW CREESE

patterns of utilization and the challenges

of medicines regulation. Numerous dif-

A recent WHO publication provides
the Organization’s first overview of the
world medicines situation since 1988
when The World Drug Situation ap-
peared. The World Medicines Stuation
aims to provide an accessible source of
information on the pharmaceutical situ-

ferent sources of dataare used. A 32-page
annex of statistics isincluded.

The main messages of the report are
well illustrated with the growth of the
HIV/AIDS pandemic in the last two
decades. They include:

[J Thecontinuing hugeimbalanceinre-

ation at global and national levels. The
target readers are researchers, academ-
ics and analysts concerned with
medicines and public health.

The book assembles the available
evidence regarding the production and
consumption of medicines, and a range
of issues in national medicines policies,
including the level of people’s access,

sources for, and access to, medicines
between the better off and the poorer
people of the world. An estimated
2 hillion people—athird of theworld's
population — still lack access to the
medicines they need. High income
countries spend on average 100 times
more on medicines per capita than
low income countries, about US$400
compared to about US$4.

Tha Warkd Medicims Siluslion

[0 CHARLESALLOTEY

[J The widespread underused
potential of generic medicines
of good quality.

[J The growing public aware-
ness of the need for action to
improve accessand utilization
patterns, yet this is against
a background of a growing
role for private spending on
medicines.

[1 Asthe HIV/AIDS epidemic,
and the existence of emerging
as well as continuing ne-
glected diseases illustrates,
the following are important:

* Innovation

* Prices

e Medicines financing, par-
ticularly through prepay-
ment or insurance

e The capacity of health sys-
tems to ensure timely and
widespread availability of
the right medicines at the
right timeto peoplein need.

Over 15% of global health spend-
ing isfor medicines.

The report has nine main chapters.

Some of the main points are that:

O

Medicines production grew faster
than the global economy overall from
1985 to 1999, and became more con-
centrated in this period. Just five
countries account for two thirds of
total production in value terms, 10
companies account for half of the
total, and 10 best selling products
account for 13% of the value of the
global market. Almost all production
(by value) occursin the high income
countries.

Estimated private sector research and
development spending on medicines
accounts for over 40% of all global
health-related R&D. Theprivate share
of health R& D appearsto have grown
in major spending countries recently.
Though international trade in medi-
cines is dominated by a small group
of high income countries, India and
Chinahaverecently joined thetop 10
global net exporters (exports minus
imports). The USA remainsthe biggest
net importing country.

The share of originator brandsversus
other (mainly generic) medicines in
total sales was large and growing in
high income countries between 1990
and 2000. Private spending on medi-
cinesgrew faster than public spending
in the same period.

Access to medicines generally fol-
lows a gradient similar to that of
countries' income levels: the higher
the income, the better the access.
There has been substantial growthin
the number of countries developing
national medicinespolicies, fromonly

Guidelines for the storage of essential medicines and other health
commodities. Deliver, in collaboration with WHO and UNICEF, 2004

eightin1985to 159
in 1999. Similar
growth rates in the
development of
treatment guide-
lines and formu-
laries are found.

However, a mgjor- A Cresse

ity of countries

(60%) report having not yet deve-

loped implementation plans to

support these policies.
[J Major challenges persist in using
medicines rationaly.

 Half of all medicines are estimated
to be inappropriately prescribed,
dispensed or sold, and half of all
patients fail to take their medicine
properly.

 Twothirds of antibiotic sales occur
without prescription.

» Adverse drug events rank among
the top 10 causes of death in the
USA and cost $130 billion each
year.

» Growing resistanceto antimicrobial
medicines results largely from
inappropriate prescribing and use.

[0 Thechallenge of medicinesregulation
remains pervasive: fewer than one
in six WHO Member States have
well-developed drug regulation.

The informal sector, which many

people rely on in poor countries, is

commonly neglected by regulatory
bodies.

Mr Andrew Creese is a health economist
and an author of the publication.

Copies of the World Medicines Situation are
available, free of charge, from: World
Health Organization, Department of Medi-
cines Policy and Standards, 1211 Geneva
27, Switzerland.

A number of essential drug supply organizations, health
facilitiesand health commodities distribution centres, par-
ticularly inAfrica, fail to recognizethevital link between
proper storage and maintenance of products quality.
More often than not, these facilities do not have planned
storage facilities and basic procedures which ensure the
security, safety, and maintenance of quality. One reason
for thisisthe lack of concise, easy to read and self ex-
planatory materials which could serve as practical
references for those managing or involved in setting up
storage rooms or warehouses for essential medicines.

It is therefore timely that this useful and attractive
pocket-size practical reference book has been published.
The book outlines most of the important issues to con-
sider inthe storage of essential medicinesand other health
commodities. It contains written directions and clear
illustrations on the following:

[J Thedesign and construction of the storage facility or
medical store

[ Receiving, arranging and tracking commodities

[ Special storage conditions

[1 Maintenance of product qualities
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Guidelines for the Sto

of Essential Medicines

and Other Health Commaodities
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[1 Waste management and disposal
methods.

It givesessential resourcesand con-
tacts of organizations offering general
warehouse equipment such as cold
chain, firefighting, forklifts, palletsand
pallet racks. It also provides sample
forms for basic record keeping which
could be adapted to any storage facil-
ity in any type of environment.

Theclarity and simplicity of the guideline makethem
ideal for use by all categories of staff involved in com-
modity storage and supply. This guideline should as far
as possible be made available to all facilities in sub-
Saharan Africa involved in the storage of essential
medicines and other health commodities.

C. Allotey

Mr Charles Allotey, pharmacist, Catholic Pharmaceutical
Service, Accra, Ghana.

Available in English and French, free of charge from: De-
partment of Medicines Policy and Standards, WHO, 1211
Geneva 27, Switzerland.
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Experiences with insurance

M. Valera

coverage of medicines in the
Philippines

[0 MaAbpEeLEINE R. VALERA

HE Philippine Health Insurance
Corporation (PhilHealth/PHIC)
aims to provide al 80 million
Filipinos access to health serv-
icesin 15 years. Itsvision isto ensure
sustainable, affordable, and progressive
social health insurance which ensures
thedelivery of accessible quality health
care for al Filipinos. PhilHedth as a
financial intermediary should continu-
ously evolve a sustainable National
Health Insurance Programme (NHIP)
that shall:

[J lead towards universal coverage;

[l ensure better benefits for its mem-
bers at affordable premiums;

[] establish close coordination with its
clientsthrough astrong partnership
with al stakeholders;

[J provide effective internal informa-
tion and management systems to
influence the delivery of quality
health care services.

At the heart of the NHIP isthe spirit
of socia solidarity —wheretherich will
subsidise the poor, the healthy will as-
sist the sick and the employed help the
unemployed. The state policy is to
adopt an integrated and comprehensive
approach to health development that
would make essential goods, health
and other socia services available to
all citizens at an affordable cost.

Accreditation of
service providers

The majority of health care provid-
ers operating in the country are
accredited by PhilHealth, and to date,
PhilHealth has over 1,500 accredited
health care facilities and more than
20,000 health care professional s nation-
wide. The accreditation of rural health
units (RHUs), TB DOTS centres, ma-
ternity care clinics and free-standing
diaysisclinicsare someof PhilHedth's
initiatives to expand its provider base
and realiseitsgoal of improving access
to health services.

Quality assurance programme:
improving access to health care
PhilHealth aims to improve access
and health through the devel opment of
benefit packages. Two such packages
are the TB DOTS outpatient package
and low-risk maternity care package.
TheTB DOT S package ensuresfull cov-
erage of anti-TB drugs, uses incentives

© World Health Organization

for physicians to refer or adhere to the
treatment protocol and promotesa pub-
lic — private mix. The maternity care
package emphasises quality prenatal,
birthing, and postnatal care, and opens
accreditation to midwives.

PHIC is mandated to ensure that
drugs for reimbursement are of good
quality. With this mandate in mind,
PHIC collaborated with the University
of the Philippines College of Pharmacy
and the Zuellig Foundation to promote
Good Manufacturing Practices (GMP)
and assisted in providing training
to drug manufacturers. The goal is
to nurture a culture of GMP among
pharmaceutical companies.

PhilHealth leads in instituting re-
forms in the pharmaceutical sector
and in the health sector generally, with
emphasis on participatory and evi-
dence-based medicine. It hasembarked
on policies to improve health care
such as:

[J promotion of rational drug use;

[J introduction of the PHIC positive
list (a list of additional drugs
from the existing clinical practice
guidelines that were reviewed
using the evidence-based matrix for
reimbursement);

[] upholding the Philippine National
Drug Formulary as the main refer-
ence for drug reimbursements.

Influencing provider practice

PhilHealth has established the Na-
tional Health Technology Assessment
Committee (HTAC) to evaluate the ef -
fectiveness and safety of medical and
surgical procedures, devicesand drugs.
The HTAC conducts drug assessments
to determine which drugs should bere-
imbursed by PHIC, and ensures
nationwide and effective dissemination
of clinical practice guidelines devel-
oped by local medical societies.

Asthe country’s prime accreditor of
health institutions and professionals,
PhilHealth has the power to influence
behaviour. By 2006 all of these profes-
sionals will have to take an exam on
rational drug use or undergo atraining
course on rational useto be accredited.
A performance monitoring system
through the use of clinical vignettes,
financial incentives for good perform-
ance and feedback mechanismsare now
being tested. We have been conducting
research studies to develop policy on
evidence-based medicine and rational
use of drugs.

PhilHealth has established the Na-
tional Peer Review in collaboration
with the specialty societies to evaluate
appropriate care. Asastaunch supporter
of the Generic Law, PHIC requires
strict generic prescribing. We have been
conducting continuous research studies
onrational drug use since 2002, identi-
fying patterns of utilization of drugs,
behavioural analysisof Filipino doctors
and what influences their prescribing
habits.

In 2002, the Medical Informatics
Division was instituted to assist the
Department of Health in training hos-
pitals and doctors on the use of
ICD-10. We have imposed strict im-
plementation of ICD-10 in order to
standardize diagnosis.

Leveraging industry

To date the Government has no pro-
grammes designed to actively manage
and develop the local pharmaceutical
industry.

In 1998, astudy noted that the Phil-
ippines ranked second to Singapore in
terms of per capita drug consumption
in the ASEAN region. Ironically, less
than 30% of the population has access
to drugs. Nonetheless, drug prices in
the Philippines are, on average, about
600% more expensive compared with
other South-East Asian countries. The
Drug Price Reference Index (DPRI) has
been developed to address issues
such asirrational drug pricing, lack of
price transparency in the market and
hopefully for PHIC to leverage its
purchasing power with industry. As
one of the largest third-party pur-
chasers of health care in the country,
PhilHealth has both the power and
mandate to push for the use of high
quality drugs at the most reasonable
and affordable prices.

The immediate goal of DPRI is to
help expand and improve PhilHealth’'s
benefit package by creating a more
uniform and comprehensive basis for
drug reimbursement. In the long term,
the project seeks to promote:

[1 more rational and fair pricing of
drugs while balancing the needs of
the key stakeholdersand PhilHealth
and its members;

[J more rational use of drugs.

PhilHealth has resolved to embark
on a social marketing campaign to
help assure acceptance of the DPRI
among key stakeholder groups in a
cost-effective way.

*

Pharmaceutical manufacturers are
now seeking to meet with usto discuss
prices and have expressed willingness
to negotiate. A coalition of NGOs has
prepared a bill (“An act to ensure the
affordability and accessibility of essen-
tial drugs being made available to the
public”) to institutionalize DPRI.

A future full of challenges

PhilHealth isfacing numerous chal-
lenges, some of which are outlined
below.

[ In general, doctors’ conduct is
marked by a laissez-faire attitude.
They remain largely influenced by
the Medical Act of 1959, which
assigns doctors full power and
discretion over the choice and
prescription of drugs.

[ “Breaking the Bank” — PhilHealth
hasto manage existing funds so that
there are enough for the moment
universal coverageis achieved.

[J PhilHealth needs to sustain the
membership of the informal and
indigent sectors.

[J The majority of consumer groups
focusing on drug and health policy
issuesare small, but could be strong
strategic allies.

[1 Conflict of interest in the way pro-
viders practice, especialy hospital
owners—asthey are both attending
physicians and the owners of phar-
macies. There is a high financial
incentive to over-use drugs.

[ PhilHealth has no regulatory pow-
ersto control chargesof professional
fees, room charges, and mark-ups
for medicine and laboratory
services.

[J Implementation of DPRI would be
difficult becauseit isacost issuethat
affects various stakehol ders.

We have learned that the only way
forward is to develop innovations that
wetruly believe will deliver results. It
has required usto be extremely careful
and confident about the evidence that
guides us. It has also required usto be
bold, uncompromising and take a
leadership position that isso often ques-
tioned by sectors that fear change. O

Dr Madeleine R. Valera, is Vice President
for the Quality Assurance Research and
Policy Development Group, Philippine
Health Insurance Corporation. This article
is based on a paper presented at ICIUM
2004.
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