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Tackling viral resistance and
treatment failure in Africa

By Charles Steinberg

ONE of the biggest challenges
in the use of ARVs in a
resource-limited setting like
ours is the correct diagnosis

of viral resistance and treatment failure.
In most studies, ARV therapy succeeds
in 70%-80% of patients over a one year
follow-up. How will we know who is in
the unfortunate 20%-30%?

First, there are patients in whom we
can expect the risk of failure to be
increased. These would include the ones
who have been on ARVs before, espe-
cially those treated incorrectly (or before
we knew better), those who received
sub-optimum doses and others who
received Prevention of Mother-to-Child
Transmission (PMTCT) treatment, a form
of brief monotherapy. There were
patients who took their ARVs unknowing-
ly with other medications that cause
unfavourable drug interactions, such as
rifampicin or whose source of drugs was

unreliable such as intermittent sponsor-
ship and of course, those in whom we
are concerned about adherence. 

“Virologic” failure is inability to reach or
maintain an undetectable viral load on
ARVs, and is the least helpful concept
where viral load testing is unavailable or
unaffordable. “Immunologic” failure is
when the CD4 cell count drops on treat-
ment, or fails to increase as expected.
This is something we can evaluate
where CD4 testing is available. But
remember, CD4 cell counts are notori-
ously variable, and a variation of up to
20% can be expected just on patient and
laboratory variability. So a CD4 count of
180 going to 150, three months later
may not be significant. Only with signifi-
cant drops (180 to 80) and perhaps sev-
eral over time (180 to 80 to 60), will we
be confident in diagnosing immunologic
failure. 

“Clinical” failure is what we will most
likely diagnose, when we see deteriora-
tion of the clinical condition. Of particular

concern would be the return of a prob-
lem that had cleared up on initial ARV
therapy. This may be a recurrence of
rashes such as Papular Puritic Eruptions
(P.P.E), oral thrush, chronic vaginal can-
didiasis, herpes zoster, unexplained
weight loss or fevers, or the appearance
of a new opportunistic infection. In
patients with severe immune-suppres-
sion who begin treatment, this will take
careful clinical judgment. Is this new
opportunistic infection a sign of failing
therapy or just therapy that hasn’t had
time to work yet?

In my previous North American prac-
tice, the “best practice” was to try to
diagnose ARV failure as early as possi-
ble, with frequent expensive viral load
monitoring, and change regimens as
soon as possible, guided by even more
expensive genotypic and phenotypic
resistance testing, to prevent further
emergence or resistance.

Currently in Uganda we have only two chances at a regimen. The first is NNRTI-based with 3TC, and either AZT or D4T
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ATIC now official ARV site
The AIDS Treatment
Information Centre (ATIC) has
taken on yet more responsibili-
ty regarding the use of anti-
retrovirals (ARVs). It has been
nominated by The Ministry of
Health to become the official
national referral centre for
switching from one HIV drug to
another (page 7). 
This is a welcome move in
terms of monitoring the distri-
bution of ARVs in a country
where the much-needed anti-
retrovirals can be mishandled.
One of the pressing issues at
the XV International AIDS con-
ference in Bangkok last year
was rational drug use in
resource-limited settings.
While some HIV/AIDS activists
called for increased distribution
of drugs to resource-limited
settings like Africa, others

argued that considering the
cost and limited number of
health practitioners, it would be
difficult to prescribe drugs in a
rational manner to patients.
The debate still rages on as to
whether healthcare providers
in resource-limited settings
would be able to prescribe and
monitor patients on these
drugs in a manner that would
avert development of  multi-
drug resistant strains. In
Uganda systems are being put
in place to avert this. The
Infectious Diseases Institute
(IDI) for instance through its
HIV/AIDS Training Programme
for healthcare providers has
various courses that enable
healthcare providers to be
knowledgeable about current
trends regarding the epidemic.
Already ATIC has reflected on

having a patient/healthcare
provider agreement before
therapy can begin. If this is
replicated elsewhere in Africa,
it could forestall emergence of
a wave of resistance to ARVs.
For HIV as well as for many
other diseases it is imperative
that doctor and patient agree
on the way forward. This must
involve good rapport between
the two parties as well as
understanding disease presen-
tation and the efforts to stop
one from developing AIDS.
The decision by Uganda’s
Ministry of Health to come up
with an initial and logical
framework to control dispens-
ing of these drugs therefore,
shows that there are ways and
mechanisms that can be put in
place in Africa to avoid adverse
drug reactions and resistance.
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The fear is that resistance mutations will
accumulate at an ever-increasing speed
(“mutations will snowball” seems inappro-
priate here).

So at first I grew alarmed at our practice
here to rely on “clinical” monitoring. 

In fact, at this time in Uganda we  have
only two chances at a regimen. 

The first is NNRTI based, with 3TC, and
either AZT or D4T. No matter how early
we catch ARV failure, or how we do it, we
are likely to have lost two drugs with low
barriers to resistance (single mutations):
3TC and the NNRTI. Yes, over time the
patient’s virus will further accumulate the
resistance mutations to AZT or D4T
(TAM’s or thymidine analogue mutations),
but this process is slow.  And the 3TC
resistance mutation (m184v) actually sen-
sitises the virus to the thymidine ana-
logue. Since we only have one more regi-
men to try, the Kaletra-based one, maybe
it is good we are not in a hurry to use it
(and use it up). In fact the real question is

one of strategies: When, in this war
against HIV in a specific patient, do we
choose to use our last effective weapon
(Kaletra)? Perhaps it is fine that we halt
our haste and save it until we really need
it. The occurrence of a serious new oppor-
tunistic infection like cryptococcal meningi-
tis would prompt me to consider starting
the second line therapy, but recurrent mild
thrush might be worth just treating with
nystatin. If CD4s are available, maybe we
should save our Kaletra regimen until we
are approaching the <100 “danger zone.”
There is often a good long time of “viro-
logic” failure where the CD4s do not drop.
This is still immunologic and clinical suc-
cess. The “failing” regimen is working well
enough to partially suppress the virus, or
make it less fit and less pathogenic, so
that the immune system is able to hold its
own, for a while. With a limit on regimens
available, this is not the time to use up our
last one. 

Other strategic options include continu-
ing dual therapy with 3TC and either AZT

or D4T as long as the patient is clinically
stable. It makes sense to stop the NNRTI
component if we are sure there is resist-
ance, since (different from 3TC) there is
no residual antiretroviral value to current
NNRTI’s once the K103N mutation devel-
ops. Or even consider a treatment inter-
ruption if the CD4 has increased enough.
It will gradually come down, but the
patient may get months, or even years, off
therapy. These are important considera-
tions to discuss with your patient, and
together decide what is best. 

Many of these questions, including the
need for CD4 counts and the value and
safety of treatment interruptions, are being
studied in Uganda and Zimbabwe in the
Development of Antiretroviral Therapy
(DART) trial. 

Until the results of DART and other trials
are available, our clinical judgement, in
partnership with our patients ideas and
wishes, will have to guide us. But please
remind your patients that it is not “they”
who are failing, it is the drugs.

Grappling with viral resistance
From page 1



ATIC News, Vol. 2, Issue 1 3

DRUG PROFILE

A look at Stavudine (d4T)
By Jennifer Walker, Pharm.D

STAVUDINE, also
known as d4T or
Zerit®, is a nucleo-
side reverse tran-

scriptase inhibitor (NRTI) that
is used in combination with
other ARVs to treat the Human
Immunodeficiency Virus type
1.

Dosage/Administration1-4
Stavudine can be taken with

or without food.
Adults and adolescents
> 60 kg: 40 mg (1 capsule or

40 mL of oral solution) by
mouth every 12 hours 

< 60 kg: 30 mg (1 capsule or
30 mL of oral solution) by
mouth every 12 hours 

Pregnant Women
No change in dosage recom-

mended.
Renal Impairment Dosing
Elimination may be reduced

in patients with renal impair-
ment.

Adults
Creatinine clearance 26-50

mL/minute: 20mg every 12
hours if weigh > 60 kg and
15mg every 12 hours if weigh
< 60 kg

Creatinine clearance 10-25
mL/minute: 20mg every 24
hours if weigh > 60 kg and
15mg every 24 hours if weigh
< 60 kg

Hemodialysis: 20mg every 24
hours in adults who weigh >
60 kg and 15mg every 24
hours in adults who weigh <
60 kg administered after each
hemodialysis session, given at
the same time of day as on the
days when the patient does
not undergo hemodialysis

Paediatrics
There are no specific dosage

recommendations for paedi-
atrics but manufacturers state
that since renal clearance is
expected to be altered, the
dosage should be decreased
and/or the time interval
between doses increased.

Contraindications/Precauti
ons1-3 Hypersensitivity to d4T
or any of the components con-

tained in the formulation.
Use with caution in patients

with known risk factors for
hepatic disease; d4T can
cause lactic acidosis and
severe hepatomegaly with
steatosis which has been fatal.
Therapy should be suspended
if the patient develops sympto-
matic hyperlactatemia or pro-
nounced hepatotoxicity. If lactic
acidosis is confirmed, discon-
tinuation of d4T treatment per-
manently should be consid-
ered.  

Side Effects1-3
Nausea, diarrhoea, vomiting,

headache, and rash are com-
monly experienced side effects
of d4T. Potentially severe
peripheral neuropathy can
occur with d4T and may be
dose-related. Numbness, tin-
gling, or pain in the hands or
feet has been reported mostly
in patients with advanced HIV
disease, patients with a history
of peripheral neuropathy, or
patients receiving other neuro-
toxic drugs such as didano-
sine. Patients experiencing
peripheral neuropathy may tol-
erate d4T therapy at a lower
dose (20-30 mg bid).
However, if the symptoms
return upon reinitiation of d4T,
or worsen during treatment,
consider alternative therapy.

Fatal lactic acidosis, severe
hepatomegaly with steatosis,
and pancreatitis have all
occurred with the treatment of
d4T and may occur more com-
monly when used in combina-
tion with ddI. Fat redistribution,
specifically lipoatrophy of the
face, has been reported with
use of d4T.

Monitoring Parameters1-3
The manufacturers recom-

mend monitoring serum creati-
nine, complete blood count
with differential, liver enzymes,
amylase, lipase and lactate
levels during treatment with
d4T. However, due to limited
resources in some settings,
patients may be clinically mon-
itored for signs of peripheral
neuropathy, liver toxicity

(malaise, nausea, vomiting,
right upper quadrant pain,
and/or jaundice), lactic acido-
sis (nausea, vomiting, general
abdominal pain, fatigue and
weakness), acute pancreatitis.

Interruption of Therapy1
If a patient misses a dose,

they should take it as soon as
they remember.  However, if it
is almost time for the next
dose, they should skip the
missed dose and continue the
regular dosing schedule.
Treatment should be interrupt-
ed for any serious adverse
effects including lactic acido-
sis, pancreatitis, and peripher-
al neuropathy.

Significant Interactions1-3
Zidovudine should not be

used in combination with d4T
due to antagonism secondary
to competition for cellular
thymidine kinase which is
needed for phosphorylation of
both drugs. In addition, rib-
avirin and doxorubicin have
also been shown to inhibit the
phosphorylation of d4T in vitro
and should be used with cau-
tion. Didanosine and/or
hydroxyurea should be used
with caution in patients taking
d4T due to increased risk of
pancreatitis, peripheral neu-
ropathy, and liver function
abnormalities.

Pregnancy and Lactation1-
4

Stavudine should be used
when the benefit outweighs the
associated risk. Cases of lactic
acidosis including some that
were fatal have been reported
when d4T was used in preg-
nant women in combination
with ddI, therefore use of this
combination should be avoided
unless there are no alterna-
tives. In addition, although it is
unknown if d4T is excreted in
human breast milk, it has been
shown to be excreted in the
milk of lactating rats.  Due to
potential risks of adverse
effects and transmission of
HIV, breast-feeding is not cur-
rently recommended in moth-
ers taking d4T.

Storage1,2
Stavudine capsules and oral

solution prior to constitution
should be stored in tightly
closed containers between
15°C and 30° C.

Stavudine oral solution
should be protected from
excessive moisture and after
constitution, tightly closed con-
tainers should be stored in a
refrigerator, at 2° C to 8° C,
with any unused portion dis-
carded after 30 days.

Presentations1,2
Stavudine capsules are avail-

able in 15mg, 20mg, 30mg,
and 40mg strengths. 

Stavudine oral solution pro-
vides 200 mL/50ml of a 1
mg/mL.. Shake well before
measuring a dose.  

Additionally, d4T is an active
component in the generic drug
Triomune® 30 (D4T 30mg,
3TC 150mg, and NVP 200mg)
and Triomune® 40 (D4T 40mg,
3TC 150mg, and NVP 200mg).
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HIV clinical trials
expanding in Africa

IN BRIEF

SUB-SAHARAN Africa is the
region of the world that is most
affected by HIV & AIDS. Large
variations exist between indi-
vidual countries. In some
African countries, the epidemic
is still growing despite its
severity. Others face a grow-
ing danger of explosive
growth. The sharp rise in HIV
prevalence among pregnant
women in Cameroon (more
than doubling to over 11%
among those aged 20-24
between 1998 and 2000)
shows how suddenly the epi-
demic can surge.— UNAIDS

Epidemic surge

Based on its sample of more
than 16,000 women attending
antenatal clinics across all
nine provinces, the South
African Department of Health
Study estimates that 27.9% of
pregnant women were living
with HIV in 2003. The
provinces which recorded the
highest HIV rates were
KwaZulu-Natal, Mpumalanga
and Free State.Until 1998
South Africa had one of the
fastest expanding epidemics
in the world. The 2003 survey
shows that the level of HIV
prevalence is now growing
more slowly. — UNAIDS

HIV trend

Can Septrin prophylaxis be
given in pregnancy to HIV-
positive mothers?

Female patient who has been
on Triomune for one year. She
is 49 years old and weighs
72kg. She has developed fat
depositions on the shoulders
while taking Triomune. What
could be causing this?

By Izabela Tolowinska
BSc MPH

DISEASE and ill
health are global
issues, and HIV
in particular is a

worldwide pandemic.
Therefore, it is encourag-
ing that significant develop-
ments are occurring with
regard to expansion of clin-
ical trials into the develop-
ing regions of the world
(Africa, Asia and Latin
America). This is illustrated
by pharmaceutical industry
data showing that clinical
trial spending in the Middle
East and Africa rose from
$10 billion in 1998 to $75
billion in 20021.

Since the highest inci-
dence of HIV/AIDS in the
21st century is in Africa, with
25.4 million people living with
HIV and AIDS in sub-Saharan
Africa2, it is therefore logical
that there should be an
increase in the number of HIV
clinical trials being conducted
in this region.  

Furthermore, it is an interna-
tional regulatory requirement
for many products to be thor-
oughly investigated in all eth-
nic environments before they
are available on the market.3
South Africa was the first
country where clinical trials
were started but at last there is
an expansion into the other
African countries.

Despite the potential for
doing clinical trials in Africa, it
is not possible to simply set
and run a clinical trial. The rea-
son for this is that clinical trials
carried out in Africa must be
run to the same high quality
and ethical standards as those
in the USA and Europe. This
specific standard is known as
International Conference on
Harmonisation - Good Clinical
Practice (ICH GCP) 4. The

essential principle of this stan-
dard is to ensure that the
design, conduct, performance,
monitoring, auditing, recording,
analyses and reporting of clini-
cal trials provides assurance
that the data and reported
results are credible and accu-
rate and that the rights, integri-
ty and confidentiality of the
subjects in the trial are protect-
ed 4.

Conducting global trials
according to ICH GCP
is necessary for the

generated data to be accept-
able to the international regu-
latory authorities of the US,
Europe and Japan as well as
national governments.
Nevertheless, certain African
countries (South Africa,
Namibia, Zimbabwe and
Botswana) do have, to some
extent, medicines control bod-
ies that carry out application
evaluations, inspections and
licensing procedures 3. No
doubt as more African coun-
tries become involved in clini-
cal trials, such organisations
will be set up in the other

countries.
As more clinical trials

have been undertaken in
South Africa, ICH GCP is
now widely recognised but
this is not yet the case in
the other African countries. 

This can be achieved
however, by investing time
and money in training
research staff at the
selected sites on the
requirements and proce-
dures of ICH GCP. Other
key challenges for clinical
trials include no standard
regulatory requirements
within Africa (although this
has been the case for
Europe until recently),
wide range of culture cus-
toms, languages, poor

access to possible sites
and operational logistics

(e.g. transport of blood sam-
ples, import of study medica-
tion). All of these factors can
and should be overcome as
Africa has huge potential both
in terms of patient population
(especially for HIV naïve stud-
ies) and eagerness of staff to
learn about clinical trials.
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A report I received says my
patient has the K103N muta-
tion. What does this mean?
P.K Ghana

The HIV virus has the ability
to quickly develop resistance
to antiretroviral drugs. When
this happens, the drugs are no
longer effective in controlling
viral multiplication. 

This results in increased
multiplication of the virus in
the patient’s body causing
more damage to the patient’s
immune system. The patient
then is more prone to attacks
by opportunistic infections that
decrease the patient’s quality
of life.

Resistance testing may
either be done by genotypic or
phenotypic assays. The geno-
typic test costs between
US$350-480 but is still cheap-
er than the phenotypic testing. 

The genotypic assay detects
mutations in target proteins
that are associated with drug
resistance. Reporting of muta-
tions for each gene is done
using a letter-number-letter
standard in which the first let-
ter indicates the amino acid at
the designated codon with the
wild type virus, the number is
the codon, and the second let-
ter indicates the amino acids
substituted in the mutation
e.g. K103N indicates that
asparagines (N) has been
substituted for lysine (K) on
codon 103.

Due to the great expenses
involved, resistance testing
may not be an option in many
developing countries. It is
however important to under-
stand the basic concepts
involved in interpreting resist-
ance results and their applica-
tion to clinical practice.

QUESTIONS

with
Robinah Nganwa
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NVP with AZT leads to a
further reduction of MTCT

TITLE: Single-Dose
Perinatal Nevirapine
plus Standard
Zidovudine to prevent

Mother to Child Transmission
of HIV-1 in Thailand

Published by:The Infectious
Diseases Institute Journal Club

Date of publication: July
2004 in the NEJM.

Background:
The study was conducted in

Thailand where 1.3% of preg-
nant women are infected with
HIV.

Since 1999, the national
programme provides AZT dur-
ing 3rd trimester, at delivery
and to newborns.

Transmission rates remain
at about 6%.

Single dose Nevirapine
during labour and to the new
born already shown to be
effective .

Hypothesis
Without additional toxicity,

logistic complications,or signifi-
cant cost, perinatal nevirapine
therapy added to AZT could
further reduce transmission of
HIV in Thailand. 

Trial design
Double blind, random

placebo-controlled trial
Objective
Phase 3 to assess safety and

efficacy of single dose NVP at
onset of labour and to infants
48-72hours post-delivery
added to AZT for PMTCT.

Secondary objective
Evaluate incremental effect of

perinatal NVP to newborns
Trial design

Eligible patients- pregnant
women receiving AZT at any of
37 study sites in Thailand
between Jan 2001 and
February 2003. Pre enrollment
evaluation.

Randomised into three
groups 

1.NVP-NVP; single dose to
mother at onset of labour and
oral suspension to baby 48-72
hrs after birth.

2.Placebo-Placebo; women
received placebo at onset of
labour and neonates received
placebo 48-72hrs after birth

3.NVP-Placebo;women
received single dose NVP at
onset of labour and neonates
received placebo 48-72hrs
after birth.

Matched Placebo used
List of Random Numbers
There is good randomisa-

tion except adherence 
Is is significant?

Confounding factors -taken
care of by stratification

Follow up
Primary end point - HIV

infected infant; Positive PCR
(DNA assay) on 2 separate
occasions. Blood taken at
birth, 6 weeks, 4 and 6
months. 

Results
Interim analysis was done

when study was half way
done. Analysis was as per pro-
tocol- considering the actual
drug taken at the specific
times.

The DSMB stopped enroll-
ment in Placebo-Placebo
Group because rate of trans-
mission in NVP-NVP was sig-
nificantly lower than PLB-PLB;

1.1 (95% CI 0.3-2.2) compared
to 6.3 (95% CI 3.8-8.9).
P<0.001 CI not very wide =
sample size was adequate.

Rate of transmission in
NVP -PLB gp was higher than
in NVP-NVP

In final analysis; with big-
ger numbers the difference in
rates of transmission were not
statistically significant 

NVP-NVP was somewhat
superior in most subgroups

Safety
Serious adverse events

among pregnant women were
similar across the groups;relat-
ed to pregnancy, infection and
possibly AZT and NVP

Adverse effects similar in
both groups; related to neona-
tal or obstetric complications.

Conclusion
NVP at delivery added to

third trimester AZT results in
very low transmission rates
with minimal medical and
financial burdens 

It is similar to multi-drug
maternal regimen that are
expensive and potentially toxic 

Comments
Good study; findings can

be applied in resource limited
settings (monotherapy for
PMTCT) to further reduce
MTCT (is affordable, available,
minimal adverse effects.)

Mothers who participated
agreed not to breastfeed. Our
mothers usually want to breast
feed because of cultural issues
like in-laws opinions in addition
to lack of money for artificial
feeds

Already evidence that
HAART reduces viral load in
HIV+, although this was not a
policy for PMTCT in Thailand,
needs to be investigated.

Prediction of transmission
in placebo-placebo group. Is
this ethical?

Because of the predictabili-
ty of the placebo-placebo
group, was this an ethical
design?

A Nevirapine tablet
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Clinical implications 
of NNRTI resistance
By Kristin Hurt, Pharm.D.

DESPITE advances in
antiretroviral (ARV)
therapy and
increased worldwide

availability, many challenges in
HIV treatment remain, includ-
ing emerging ARV resistance.
Resistance is of particular con-
cern within the non-nucleoside
reverse transcriptase inhibitor
(NNRTI) class of ARVs, includ-
ing nevirapine, efavirenz, and
delavirdine. 

Although potency, safety, and
pharmacologic properties are
favourable characteristics of
the NNRTIs, there are several
limitations within the class,
such as a low genetic barrier
to resistance and an ability to
select for mutations with mini-
mal effects on viral fitness. 

Unlike the protease
inhibitors, a single mutation
can confer resistance to the
NNRTI agent on hand, as well
as cross resistance within the
entire class. The most com-
mon NNRTI mutation, K103N,
has been attributed to treat-
ment failure with all three
NNRTIs.2

Cross-resistance intuitively
makes sense because each
agent binds at a common site
on the reverse transcriptase.
Common mutations such as
K103N, or Y181C, which con-
fers high-level resistance to
nevirapine, work directly or
indirectly, respectively, to
reduce the binding affinity.
However, the mutations do not
reduce the reverse transcrip-
tase enzymatic activity.3 

As a result, these mutations
are associated with only mini-
mal effects on viral replication
capacity, and the mutated
strain retains viral "fitness."4

Clinically, these limitations
allow for rapid development of
NNRTI resistance, as well as

persistence of the mutation
even in the absence of the
drug. An example of the former
is nevirapine resistance follow-
ing a single dose to prevent
mother-to-child transmission.
This was well described in an
analysis of ARV-naïve
Ugandan women receiving
nevirapine for prevention of
vertical transmission. Of the 15
women studied, three devel-
oped the K103N mutation after
the single 200mg dose.5

Although not clearly defined,
some risk factors for develop-
ment of NNRTI resistance and
virologic failure have been pro-
posed. 

In a European cohort of 71
patients on efavirenz or
nevirapine-based regi-
mens, investigators found

repeated drug holidays to be a
significant risk factor for devel-
oping a major NNRTI
mutation.7 This makes phar-
macologic sense, as NNRTIs
have a much longer half-life
and will persist longer than
other ARVs after treatment dis-
continuation.

These findings demonstrate
the need for careful evaluation
of NNRTI treatment interrup-
tions in order to prevent unin-
tentional NNRTI monotherapy.

Since suboptimal adherence
is frequently linked to develop-
ment of resistant virus, as well
as virologic failure, it is useful
to examine the
adherence/resistance relation-
ship of the NNRTIs, specifical-
ly. In general, ARV adherence
has been likened to a bell-
shaped curve where either
complete adherence or non-
adherence is associated with a
low probability of resistance
selection. 8

However, the level of adher-
ence required specifically for
NNRTIs to maintain full viral

suppression is less clear. 
In a recent cohort study,

investigators identified ade-
quate viral suppression (HIV
RNA < 400 copies/ml) in
patients on NNRTI-based regi-
mens in the top three quartiles
of adherence (54 to 100%).9
However, these data are far
from definitive and recommen-
dations at this time are to aim
for nearly complete adherence
in order to maximise the prob-
ability of full viral suppression.

Clearly there are various
pharmacologic aspects to con-
sider for the use of NNRTIs in
ARV regimens. 

Despite their favourable
pharmacologic properties,
there are still many limitations
and challenges to overcome in
hopes of achieving superior
viral suppression with minimal
resistance. 

Characteristics such as the
low genetic barrier, mainte-
nance of viral fitness, and
adherence levels create spe-
cific challenges for NNRTI
therapy and must be carefully
considered when initiating,
switching, and stopping ARV
therapy. 
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ARV SCALING UP

Scaling up ARV delivery
By Barbara Bitangaro
Editor ATIC News

THE AIDS Treatment Information
Centre (ATIC) is now the official
national referral consultation
centre for all Ministry of Health

(MOH) antiretroviral (ARV) therapy sites.
The centre was chosen to provide correct
and timely information to healthcare
providers dispensing ARVs in the country.

ATIC is also the national authorisation
centre for all patients switching from first
line to second line ARV therapy for MOH.

A letter dated October 14, 2004 by Dr
Elizabeth Madraa, the programme manag-
er, STD/ACP-MOH, says there is need to
promote rational drug use in view of the
limited product availability and the rapidly
changing clinical recommendations. 

“Ministry of Health is working with ATIC
to ensure that accurate and up-to-date
information is available for healthcare
providers. In addition, MOH has availed
guidelines to ensure optimal availability of
drugs for patients,” she wrote.

In an interview with Elizabeth Namagala,
a Senior Medical Officer in the
Antiretroviral Therapy (ART) Ministry of
Health Programme, she said, due to the
increased number of ARVs coming into
the country, MOH with partners in HIV
care were scaling up provision of anti-
retrovirals countrywide.

In June 2004, Government procured
ARVs under the Public Sector Free ART
Programme, which have been distributed
to 26 private and public health facilities.

She said, at that time, this included all
regional referral hospitals, the national
referral hospital (Mulago) and some dis-
trict hospitals, and health centre IVs that
were ready at the time the programme
was launched.

“Now with funds from the Global
Programme on AIDS, Malaria and TB,

another 12,000 patients have been added
and there is need to scale up. We have
added ARVs to the initial 26 centres and
the number has shot up to 116 centres
receiving ARVs under the Public Sector
Free ARVs Programme. Most centres are
now on board,” she revealed.

Namagala said starting a patient on
ARVs requires a lot of care and health-
care providers dealing with HIV/AIDS care
and management need comprehensive
training. 

In this light, therefore, it was important to
have a centre where healthcare providers
could get the right information on HIV
whenever they needed it. And this is why
she said,, the ATIC was identified as the
most appropriate centre for giving out HIV
information. 

“We needed to link up with people who
are more experienced in the field. The
centres providing these drugs are so
many and information is needed all the
time. So we are trying to tell the health
worker that there is a free service where
you can get information on care and man-
agement of HIV regularly.

The ATIC has since its inception in
February 2004, answered over 400
queries from different parts of Africa. It
has done this through a call-in centre and
via email. Over 12,000 copies of the four
editions of ATIC News have also been
distributed in Africa and Europe.

THE Joint United Nations
Programme on HIV/AIDS
(UNAIDS) and the World

Health Organisation (WHO)
applauded the announcement
made on April 11 by the
Clinton Foundation HIV/AIDS
Initiative of two new pro-
grammes to help expand AIDS
care and treatment to children
and to people living in rural
areas. 

These initiatives represent
critical efforts to accelerate the
delivery of ARV treatment to
populations who have limited
access to these life-saving
medicines.

his foundation will donate
$10 million to expand treat-

ment for children with AIDS in
the developing world.

The new initiative will deliver
AIDS drugs, known as anti-
retroviral treatment, or ART,
and technical assistance for an

estimated 10,000 children in at
least 10 nations by the end of
the year.

The pediatric AIDS medica-
tion will be made available at
half the normal cost, with the

help of India-based drug com-
pany Cipla.

Former President of USA Bill
Clinton has made the battle
against HIV/AIDS a focal point
of his Foundation's activities.
He believes deeply that until
we combat the pandemic in
the developing world, where
an estimated 40 million people
are infected with the disease,
lives that could be spared will
be lost and it will be impossible
for these countries to achieve
social and economic develop-
ment goals. 

Clinton Foundation
HIV/AIDS Initiative

UNAIDS

STD/ACP-MOH manager, Dr Madraa

Clinton Foundation Initiative applauded

Former President Bill Clinton UNAIDS Head, Dr Peter Piot
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Irish delegation visits Mulago hill

HUNDREDS of millions of women
and children have no access to
potentially life-saving care with
often fatal results, the World

Health Organisation (WHO) says in a
report published in April. 

The report says the resulting death toll
could be sharply reduced through wider
use of key interventions and a "continuum
of care" approach for mother and child
that begins before pregnancy and extends
through childbirth and into the baby's
childhood.

About 530 000 women a year die in
pregnancy or childbirth, more than three
million babies are stillborn, more than four
million newborns die within the first days
or weeks of life, and altogether 10.6 mil-
lion children a year die before their fifth
birthday, according to WHO's latest fig-
ures.In The World Health Report 2005 -
Make Every Mother and Child Count. 

WHO estimates that out of a total of 136
million births a year worldwide, less than
two thirds of women in less developed

countries and only one third in the least
developed countries have their babies

delivered by a skilled attendant. 
The report says this can make the differ-

ence between life and death for mother
and child if complications arise. 

According to the report, almost 90% of
all deaths among children under five years
of age are attributable to just six condi-
tions. These are: acute neonatal condi-
tions, mainly preterm birth, birth asphyxia
and infections, which account for 37% of
the total; lower respiratory infections,
mostly pneumonia (19%); diarrhoea
(18%); malaria (8%); measles (4%); and
HIV/AIDS (3%). 

Most of these deaths are avoidable
through existing interventions that are sim-
ple, affordable and effective. They include
oral rehydration therapy, antibiotics, anti-
malarial drugs and insecticide-treated
bednets, vitamin A and other micronutri-
ents, promotion of breastfeeding, immuni-
sation, and skilled care during pregnancy
and childbirth. 

World Health Organisation

Every mother, child counts– WHO

AN Irish delegation
comprising Pfizer offi-
cials, academicians,
senior government

officials, politicians and jour-
nalists visited the AIDS
Treatment Information Centre
(ATIC)and the Infectious
Diseases Institute (IDI) at
Mulago Hospital in April.

Their visit among other
things aimed at informing them
about ATIC’s role in HIV/AIDS
care and management in the
African region.

Professor David Serwadda,
Principal Investigator ATIC
said that by providing HIV
information to healthcare
providers, ATIC was averting
adverse drug reactions and
resistance that may arise as a
result of improper drug use. Dr David Serwadda, Principal Investigator ATIC (right) tells the delegation about ATIC

A HIV-positive mother with her children


