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Clinical Review identifies issues in 
the medical literature of interest 
to clinicians in Africa. Essential 

references are given at the end of 
each section

Pharmacy Review
Analgesia in children
Most, if not all, of us will be familiar with the World 
Health Organization (WHO) Pain Ladder. This is a 
3-stage guide originally designed for managing cancer 
pain. The guideline was originally published in 1985,1 
and has been largely unchanged since. The current 
version is available on the WHO website (http://www.
who.int/cancer/palliative/painladder/en/) and has been 
renamed ‘WHO’s pain ladder for adults’. There is now a 
separate guideline for children ‘WHO guidelines on the 
pharmacological treatment of persisting pain in children 
with medical illnesses’ 2012 available at http://whqlib-
doc.who.int/publications/2012/9789241548120_Guide-
lines.pdf. There are abbreviated versions specifically for 
pharmacists and nurses.

The 172-page document gives several different 
definitions and classifications of pain (there not being 
an internationally recognised standard classification), 
and The International Association for the Study of Pain’s 
definition ‘an unpleasant sensory and emotional experi-
ence associated with actual or potential tissue damage, 
or described in terms of such damage’, it notes that 
pain is subjective and particularly difficult to identify in 
children. The guideline specifically applies to persisting 
(or chronic) pain, and not acute pain associated with 
trauma (including surgery).

The guidelines differ from earlier versions in some 
significant ways. Most notably that codeine is no longer 
recommended for children as the results are unpredict-
able (I have more to say on this later), and tramadol has 
no proven effect in children. Paracetamol (acetamino-
phen) and ibuprofen – either together or separately – 
can be used at their maximum safe dose for mild–mod-
erate pain.

Morphine is the recommended opioid for severe pain 
as the results are predictable, and side-effects are easily 
reversible with naloxone. Doses for other strong opioids 
(fentanyl, hydromorphone, and oxycodone) as second 
choice are also given. It points out the effects of sudden 
withdrawal for patients who are treated with long-term 
opioids. Comparative oral and injectable doses are 
given to enable conversion from one opioid to another.

The European Medicines Agency (EMA) has also 
recommended that codeine should be restricted when 
used in children.2 Codeine is metabolised to morphine, 
and some children are ultra-rapid metabolisers of 

codeine, with the result that they receive toxic doses of 
morphine. The EMA recommends that 
•  Codeine should be used for children above the age 

of 12 years old and only if paracetamol and ibupro-
fen are ineffective.

•  Codeine should never be used after tonsil or adenoid 
surgery as there is a high risk of respiratory depression.

•  Codeine should not be used in breast-feeding moth-
ers as infants may develop respiratory depression.

•  Codeine should not be used in children who have 
respiratory problems.
A study was recently conducted on distraction 

techniques for acute pain in children (for example, for 
injections).3 One of the distraction techniques frequent-
ly used in British hospitals is inflating a hospital glove, 
and drawing a face on it. This study compares two ways 
in which the face can be drawn. ‘Jedward’ (an Irish pop 
duo) with the face on the front of the glove (see left pic-
ture), and the fingers sticking up as hair; and ‘Mohawk’ 
with the face drawn on the edge of the glove, the thumb 
representing the nose (see right picture). More children 

aged 2–8 years chose the ‘Jedward’ over the ‘Mohawk’, 
but the results were not statistically significant. The au-
thors recommend that faces should be drawn ‘Jedward’ 
style.

Adverse effects of medicines
Non-steroidal anti-inflammatory drugs (NSAIDs), e.g. 
ibuprofen, aspirin, and naproxen are among the most 
often used medications for pain control. NSAIDs have 
common side-effects, the most important being gastro-
intestinal bleeding, and some can increase the risk of 
cardiac disease and stroke.

A paper in the Lancet4 has compared the relative 
side-effects of some of the most frequently prescribed 
NSAIDs in the UK: ‘coxibs’ – e.g., celecoxib, diclof-
enac (75 mg twice daily), ibuprofen (800 mg three times 
daily), and naproxen (500 mg twice daily). The study 
reports on long-term use for chronic pain conditions, 
and the conclusions are not relevant to short-term use, 
e.g., post-operative pain.

Naproxen is the only drug reported as not causing an 
increase in major vascular events (myocardial infarc-
tion, stroke, heart failure. The other drugs (‘coxibs’, 
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diclofenac, and ibuprofen) all have an approximately 
equal risk of major vascular events of about 8 per 1000 
people treated.

Conversely, upper gastrointestinal risks were highest 
with naproxen and ibuprofen (about 15 per 1000) and 
lowest (about 4 per 1000) with diclofenac and ‘coxibs’.

The authors conclude that the choice of NSAID 
should be made by balancing the relative risks for each 
patient. 

Where I work, diclofenac is the NSAID of choice 
for post-operative pain, but the general practitioners 
are encouraged to prescribe naproxen as it has a lower 
vascular risk. The major difficulty with this study is that 
it does not compare the relative efficacy of the different 
NSAIDs.

Access to health information
An editorial in PLOS Medicine (Public library of sci-
ence) journal5 looks at access to health information, 
both by the public and health professionals. The paper 
starts with a quote from Sir Muir Gray, Director of the 
UK’s National Health Service (NHS) National Knowl-
edge Service: ‘In the 21st century, knowledge is the 
key element to improving health. In the same way that 
people need clean, clear water, they have a right to 
clean, clear knowledge.’ The authors argue that access 
to health information is a fundamental human right, 
without which populations suffer. Health information 
has to be accurate and understandable. It highlights the 
problems of conflicting information and too many dif-
fering guidelines. The editorial urges people to sign up 
to the Health Information for All by 2015 campaign at 
www.hafa2015.org. 

Intravenous fluids
The safety of hydroxyethystarch (HES) intravenous fluids 
(hetastarch, Tetraspan®, Venofundin®), Volulyte®, Volu-
ven®) has been called into doubt. The UK medicines 
licensing authority (MHRA) has withdrawn these prod-
ucts from the UK market with immediate effect, stating 
that ‘These products are being withdrawn after results 
from large randomised clinical trials have reported an 
increased risk of renal dysfunction and mortality in criti-
cally ill or septic patients who received hydroxyethyl 
starch (HES) compared with crystalloids (simple salt 
solutions). The UK Commission on Human Medicines 
(CHM) has concluded that the benefits no longer out-
weigh the risks.’6

Crystalloid solutions (glucose, glucose-saline, saline, 
Hartmann/Ringer solution) have been found to be safer, 
just as effective, and are much cheaper than the colloid 
solutions.
Alistair Bolt, Pharmacist Practitioner
Norfolk and Norwich University Hospital, UK
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Issues in pain
The topic of analgesia is never far from the literature, 
because managing patients with chronic pain is a sig-
nificant challenge for most primary care clinicians. 
There have been a number of pertinent articles in recent 
months, which I would like to refer to. John Zweifler, 
writing in the Annals of Family Medicine, provides a 
good overview of some of the issues.1 He makes the 
point that clinicians are expected to be knowledgeable 
about the assessment and management of chronic pain, 
and that pain scales are now required in many settings. 
In his essay, he argues that, given the high potential 
for overdose, dependency, and diversion of opioids for 
recreational use or resale, clinicians should find ob-
jective evidence of severe disease before prescribing 
these kinds of medications. Such objective evidence 
would come from physical findings, such as deformities, 
atrophy, or asymmetry consistent with subjective com-
plaints, in patients with musculoskeletal conditions, and 
from additional laboratory tests in patients with diseases 
such as inflammatory autoimmune disorders, neuropa-
thies associated with diabetes or AIDS. 

In an editorial in the same issue of Annals, Rosenblatt 
and Catlin list some of the things we know about the 
use of opioids for chronic non-cancer and conclude 
that it is not appropriate for most patients in primary 
care settings.

The management of chronic pain is complicated by 
depression, and severe chronic pain makes depression 
more treatment resistant. Depressive symptoms increase 
the risk for opioid misuse. Patients and some clinicians 
believe that using opioids to relieve pain will also alle-
viate symptoms of depression, but there is no evidence 
that this is so.2 Thus any depression should be treated 
effectively as a first step in dealing with chronic pain.

An interesting and inexpensive possible approach to 
pain is vitamin D supplementation. Schreuder et al as-
sessed the effect of high-dose vitamin D on non-specific 
musculoskeletal symptoms in non-Western vitamin 
D-deficient immigrants in the Netherlands;3 they found 
an improvement in self-assessed pain 6 weeks after 
administration of 150 000 IU vitamin D3.

Pain has also been the subject of a number of recent 
journal articles emanating out of Africa. A recent 
community-based study to measure self-reported 
chronic health conditions in a population aged 50 years 
or older in the Agincourt sub-district in rural northeast 
South Africa found that musculoskeletal pain was the 
most prevalent self-reported condition (41.7%; 95% CI 
37.0–46.6), followed by hypertension (31.2%; 95% CI 
26.8–35.9) and diabetes (6.1%; 95% CI 4.1–8.9), and 
that these conditions were significantly associated with 
low self-reported functionality and quality of life.4

Family Medicine Review
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Another community-based study was conducted in 
Nigeria, where Birabi and colleagues assessed the prev-
alence and predominant causes of low back pain (LBP) 
among peasant farmers.5 Using cluster sampling, 310 
apparently healthy full-time farmers were interviewed 
regarding low back pain (mean age 36.71±8.98; 132 
males), of which 208 reported low back pain (67.10%). 
Pain was more prevalent in females (50.96%), those 
who were non-obese (68.95%) or tall (73.2%), and 
those who had practised farming for a long duration. 

Rauf and colleagues investigated the prevalence and 
intensity of chronic pain among patients attending primary 
healthcare facilities in Pretoria, South Africa.6 They defined 
chronic pain to be persistent daily pain for most of the 
time every day, for a minimum period of 6 months. Of 
the 1066 patients (481 males and 585 females) who were 
interviewed, 437 suffered from chronic pain (prevalence 
41%; 95% CI: 37.2–45.6); the mean age of patients with 
chronic pain was 45±15.24 years. Chronic pain was sig-
nificantly more prevalent in older age groups, in women 
and in widowed and divorced patients; race, education, 
and employment status showed no association with the 
presence of chronic pain. Backache and joint pains were 
the most commonly reported sites of pain, as has been 
observed around the world. Once again, the article high-
lights the need, especially in resource-constrained settings, 
for primary care clinicians to have training in effective pain 
management.

In Senegal, Lekpa et al examined the socio-demo-
graphic and clinical profile of chronic neuropathic-type 
pain in elderly African patients with musculoskeletal 
pain attending a Rheumatology Outpatients service.7 
They examined 549 patients over 60 years, of whom 
394 reported chronic pain; 28 patients were found to 
have neuropathic pain, defined as pain arising as a di-
rect consequence of a lesion or disease affecting the so-
matosensory system either at peripheral or central level. 
Chronic spine diseases and painful diabetic peripheral 
neuropathy were established to be the main causes of 
neuropathic pain, with being female, low educational 
attainment, manual professions, non-workers and dia-
betes being associated with neuropathic pain.

In the light of this it is worthwhile to note the recently 
published consensus recommendations for the diag-
nosis and management of Neuropathic Pain in South 
Africa, developed by a multidisciplinary expert panel 
following critical review of the available evidence.8 
While epidemiological data is limited, the major 
causes of neuropathic pain in South Africa are thought 
to be low back pain (a neuropathic component may 
be present in up to 50% of black Africans with lower 
back pain), post-herpetic neuralgia, diabetic peripheral 
neuropathy, and HIV-associated sensory neuropathy. 
The starting point of management is diagnosis, and the 
panel recommends use of standardised screening tools, 
which include questions about burning pain, paraesthe-
sias, pain attacks, mechanical and thermal hypersen-
sitivity, and numbness. They advise use of the Douleur 
Neuropathique en 4 Questions (DN4), which is based 
on the patient’s description and physician examination 
of sensory dysfunction, because it is short, quick and 
easy to use. Following accurate diagnosis, pregabalin, 

gabapentin, low-dose tricyclic antidepressants (e.g. 
amitriptyline) and serotonin norepinephrine reuptake 
inhibitors (duloxetine and venlafaxine) are all recom-
mended as first-line options for the treatment of periph-
eral neuropathic pan; if the response is insufficient after 
2-4 weeks, the recommended next step is to switch to 
a different class, or combine different classes of agent. 
Non-pharmacological methods of coping with pain 
must be emphasised, including the importance of stress 
reduction and good sleep hygiene, and companion 
treatments (cognitive behavioural therapy and physical 
therapy) should be administered as part of a multidisci-
plinary approach.

Dekker and colleagues examined the issue of pallia-
tive care and the provision of pain relief medicine in the 
Eastern Cape, South Africa, having found a paucity of 
research on access to pain medication in rural areas of 
sub-Saharan Africa.9 Their small mixed-methods study 
looked at patient experiences and healthcare provider 
attitudes towards chronic pain and palliative care. They 
found that being female, not having received a social 
welfare grant, and not having received an explanation 
for the cause of pain were associated with higher ratings 
of pain – the latter two being factors that primary care 
clinicians can and should address. Factors inhibiting the 
provision of palliative care included insufficient access 
to and availability of pain medication and lack of prior-
ity given to adequate pain relief in a busy healthcare 
setting. Another study looked at whether HIV and AIDS-
related pain is effectively managed in a primary health 
clinic in Tshwane, South Africa; the authors found that,  
despite repeated visits to the primary health clinic, the 
overwhelming majority of patients still experienced 
pain, and that nurse practitioners added to the suffer-
ing, because they lacked knowledge of pain and pain 
management.10 Both these studies recommended that 
primary care providers should be provided with specific 
training in the management of chronic pain in HIV-AIDS. 

Diabetes care
The management of type 2 diabetes mellitus is another 
issue that is constantly being addressed in the litera-
ture. We all know that the prevalence of the disease is 
increasing worldwide, and the challenges of achiev-
ing good glycaemic control increase along with that. 
Primary care providers should be at the frontline of 
improving care and assisting patients in their efforts to 
improve control of the disease.

It is easy to blame patients for non-adherence, and 
a recent study out of Botswana showed relatively high 
rates of non-adherence to both diet and exercise recom-
mendations by such patients.11 However, clinicians 
are also guilty of non-adherence, as demonstrated in 
two recent publications. In South Africa, a study was 
done to describe the screening practices with respect 
to long-term complications amongst patients with type 
2 diabetes attending Rustenburg Provincial Hospital.12 
The records of a random sample of 92 out of 1340 dia-
betic patients attending the hospital were assessed for 
screening tests; those that were carried out consistently 
included glycosylated haemoglobin (95.7%), blood 
pressure (100%), serum glucose (100%), serum choles-
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terol (79.3%) and serum creatinine (93.5%), whereas 
tests that were less commonly done were dilated eye 
examination (19.5%), foot examination (20.6%), urine test 
for micro-albumin (1.1%), and serum lipid levels (17.4%). 

Similarly, in KwaZulu-Natal, South Africa, a study 
was carried out to assess doctors’ compliance with 
the Society for Endocrine Metabolism and Diabetes of 
South Africa (SEMDSA) diabetes guidelines at a regional 
hospital north of Durban.13 The authors selected 750 
diabetic patient records by systematic sampling in the 
diabetic clinic and reviewed these against SEMDSA 
guidelines. They found that only 24% of the patients 
had their HbA1c checked in the preceding year, and, 
whereas 74% of patients had total cholesterol checked 
at least once, no patient had their low-density lipopro-
tein (LDL) or high-density lipoprotein (HDL) measured. 
Comprehensive foot examination was carried out in 
only 6% of patients. The study thus demonstrated poor 
compliance with the current South African diabetic 
guidelines. Both articles highlight the need to review 
how guidelines are disseminated and implemented.

As important as ensuring the practitioners follow the 
guidelines is finding ways to facilitate patient adherence 
to treatment. Some approaches to this are described in 
three recent articles. 

One publication reports on a randomised controlled 
trial conducted in six public health clinics in San Fran-
cisco to test whether clinic-based peer health coaching, 
compared with usual care, improves glycaemic control 
for low-income patients who have poorly controlled 
diabetes.14 Twenty-three patients with an HbA1c level of 
less than 8.5%, who completed a 36-hour health coach 
training class, acted as peer coaches. Patients from the 
same clinics with HbA1c levels of 8.0% or more were 
recruited and randomised to receive health coaching 
(148) or usual care (151). Their findings were that, at 6 
months, HbA1c levels had decreased significantly in the 
coached group compared to the usual care group (1.07% 
versus 0.3%), leading them to conclude that peer health 
coaching significantly improved diabetes control in their 
group of low-income primary care patients.

Bray and colleagues assessed the determined the ef-
fectiveness of a package of interventions, referred to as 
a redesigned primary care model, on patients’ glycae-
mic control.15 In three purposively selected, rural, fee-
for-service, primary care practices in the USA, African 
American patients with type 2 diabetes received a set of 
interventions based on the Chronic Care Model, includ-
ing point-of-care education, coaching, and medication 
intensification from a diabetes care management team 
made up of a nurse, pharmacist, and dietician (details 
are available at www.ecarediabetes.org, whereas in 
five randomly selected control practices matched for 
practice and patient characteristics, patients received 
their usual care. Among 727 randomly selected diabetic 
patients (368 intervention, 359 control), patients receiv-
ing redesigned care had a significantly greater reduc-
tion in mean HbA1c levels at intermediate (–0.5 % vs. 
–0.2%) and long-term (–0.5% vs. –0.10%) follow-up. 
The authors conclude that implementing chronic care 
model strategies in rural fee-for-service primary care 
practices for African American diabetic patients results 

in significantly improved glycaemic control.
Another study assessed a group diabetes education 

programme, delivered by mid-level health promotion 
officers using motivational interviewing in public sector 
health centres serving low socio-economic communi-
ties in Cape Town.16 While a randomised controlled 
trial evaluating the effectiveness of the education is 
still being conducted, focus group interviews with the 
health promotion officers from 17 health centres and 
observation of 33 sessions conducted by them indicated 
that they felt confident in their ability to deliver group 
education after receiving the training, and found the 
resource material to be relevant, understandable and 
useful. They delivered the majority of the content and 
achieved beginning-level proficiency in the motiva-
tional interviewing style of communication. Thus there 
is important potential demonstrated in this approach.
ID Couper, Professor of Rural Health
University of the Witwatersrand, South Africa
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