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Medicines regulatory systems strengthening 
and harmonisation work has gained 
momentum in Africa and according to the 
Access to Medicines Index, access to 
medicine in Low and Middle Income 
Countries (LMICs) has improved in 2016. 
However, Africa still accounts for over 25% of 
the world’s disease burden and its share of 
global health expenditure is less than 1%. 
How can Africa device mechanisms for 
sustaining this momentum, address 
challenges, share lessons learnt and best 
practices to accelerate knowledge exchange 
and overturn this deficit?  

No need to re-invent the wheel  

Africa needs strong institutions that can 
address these challenges. Learning from the 
World Health Organization (WHO) and the 

European Medicines Agency (AMA) driven 
collaborative efforts is critical in accelerating 
medicines regulatory systems strengthening 
and harmonization efforts in Africa, as well as 
the African Medicines Regulatory 
Harmonization (AMRH) Initiative and the 
African Vaccines Regulatory Forum 
(AVAREF). Establishment of a continental 
body such as the African Medicines Agency 
(AMA) is a step in the right direction to ensure 
proper coordination and strengthening of 
these Pan-African Initiatives.  

Promoting partnerships and alignment of 
these efforts will ensure collective impact and 
mutual accountability. Involvement of 
private, public and private-public institutions 
is a cornerstone in sustaining this momentum 
and achieving sustainable growth of the 
pharmaceutical industry in Africa. 

Join us at the 3rd Biennial Scientific Conference to participate in the process and learn more 
 

http://www.nepad.org/scientificconference/ 

27 – 28  

November  

2017 

Important Discussion Topic – ONE! 

THEME: SUSTAINING THE MOMENTUM FOR REGULATORY HARMONIZATION IN AFRICA 
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3. For readers in all other countries
 £119 or US$155 (airmail postage 
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Africa’s health profile is improving, but 
at a much slower pace than would be 
the case if all governments committed 
the promised 15% of the national cake 
to healthcare as promised in the Abuja 
Declaration. Currently only Liberia, Swa-
ziland, Rwanda and Zambia have met 
that commitment.

The just concluded Regional Com-
mittee of the World Health Organization 
(WHO) African Region, held at Victoria 
Falls in Zimbabwe, considered the latest 
report on the health workforce (HWF) 
challenges facing the continent and once 
again called on national governments to 
respect the 15% call.

It went on to make a series of deci-
sions, which realistically can only be 
achieved if the 15% is granted. Without 
it, unless new money can be found from 
elsewhere it is just good intention.

As we all know, throughout Africa 
there is doctor and nurse unemploy-
ment side by side with doctor and nurse 
shortages. Health service finance is so 
stretched it can’t afford the staff it needs. 
Quality of care suffers and despite unim-
peachable evidence that demonstrates 
the positive economic benefit of a healthy 
workforce, most governments remain 
deaf to the call for proper funding.

A WHO press release calls out the 
problem: ‘As countries in the Region 
aspire to attain sustainable development 
goals (SDGs), HWF shortages and imbal-
ances could be the Achilles heel that can 
derail the attainment of these goals.’ 

As at 2015, the African Region had 
an average of 1.30 health workers per 
1000 population, far below the 4.5 per 
1000 required to deliver the SDGs. Out 

of the estimated global HWF shortage 
of 14.5 million required for Universal 
Health Coverage (UHC) and SDGs, 
the African Region has the most severe 
HWF shortage, estimated to reach 6.1 
million by 2030. But the reality is that 
the projection for the shortage of human 
resources for health elsewhere in the 
world is also huge.

And many of these countries have 
financial and insurance systems which 
mean that their human resource costs 
can be covered. So what is going to 
happen? Of course Africa is going to con-
tinue to lose its health professionals and 
there will continue to be a complete lack 
of sharing of the training costs. 

It is iniquitous!
And it renders much of our Health 

Ministry planning meaningless. New 
money has to be found for healthcare, 
and a partnership by accredited African 
training institutions to help the Global 
North reach its HRH requirements, whilst 
receiving proper funding for this work, 
would be a realistic way to bring that 
new money into the system, and allow 
excellence to return to the care those 
training institutions can also deliver to 
their patients.

Bryan Pearson
(bryan@fsg.co.uk)

Editorial

mailto: bryan@fsg.co.uk
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HemoCue has been a leader in Point of Care medical diagnostics for over 30 years. We specialize in 
giving healthcare providers tests that deliver fast results with the precision expected of a central lab. 
Visit hemocue.com

A Global Call to Detect and Act on Anemia
We are happy to share the launch of our initiative 

Embrace Health – Unite to Screen and Treat Anemia. 

We share the commitment made by the World Health 

Assembly to reduce the burden of anemia by 50 % in 

women of reproductive age by 2025. Anemia impairs 

the health and well-being of women and increases 

the risk of adverse maternal and neonatal outcomes. 

Anemia also increase complications and the risk of 

fatal outcome in malaria. The key to act – is to know. 

The time to act  – is now.
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heart. We will continue to share our knowledge, 
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Please join our movement.  

Embrace Health – Unite to Screen 

and Treat Anemia!

To learn more about the 

HemoCue®Hb 301 kit and our fight 

against anemia, contact your  

HemoCue representative or 

email info@hemocue.se

Anemia due to malnutrition or malaria presents a major 
public health burden in many countries. Pregnant women 
and preschool children are especially at risk, and untreated  
it may have devastating effects on the prosperity of an  
entire society. 

Using the HemoCue Systems can make it easy to detect 
those at risk and to take action. By providing access to 
accurate screening tools whether in hospital or in the field, 
you can protect the children who will be shaping our future. 
One drop of blood in combination with HemoCue point-of-
care testing systems can make a difference. HemoCue is a 
global leader in the field of near patient testing. 

Our solutions are being used in high end hospitals as well  
as in the most rural undeveloped villages – without 
compromising accuracy. They are being used in emergency 
situations, in stan dard routine care as well as in mobile 
screening programs and mobile hospitals – in any climate. 

HemoCue subsidiaries, affiliates, franchises, and third-party  
distributors deliver our products to more than 130 countries 
worldwide. The HemoCue Headquarter in Sweden has  
dedicated staff for International aid/NGO/health 
organizations.

Welcome to join the HemoCue family of customers!

Sincerely, 
HemoCue Health Ambassadors
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Shima Gyoh has held many posts ranging from village 
doctor to DG of Nigeria’s Federal Ministry of Health and 
Chair of the Medical and Dental Council of Nigeria. 

Homeopathy: the lure of 
the unknown
Shima Gyoh yearns for better primary care services to persuade 
people away from traditional and homeopathic medicine

There are three types of health services in Africa. The first 
is traditional medicine that evolved as part of the culture 
of the people. It incorporates faith in traditional myths 
and spiritualism and therefore greatly varies with each 
ethnic group, often from clan to clan. It has no preten-
sion to science; on the contrary, its practitioners usually 
claim to tap from powerful spiritual secrets beyond the 
reaches of science. The second type is orthodox medicine 
as established throughout the developed world, based on 
scientific principles and usually acquired through univer-
sity education and training. The hope that it would largely 
displace other practices has not been realised in our 
countries because of its expense and inadequate funding, 
and this drives the population to seek alternative reliefs, 
among which is homeopathy. 

The practice of homeopathy hinges on three pillars: 
the ‘laws’ of similarities, infinitesimals and succus-
sion. Similarities postulates that ‘like cures like’; the 
cure of diseases lie in their causative agents, thus the 
treatment for pneumococcal pneumonia would be 
the administration of homoeopathic dilution of the 
pneumococcus. That dilution is done in accordance 
with the law of infinitesimals whereby one volume of 
the agent is diluted in 99 volumes of distilled water or 
alcohol; this is repeated 30 times. Although the solu-
tion or centesimal may become so dilute that a litre no 
longer contains a molecule of the supposedly curative 
substance, homeopathy claims that its potency actually 
increases through ‘memory’ imparted to the solution by 
succussion or vigorous shaking applied at each dilution 
by hitting with a leather-bound book. Such ‘signature 
memory’ and other crucial claims of homeopathy are 
not amenable to any type of scientific verification; they 
have to be accepted on the basis of faith.

Homeopaths claim that Hippocrates originated 
the practice in about 400 BC, but it was in 1807 that 
Samuel Hahnemann coined the name. He ingested the 
bark of the cinchona tree, the known cure for malaria 
and developed symptoms similar to malaria with fever, 
rigors and joint pains. He became convinced that drugs 
that cured disease would produce the disease in healthy 
subjects. By the time cinchona’s content of quinine 
known to kill Plasmodia, the real cause of malaria was 
known, his ‘law of similars’ had taken root. He pro-
posed that the underlying causes of all diseases were 
three inherent but transmissible susceptibilities called 
miasms: psora (itch), syphilis and sycosis (gonorrhoea).

Homeopathy became popular and well-established 
in the nineteenth century. Its outcomes were better 
than other methods of disease management that were 
dominated by blood-letting and other unsatisfactory 
disease management, particularly infections. The second 
half of the twentieth century marked the development of 
modern medicine based on sound scientific principles 
of personal and public hygiene, the discovery of such 
wonder drugs as antibiotics, a vast array of diagnostic 
and therapeutic gadgets leading to vastly improved 
outcomes, and the scales became highly tipped the 
other way. Several trials of homoeopathic remedies have 
not shown any benefit beyond the placebo effect, yet 
homeopathy has continued to survive, its fortunes even 
showed some improvement in the early half of the 20th 
century. Its presentations are wrapped in a pseudoscien-
tific aura that can easily hoodwink the uninitiated. Use 
of Latin terms is profuse, and simple table salt becomes 
natrum muriaticum, and in medicine people tend to 
respect doctors whose language in unintelligible. Its lit-
erature tends to misrepresent other remedies to empha-
sise the superiority of its own.

One needs a fairly malleable credulity to accept many 
homoeopathic nostrums. Some are made from nosodes—
diseased or pathological specimens: faecal, urine, or 
respiratory discharges. Sarcodes are nostrums made from 
healthy tissue and ‘imponderables’ are alcohol or lactose 
based ‘captured X-rays’ or ‘sunlight!’ Other practices 
include written prescriptions patients have to carry on 
their persons, or put in glasses of water, others are ‘manu-
factured by radionics’. It is only fair to state that not all 
practitioners accept these bizarre claims.

The continuing participation of governments in the 
practices of homeopathy is causing some concern in 
many countries. The remedies do not live up to the 
claims of their vendors, thereby violating the regula-
tions on false advertisements. Many governments in the 
developed world have therefore withdrawn recognition 
and demanded that homoeopathic drugs must bear 
labels stating that they are inefficacious.

The ground for homeopathy is more fertile in devel-
oping countries with large populations of superstitious 
people with little access to effective orthodox health-
care. Homeopathy’s pseudoscientific posture gives the 
impression of being superior to traditional and even 
orthodox remedies. It can delay serious organic diseases 
getting early medical attention. Banning the practice is 
not the best way, but the public should be properly edu-
cated on it. Provision of excellent primary healthcare 
services remains the best way to limit the prevalence of 
inappropriate medical practices in our environment.
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Focus & Rulz is a group of companies 
involved in the Manufacture, Distribution 
& Export of Pharmaceutical and 
Healthcare products. We have two 
certified manufacturing facilities; one being 
Pharmaceuticals and the other being 
Healthcare, Herbal and Food Supplements. 

We operate across the globe. Currently 
we are exporting to Afghanistan, Sri Lanka, 
Laos, Kosovo, Guinea Conakry, Ivory Coast, 
Mali, and Ghana. We want to expand our 
business to other countries in Africa. We are 
certified by the African Health Ministries in 
Guinea Conakry and Ivory Coast. Being ISO 
9001 SGS certified, our products from both 
Pharmaceutical and Healthcare Division 
are of an International Standard.

Please don’t hestitate to contact us if you 
are interested in collaborating.

Wanted:
Importers and Distributors for Pharmaceutical and 

Healthcare products in Africa

https://hmdhealthcare.com/
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FeatureFeature

Africa Health  7September 2017

On the right track
Francis Omaswa reports from the 67th Session of the World 
Health Organization Regional Committee for Africa

Francis Omaswa, CEO, African Centre for Global Health 
and Social Transformation (based from Kampala); 
Founding Executive Director of the Global Health 
Workforce Alliance.

I am writing from the 67th Session of the World Health 
Organization (WHO) Regional Committee for Africa 
opened on 28 August 2017 at Elephant Hills Resort 
in Victoria Falls, Republic of Zimbabwe; opened by 
President Robert Mugabe. Key participants included Dr. 
Tedros Adhanom Ghebreyesus, Director-General (DG) 
of WHO, Dr. Asamoah Baah Deputy WHO DG, Dr A. 
Nascimento do Rosario President of the 66th Regional 
Committee from Cape Verde, David Parirenyatwa, 
Minister of Health and Child Care of Zimbabwe, the Af-
rican Union Commissioner for Social Services, and Dr. 
Matshidiso Moeti, WHO Regional Director for Africa, as 
well as delegations from the Member States of the WHO 
African Region and partners.

It is an uplifting experience to see all these leaders 
united here including the African Union (AU) Commis-
sion. They all placed health of the people at the centre, 
not just in words, but I feel that these leaders are sincere 
in what they are saying to us. Do we care? How do we 
show that we care? Are the questions that are being 
asked here? For example President Mugabe stated ‘Let 
us therefore push health to take its deserved promi-
nence on our agendas in our sub-regional groups, at the 
African Union level and indeed on the global forum’. 
President Mugabe also noted that Africa is dispropor-
tionately represented on the global disease burden for 
communicable and non-communicable diseases. ‘We 
must ask ourselves why this is so, and more importantly, 
what can we do to arrest and reverse these trends’, 
and called for building of formal healthcare systems to 
respond. Indeed Zimbabwe has taken practical steps to 
finance health from domestic resources. It was the first 
country to have an HIV levy and has followed this up 
with a health tax on phone calls.

Dr. Tedros demonstrated that he cares by telling the 
story of a woman he met in Yemen who was begging 
for her child to be saved when she herself was only skin 
and bones. It is these type of people that our work is 

about. He has set out a new mission for the organiza-
tion which is to ‘keep the world safe, improve health 
and serve the vulnerable’. This mission is set within the 
context of the Sustainable Development Goals (SDGs) 
which will guide global development including public 
health. To achieve the mission, Dr. Tedros outlined five 
strategies that will define WHO’s work under the 13th 
General Programme of Work (GPW) for the period 
2019–2023 currently under development.

The strategies are the ability to prevent, detect and 
respond to epidemics including polio outbreaks and 
antimicrobial resistance; provision of health services 
in emergencies and rebuilding health systems in fragile 
conflict and vulnerable states; helping countries to 
strengthen systems to progress towards universal health 
coverage; drive progress towards the specific SDG 
health targets; and provision of a governance plat-
form for health. Dr. Tedreos concluded his remarks by 
reminding the delegates that ‘We are here because we 
care about the health of the world’s people. They must 
be foremost in all our minds this week. The challenges 
we face are great. So must be our ambitions’.

My take away message is that Africa is on the right 
track after listening to the WHO Regional Office present 
its Performance Report and Transformation Agenda. The 
WHO African Region is showing promise of becoming 
the effective partner of countries that we have the right 
to expect. On top of this improved collaboration with 
the African Union Commission and the African CDC 
that is hosted at AUC is critically important for mobilis-
ing political support for health in the continent. Both 
President Mugabe and Dr. Tedros had already confirmed 
that it is political commitment that will be the deter-
minant of the success of SDG implementation and the 
health outcomes therein. 

I want as I have done in the past to call upon African 
techno-professionals and civil society to take advan-
tage of this new mood and to support our new and old 
leaders by providing the technical support that is critical 
for decision making and moving forward. Research 
evidence, data and information and advocacy will be 
needed as critical inputs for the transformation that the 
WHO Regional office working for. 
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The Africa Health website
The website includes:

Here is a free database which gives you 
access to millions of articles, all indexed and 
uniquely ranked.

Content is entirely evidence-based and peer-
reviewed, and in addition to the scientific 

Search the TRIP database for free
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Latest news

The TRIP searchable database for evidence based 
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Conference and meetings calendar
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articles on every medical subject you can 
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host of guidelines on treatment and 
management protocols. 
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image to the right) or you will find yourself 
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and back issues of the  
Africa Health journal

with a ‘selection’ of several thousand 
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search words (be as specific as you can) 
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can make to your search. You’ll then 
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Zika hijacks pregnant 
woman’s immune system
The Zika virus thrives in pregnant 
women by suppressing their already 
dampened immune systems and 
running roughshod over their body’s 
natural defences, allowing the virus 
to directly attack the foetus, a new 
study reports.

A woman’s immune system natural-
ly suppresses itself during pregnancy 
to keep the body from recognising the 
foetus as a foreign body and attacking 
it, explained Senior Researcher Jae 
Jung, Chair of the Department of Mo-
lecular Microbiology and Immunology 
at the University of Southern Califor-
nia’s Keck School of Medicine.

‘The virus really tricks the host’s 
immune system,’ Jung said. ‘It com-
mandeers the pregnant woman’s 
immune strategy to protect the 
foetus and utilises that strategy for 
its own benefit.’

This helps explain why Zika causes 
no symptoms at all in four out of five 
infected people, but can cause hor-
rible neurological birth defects such as 
microcephaly when pregnant women 
become infected, Jung said.

Nearly 3000 cases of microcephaly 
have been associated with Zika-infect-
ed mothers, researchers said.

For their study, Jung and his 
colleagues tested both the African 
and Asian strains of Zika in the 
blood samples of healthy men and 
women, as well as samples taken from 
pregnant women.

Zika was first discovered in Africa in 
1947, and that strain has not been as-
sociated with neurological birth defects, 
Jung said. But the virus subsequently 
travelled to Asia, where it mutated and 
became more dangerous to pregnant 
women and their unborn babies.

In the laboratory, the research team 
discovered that the Asian strain of Zika 
targets monocytes, which are white 
blood cells that mount the body’s im-
mune defence by destroying viruses 
and bacteria, Jung said.

In pregnant women, a certain num-
ber of monocytes essentially flip roles 
and become immune-suppressing, en-
couraging the immune system to power 
down, Jung said. Zika latches on to that 
natural process and amps it up.

‘The virus goes in, replicates, grows 
and then crosses the placenta to enter 
the foetus and cause disease,’ Jung said.

Point-of-care diagnosis for 
tuberculosis may reduce 
patients’ time to treatment
A team of researchers have conducted 
a trial dedicated to studying the ef-
fectiveness of a molecular diagnostic 
test performed in the clinic compared 
with the test completed in a laboratory. 
The researchers hypothesized that this 
point-of-care test would result in better 
patient outcomes.

For the study, the researchers con-
ducted a randomised controlled trial of 
the test in a rural clinic in South Africa, 
northern KwaZulu-Natal, a region 
with the highest rates of HIV and HIV-
associated TB in the world. The study 
participants were randomised into two 
groups: point-of-care, which consisted of 
651 patients, or laboratory testing, which 
consisted of 646 pa-
tients. All participants 
were adults report-
ing cough, and were 
either HIV-positive or 
at increased risk of 
drug-resistant TB.

Study leader 
Richard Lessells, 
PhD, a former clini-
cal research fellow 
at Africa Health 
Research Institute 
(AHRI), and his 
team compared two 
testing systems: one 
where a nurse per-
formed Xpert MTB/
RIF at a rural South 
African clinic, and 
one where research-
ers transported sputum samples to a 
central laboratory where technicians 
performed Xpert MTB/RIF.

‘To fight TB in South Africa and else-
where, we need to decentralize both 
diagnosis and treatments in a coordi-
nated manner,’ Dr. Lessells explained. 
‘Nurses are at the frontline of TB and 
HIV care in South Africa, and we need 
to give them the tools to make the cor-
rect diagnosis and initiate the correct 
TB treatment in a single encounter.’

According to the study results, the 
researchers found that performing a 
molecular diagnostic test during a pa-
tient’s visit at a clinic ‘greatly reduced 
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the time to treatment for patients who 
did not have a drug-resistant form of the 
disease,’ compared with performing the 
test at a centralised laboratory, according 
to a press release.

They found that the testing delivery 
system involving nurses at the clinic pro-
vided patients with a diagnosis within 
hours of their visit, and three out of four 
patients (who did not have drug-resistant 
TB) were able to begin treatment that 
same day.

In contrast, patients had to wait, on 
average, seven days to begin treatment 
with the diagnostic testing performed by 
the laboratory. Furthermore, they found 
that beginning treatment within 30 days 

after receiving diagnosis ‘was better with 
point-of-care than laboratory diagnosis.’ 
However, the difference was ‘not statisti-
cally significant.’

‘Research has shown that in South 
Africa and other countries with high TB 
burden, up to one in four people with a 
laboratory diagnosis of TB do not start 
TB treatment,’ explained Dr. Lessells in 
the press release. ‘Theoretically, we now 
have the technology to diagnose TB and 
initiate treatment during a single visit—
something that happens routinely with 
HIV and malaria—but we wanted to test 
this technology in the real world to see if 
it could actually deliver this.’
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Novartis and MMV begin patient 
trial of antimalarial compound
Novartis and Medicines for Malaria 
Venture (MMV) have started a pa-
tient trial of antimalarial compound, 
KAF156, in Africa.

KAF156, which belongs to the class 
of the imidazolopiperazines, is a next-
generation antimalarial compound that 
holds capability to treat drug-resistant 
strains of the malaria parasite.

The trial was designed to test the 
efficacy of KAF156 in combination with 
a new and improved formulation of the 
existing antimalarial lumefantrine.

The phase IIb study will assess multiple 
dosing combinations and dosing sched-
ules of KAF156 and lumefantrine, includ-
ing the feasibility of a single dose therapy 
in adults, adolescents and children.

KAF156’s study has been launched 
in Mali, and will be expanded to sixteen 
additional centres across nine countries 
in Africa and Asia in the coming months.

The compound is fast acting and 
potent across multiple stages of the 
parasite’s lifecycle and effectively 

Healthcare workers (HCWs) from an 
HIV clinic serving the districts of Ki-
lombero and Ulanga in Tanzania were 
trained on how to encourage patients 
on antiretroviral treatment (ART) to talk 
about adherence problems and find 
ways to tackle these issues.

The intervention was found to have 
significant benefits in empowering 
people to discuss adherence issues, with 
self-reporting on non-adherence rising 
from 3.3% to 10.7%.

HCWs were trained in a two-day 
workshop and seminar, and adopted an 
assessment checklist for use during pa-
tient consultations. Around 300 people 
living with HIV (71% female, 29% male) 
were included in the trial, which ran 
from October 2013 to September 2014.

During each visit, the vast majority of 
participants (81%) completed a clinical 
and self-reported adherence assessment, 
and underwent a CD4 cell count, viral 

Zimbabwe and South 
Africa to establish clinics 
on major highways
Zimbabwe and South Africa have 
agreed to establish clinics along major 
highways to cater for cross border truck 
drivers within the region so that they 
can access HIV health-related services.

South Africa’ Health minister, 
Dr. Aaron Motsoaledi said diseases 
‘know no borders’ hence it was key to 
strengthen healthcare services to fight 
the high disease burden in the region.

Minister Motsoaledi spoke during 
the signing ceremony of a five year 
cooperation agreement which seeks to 
tackle regional health challenges.

‘We need to put up cross border 
clinics along the major highways so 
that cross borders like truck drivers can 
access HIV services. This is an HIV and 
AIDs cross border initiative that can 
help us fight HIV within the region.

‘The initiative should enable truckers 
from the region to access health care 
services at any of these clinics regard-
less of which country they are from.

‘You are aware that Zimbabwe 
is the gateway to the rest of Africa 
in terms of trucking routes so these 
clinics would ensure that patients get 
treatment, help them on issues of HIV 
among other issues,’ he said.

The five-year cooperation agreement, 
which tackles issues of health, research 
and regulation, comes after the lapse of 
the one that was signed in 2009.

Speaking at the same event, Zimba-
bwe’ Health and Child Care Minister, 
Dr. David Parirenyatwa concurred the 
specialised medical care such as hav-
ing clinics along highways was key in 
the fight against HIV.

‘South Africa and Zimbabwe are 
really interlinked in many ways so 
the health, research and regulation 
agreement will really go a long way 
in addressing challenges faced by the 
two countries and the region.

‘Truck drivers are a key population 
that are at a greater risk of HIV infec-
tion so having clinics along highways 
will then ensure that services are read-
ily available,’ he said.

Minister Mostoaledi noted that 
the agreement’s key priority areas 
were prevention, control, manage-
ment of communicable diseases and 
conditions, regulations and access to 
pharmaceuticals and vaccines.

Better patient communication 
gets more people admitting 
adherence issues

FeatureNews

cleared both Plasmodium falciparum 
and Plasmodium vivax parasites, which 
was demonstrated in a phase IIa proof-
of-concept trial.

The phase IIb study will assess multiple 
dosing combinations and dosing sched-
ules of KAF156 and lumefantrine, includ-
ing the feasibility of a single dose therapy 
in adults, adolescents and children.

Novartis drug development global 
head and Chief Medical Officer Vas 
Narasimhan said: ‘With nearly half of the 
world’s population at risk, malaria contin-
ues to be a major public health challenge.

‘Developing new antimalarial medi-
cines is critical to achieving malaria elimi-
nation. Innovative science continues to be 
our best weapon against the disease.’

MMV CEO Dr. David Reddy said: 
‘With the phase IIb trial of KAF156-
lumefantrine now underway, the MMV-
Novartis partnership is drawing closer 
to the exciting prospect of such a new 
medicine that would be a powerful tool 
to fight the disease.’

load measurement and therapeutic drug 
monitoring (TDM).

The study found the virological 
failure rate, when consistently high and 
increasing levels of HIV are detected, 
remained unchanged throughout the 
study. As the virological failure rate was 
relatively low during the first visit, the 
fact that it remained unchanged may be 
due to only the most adherent patients 
being selected for the study.

Despite the study’s limitations, it has 
shown how patient-centred communi-
cation can feasibly be delivered in low-
cost settings, with significant benefits 
for adherence.

Interventions such as this one will be 
critical for the continued effective scale-
up of ART to meet UNAIDS’ 90-90-90 
testing and treatment goals, which will 
see millions more people living with 
HIV on treatment by 2020, most of them 
in sub-Saharan Africa.

https://www.novartis.co.uk/
https://www.mmv.org/
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HIV/AIDS is no longer 
the leading cause of 
death in Africa
The World Health Organization’s 
most recent data on global deaths has 
good news for the African continent, 
including fewer people dying of HIV/
AIDS and malaria.

The new death statistics researched 
by African fact-checking organisation, 
Africa Check, indicated that lifestyle 
diseases have taken over as the lead-
ing causes of death on the continent.

Lower respiratory tract infections 
top the list. These are caused by 
viruses and bacteria that target airways 
and lungs.

The most common diseases under 
this category is bronchitis or pneu-
monia which is responsible for 16% 
of global deaths of children younger 
than five.

HIV/AIDS took the number two 
position despite the increase in educa-
tion on prevention and treatment.

An estimated 760 000 deaths 
from HIV/AIDS and related compli-
cations were recorded in Africa in 
2015, against the one million deaths 
in 2010.

Diarrhoeal diseases take third spot. 
The disease is caused by viral, bacte-
rial or parasitic infections.

Eighty-eight percent (88%) of 
diarrhoeal deaths worldwide are due 
to unsafe water, poor sanitation and 
insufficient hygiene, according to 
the Centres for Disease Control 
and Prevention.

It is the second leading cause of death 
of children younger than five in Africa.

The next leading cause of death is 
stroke which has increased over the 
past five years from 406 595 (4.4% 
of deaths) to 451 000 deaths (4.9%) 
in 2015.

The fifth leading cause of death in 
Africa is the ischaemic heart disease 
commonly known as heart attack.

In 2010, 389 785 deaths were as a 
result of heart attack (or 4.2% of total 
deaths). This increased in 2015 to an 
estimated 441 000 deaths (or 4.8% of 
the total).

In Africa, the majority of deaths 
in 2015, as in 2012, still remained 
largely due to preventable causes. 
It is worth noting that malaria has 
dropped off the top five list, allowing 
ischaemic heart disease to move into 
this list.

Blindness set to triple globally 
by 2050
Blindness affects 36 million people 
globally, with the greatest burden in 
developing countries, a global investi-
gation has found.

Forecasts predict that there will be 
almost 115 million cases of blindness 
and 588 million people with moderate 
to severe vision impairment in 2050 
(up from figures of 36 million and 217 
million today, respectively).

The greatest burden 
will be found in devel-
oping countries in Asia 
and sub-Saharan Africa, 
according to a study 
published in The Lancet 
Global Health journal.

‘With the number of 
people with vision impairment acceler-
ating, we must take action to increase 
our current treatment efforts at global, 
regional and country levels,’ says lead 
author Professor Rupert Bourne, Anglia 
Ruskin University, UK.

‘Investing in these treatments has 
previously reaped considerable ben-
efits, including improved quality of 
life, and economic benefits as people 
remain in work.’

Although rates of blindness and 
vision impairment have gone down 
in recent years, as the world popula-
tion ages, the number of cases has 
increased. The new estimates highlight 
the need to scale-up efforts to allevi-
ate vision impairment to help improve 

The World Health Organization (WHO) 
and other partners are moving swiftly to 
help health authorities contain a cholera 
outbreak in a camp for internally dis-
placed people in north-eastern Nigeria.

As of 29 August 2017, a total of 69 
cases, including five deaths, have been 
reported so far in the outbreak at Muna Ga-
rage, a camp on the outskirts of Maiduguri.

Detecting and responding rapidly 
to suspected cases of cholera is vital to 
controlling outbreaks, which can spread 
rapidly in areas where access to safe 
water is limited, hygiene conditions are 
poor, and populations are weakened by 

Rapid response to cholera 
outbreak in north-eastern Nigeria

Feature FeatureNews

quality of life, and educational and 
economic opportunities globally.

‘Even mild visual impairment can 
significantly impact a person’s life, for 
example reducing their independence 
in many countries as it often means 
people are barred from driving, as well 
as reducing educational and economic 
opportunities,’ Professor Bourne says.

Rates of blindness among older 
adults are highest in eastern 
and western sub-Saharan 
Africa and south Asia.

The study analysed the 
prevalence of blindness and 
vision impairment in 188 coun-
tries between 1990 and 2015, 
as well as providing projections 

for 2020 and 2050.
It is the first to include figures on 

presbyopia—a condition that affects 
one’s ability to read and is associated 
with ageing, and can be treated with 
eye glasses—and finds that almost 1095 
million people aged over 35 are affected 
by the condition, including almost 667 
million people over 50.

The researchers estimate that global 
blindness crude prevalence declined 
from 0.75% in 1990 to 0.48% in 2015, 
while the rate of moderate to severe 
vision impairment reduced from 3.83% 
to 2.90%. This is likely to be a result of 
socio-economic development, targeted 
public health programmes, and greater 
access to eye health services.

food shortages.
The State Ministry of Health is lead-

ing partners including WHO, in the re-
sponse to the outbreak in Muna Garage, 
which includes the establishment of a 
cholera treatment centre, increasing risk 
communications and assessing the need 
for an oral cholera vaccination campaign 
in the affected area.

WHO-supported community out-
reach workers are conducting active 
case search in the camp to find and 
refer anyone suffering from the disease 
that has not been able to seek help at a 
health facility.
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FeatureBed nets

The challenge of using and misusing 
insecticide-treated bed nets
Where economic benefit can be gained—bed nets will be reassigned to 
alternative uses. William R Brieger looks at the effect of dysfunction

William R Brieger is a Professor for the Department of 
International Health, the Johns Hopkins Bloomberg 
School of Public Health, and Senior Malaria Specialist, 
Jhpiego, an affiliate of Johns Hopkins University.

Insecticide-treated bed nets (ITNs), especially of the 
long-lasting variety (LLINs) are one of the major in-
terventions to prevent malaria. Major donors like the 
Global Fund, the World Bank, the US President’s Malaria 
Initiative and UKAID/the Department of International 
Development, have been assisting malaria endemic with 
LLIN supplies for over 16 years. These net supplies have 
been supplemented through national, corporate and 
Non-Government Organisation (NGO) efforts. Once 
received in country, LLINs are shipped out to districts 
where they are most often distributed through mass cam-
paigns, while some are reserved for distribution through 
routine services like antenatal care. 

The challenge is that LLINs are only useful in prevent-
ing malaria if they are hung properly and people sleep 
under them. An actual survey of nets in households after 
one of the first mass distribution campaigns in Kano State, 
Nigeria is indicative of these challenges.1 A household 
survey in the state between three to five months after the 
distribution campaign found that 97% of households 
received at least one LLIN. At the time of the survey, only 
69% of these households currently had a net. 

Although there was equitable distribution across all 
income levels in Kano State, the poorest households 
were less likely to have retained a net at the follow-
up survey (58%) compared to the four higher income 
quintiles (between 70–73%). Many of the missing nets 
had been given away mostly because the recipient felt 
that it was not needed at the time (note that the survey 
was done in the dry season, November, when people 
perceive fewer mosquitoes are about), or that it was 
needed more by others. The interviewers found that 
even among households that kept their nets 27% had 
hung none or only some of the nets, they received.

A similar experience was reported in Akwa Ibom 
State, Nigeria after their 2014 mass net distribution 
campaign.2 Among households visited, there was good 
retention (97.1%), but the hanging rate was 71.8%. 
Overall 69.6% of household members reported that 
they slept under a net the previous night. 

Only seven cases of alternative use were identified 
in Kano, and these were all for curtains. While it is 
true that some studies have tested the use of alternative 
insecticide-treated materials such as curtains,3 the Nige-
rian LLIN campaign was not designed for that purpose. 
Reasons for these problems ranged from inability or lack 

of materials to hang the nets, feeling hot sleeping under 
a net and fear of the insecticide. The forgoing experi-
ences in Kano and Akwa Ibom are not insurmountable, 
and although there were behaviour change communica-
tions activities associated with all Nigerian net cam-
paigns, these apparently did not deal with the issues 
that net recipients feel are important.

People have sometimes questioned whether some-
thing provided for free is valued by the recipients. Al-
though this is not usually a specific question in surveys, 
researchers found in a review of 14 national household 
surveys that free nets received through a campaign were 
six times more likely to be given away than nets ob-
tained through other avenues such as routine healthcare 
or purchased from shops.4 

Giving nets away to other potential users, not hang-
ing nets or not sleeping under nets at least imply that 
the nets could potentially be used for their intended 
purpose. What concerns many is that nets may be used 
for unintended and inappropriate reasons. Often the evi-
dence is anecdotal, but photos from Nigeria and Burkina 
Faso (shown in this article) document cases where nets 
were found to cover kiosks, make football goalposts, 
protect vegetable seedlings, and fence in livestock.

Newspapers tend to quote horrified health or 
academic staff when reporting this, such as this 
statement from Mozambique, ‘The nets go straight out 
of the bag into the sea’.5 The Times said that net misuse 

Nets are being use in various ways. Pictured above, a 
kiosk being protected from pests and children in Nigeria
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squandered money and lives when they observed that 
‘Malaria nets distributed by the Global Fund have 
ended up being used for fishing, protecting livestock 
and to make wedding dresses’.6

Two years ago the New York Times reported that, 
‘Across Africa, from the mud flats of Nigeria to the coral 
reefs off Mozambique, mosquito-net fishing is a grow-
ing problem, an unintended consequence of one of the 
biggest and most celebrated public health campaigns in 
recent years’.5 Not only were people not being protect-
ed from malaria, but the pesticide in these ‘fishing nets’ 
was causing environmental damage. The article explains 
that the problem of such misuse may be small, but that 
survey respondents are very unlikely to admit to alterna-
tive uses to interviewers. 

Similarly El Pais website featured an article on 
malaria in Angola this year with a striking lead photo 
of children fishing in the marshes near their village in 
Cubal with a LLIN.7 A video from the New York Times 
frames this problem in a stark choice: sleep under the 
nets to prevent malaria or use them to catch fish and 
prevent starvation.8

A study in 2008 of communities on Lake Victoria 
found that 25% of nets in the community were being 
used for fishing related activities, including drying fish.9 
The villagers thought that since the nets were inexpen-
sive or free, the alternative use made sense. In fact, it 
turned out that there was lack of coordination among 
donors and excess nets were supplied to the village. 
Such lack of coordination is unlikely to happen today.

Based on accounts like those above, Eisele and col-
leagues warned that, ‘There are a number of poten-
tially damaging misconceptions about ITNs in Africa 
that have been propagated in media reports, almost 
all of which are based on anecdotal accounts’.10 In 
2011 they could only identify two studies that reported 
extremely small proportions of net owners engaging in 
alternative uses. In addition the review of 14 national 
household surveys mentioned earlier found less than 
1% of nets were repurposed for other uses.4 Of course 
the caveat that people may not report honestly in such 
surveys still stands.

More recently, researchers who examined net use 
data from Kenya and Vanuatu found that alternative 
LLIN use is likely to emerge in impoverished popula-
tions where these practices had economic benefits like 
alternative ITN uses such as sewing bednets together to 
create larger fishing nets, drying fish on nets spread along 
the beach, seedling crop protection, and granary protec-
tion.11 The authors raise the question whether such uses 
are in fact rational from the perspective of poor people.

Alternative uses may not fully explain low coverage 
in household surveys. We know that the effectiveness of 
insecticides in LLINs is severely reduced after two years 
and that the overall ‘functional survival time’ of a net 
is two and a half to three years.12 Villagers may dispose 
of these torn or degraded nets in the local environ-
ment. This is why mass net distribution campaigns are 
often planned every two to three years when possible. 
Disposal of dysfunctional nets may also explain low use 
rates when surveys are done a couple years out from the 
last mass distribution.

Feature FeatureBed nets

Nets are also used as goods sacks in Nigeria

Also in Nigeria, locals use nets to protect seedlings

Using nets to protect chickens from hawks in 
Burkina Faso
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Local disposal raises environmental concerns not 
only because of possible residual insecticide, but also 
the polyester and polyethylene netting material itself. 
The question arises as to what to do safely with the old 
nets that no longer function as mosquito protection?

A pilot project in Madagascar attempted to set-up a 
system to collect old nets for safe and proper disposal.13 
Aside from the costs and logistical challenges (warehous-
es, transportation, compactors), the organisers learned that 
community factors could plague these efforts. Community 
members who still saw their nets as useful for the desig-
nated purpose or those who were happy with an alterna-
tive use were reluctant to surrender their nets. 

There was even some element of shame associated 
with submitting an old net that was torn, dirty or smelly, 
even if this net was no longer in use. People feared that 
surrendering their net would leave them without its 
perceived benefits. Some of the community challenges 
were overcome with good communication planning as 
well as ensuring that distribution of new nets was linked 
with the collection of old ones. 

These alternative net uses in Madagascar were not 
documented in a quantitative way, but the report listed 
several, including curtains, pillows, blankets, mattress 
covers, and fishing nets. What is important to note in 
this case is that the alternative uses occurred generally 
when households saved the old LLINs and repurposed 
them for domestic use. It did not appear that there was 
much of diverting the original new nets to these alterna-
tives. Thus people were actually ‘recycling’ the old nets, 
not misusing new ones.

A qualitative study in the Kilifi area of coastal Kenya 
put this local ‘recycling’ into better perspective.14 The 
researchers clearly found that in rural, peri-urban and 
urban settings, people adopted innovative and beneficial 
ways of re-using old, expired nets, and those that were 
damaged beyond repair. Fencing for livestock, seedlings 
and crops were the most common uses in this predomi-
nantly agricultural area. Other domestic uses were well/
water container covers, window screens, and braiding 
into rope that could be used for making chairs, beds and 
clotheslines. Recreational uses such as making footballs, 
football goals and children’s swings were reported. 

Thus, the Kilifi team stressed that, ‘It is important that 
re-use and disposal of old mosquito nets is distinguished 
from misuse of newly distributed mosquito nets’. They 
pointed out the economic value of these recycled uses. 
This is particularly important when compared to the fact 
that the Madagascar study documented that the costs 
of collecting up ‘retired’ nets was greater than those of 
mass distribution of new nets.

What we have learned here is that we should not 
jump to conclusions when we observe a LLIN that is 
set-up for another purpose than protecting people from 

FeatureBed nets

mosquito bites. Alternative uses of newly acquired 
nets do occur and may seem economically rational to 
poor communities. At the same time we must ensure 
that mass campaigns pay more attention to community 
involvement, culturally appropriate health education 
and onsite follow-up, especially the involvement of 
community health workers. Until such time as feasible, 
safe disposal of ‘retired’ nets can be established, it 
would be good to work with communities to help them 
repurpose those nets that no longer can protect people 
from malaria.
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Conducting clinical trials during epidemics
Following issues during the Ebola outbreak, an Expert Committee was convened to 
deliberate on how science can learn, while not interfering with care and treatment

Keith P.W. J. McAdam and Gerald T. Keusch were co-
chairs, and Fred Wabwire-Mangen and Olayemi Omatade 
were members of the former National Academies of 
Sciences, Engineering and Medicine’s Committee on 
Clinical Trials During the 2014–2015 Ebola Outbreak. 

The conduct of clinical trials of experimental therapeu-
tics and vaccines during an epidemic, is the subject of 
a recently released report, ‘Integrating Clinical Research 
into Epidemic Response: The Ebola Experience’, from 
the US National Academies of Sciences, Engineer-
ing, and Medicine.1 The report, presented at the Fifth 
African Health Workforce Forum in Uganda on 20th 
April 2017, was authored by a committee of sixteen 
international experts1 from the US, Europe and Africa, 
with backgrounds in epidemiology, biostatistics, clinical 
trials, infectious diseases, tropical medicine, ethics, law, 
public health, nursing, and public administration. It 
presents seven recommendations (Box 1) that together, if 
implemented, can facilitate trials to generate actionable 
safety and efficacy data on experimental therapies or 
vaccines when the next epidemic strikes. 

Box 1. Report recommendations

1. Support the development of sustainable health sys-
tems and research capacities in low-income countries.

2. a. Develop memoranda of understanding to facilitate 
     data collection and sharing.
 b. Provide resources to enable data collection and 
    sharing at the start of an epidemic.
3. Facilitate capacity for rapid ethics reviews and legal 

agreements.
4. Ensure that capacity-strengthening efforts benefit the 

local population during an epidemic.
5. Enable the incorporation of research into national 

health systems.
6. a. Prioritise community engagement in research and 
     response during an epidemic.
 b. Fund training and research into community 
     engagement and communication for research and 
    response.
7. a. Coordinate international efforts in research and 
     development for infectious disease pathogens.
 b. Establish and implement a cooperative interna-
    tional clinical research agenda at the outset of 
         an epidemic.

When the West Africa Ebola epidemic began in 2014 
there were a few therapeutics and vaccine candidates in 
early development, plus a few approved antivirals for other 
indications that might be repurposed for Ebola. However, 
there was no human safety or efficacy data in Ebola-
infected individuals. The severity, rapid progression of the 
outbreak, and large number of people with Ebola virus 

disease (EVD), presented the opportunity to evaluate these 
candidates in naturally infected and at risk humans who 
might benefit from effective therapeutics and vaccines. 

However, there were major obstacles to rapid mo-
bilisation of personnel and infrastructure for a robust 
clinical research programme, including the challenge 
of doing clinical research while working in personal 
protective equipment without interfering with clinical 
care of critically ill patients, prioritising what to study, 
preparing protocols, obtaining scientific and ethical 
approval in the affected countries, completing legal 
clinical trial agreements with national authorities, de-
veloping the finances and infrastructure to conduct the 
trials, recruit participants, and collecting and analysing 
the data. The report emphasises the need to strengthen 
capacity in low-income countries for response, research 
and engaging people living in affected communities, 
and local community leaders to create a partner-
ship with healthcare providers and researchers, local 
government, Ministry of Health staff, and international 
experts. It identifies steps needed to improve the speed 
and effectiveness of planning and implementing clinical 
trials during an epidemic before the next one occurs, 
especially where pre-existing healthcare and research 
infrastructure are limited. 

Research and development (R&D) of therapeutics and 
vaccines is a long and expensive process, currently esti-
mated to take at least 10 years and cost US$2.6 billion, 
and, on average, just one in 10 candidates will be suc-
cessfully licensed. Necessary R&D cannot be easily com-
pressed into the course of a rapidly progressing outbreak, 
so it is essential to set priorities among potential outbreak 
pathogens and generate substantial public financing 
for early research before an epidemic breaks. Financial 
incentives need to exist for the private sector to advance 
successful products through licensure into manufacture.

The 2014–2015 Ebola epidemic was the longest 
ever recorded since EVD was identified in 1976, 
with more individuals involved, and resulted in more 
deaths than all previous outbreaks combined. By 
the end, there were 28 616 known cases and 11 310 
deaths (case fatality rate 39.5%) in Guinea, Liberia, 
and Sierra Leone. In contrast, among 27 patients, 
including 20 international healthcare workers were 
infected in West Africa but treated in the US or Europe 
with optimal clinical support and compassionate use 
of investigational therapeutics. Only 18.5% died. This 
discrepancy led to rumours of a ‘magic serum’ being 
used for expatriates, but not for Africans. Conspiracy 
theories about the origin of the outbreak followed, 
complicating the task of gaining trust, explaining 
uncertainties of benefit vs. risk, and enrolling patients 
in trials. Discussions within the research and response 
community were also complex, often contentious, and 
driven by assumptions rather than actual knowledge of 

Feature FeatureClinical trials
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community understanding. 
Remarkably, and in record speed from the time 

trials were first considered, several teams were able to 
implement formal human clinical trials. None-the-less, 
all nine conducted in the three Ebola-affected countries 
began after the epidemic peaked, and all were affected 
by the diminishing number of eligible subject as the 
epidemic waned over time. None of five therapeutic 
trials ended with conclusive results on product efficacy, 
although a trial of ZMapp, a cocktail of humanised 
monoclonal antibodies against EVD previously found 
to be effective in animal models, suggested possible 
benefit in humans. However, given the resources, time, 
and effort put into these trials, the limited value of the 
information obtained was a major disappointment. 
Results of the four vaccine trials were more fruitful. Two 
candidates (rVSV-ZEBOV and ChAd3-ZEBOV) appear to 
be safe and produce a rapid immune response, and the 
former is most likely protective against infection as well. 

Initiating clinical trials during the epidemic also 
required resolving ethical concerns about conducting 
clinical trials in the midst of a public health emergency. 
Some questioned whether randomised controlled 
study designs were even acceptable, primarily due to 
the belief that the community would not participate. 
However, randomised controlled trials (RCTs) are pre-
ferred because they allow identification of incremental 
benefits, in contrast to single arm trials, most useful to 
detect a major ‘blockbuster’ effect. Others argued that 

FeatureClinical trials

RCTs would be unethical during the epidemic because 
individuals randomised to the control group would be 
deprived access to an agent that could potentially pre-
vent or treat EVD. The report concludes that RCTs are 
both ethical and acceptable during an epidemic when 
the community is informed, engaged, gains trust in the 
researchers, and understands that RCTs are the most 
reliable and fastest way to identify relative benefits and 
risks of investigational products. The report recommends 
that, except in rare circumstances, every effort should 
be made to implement RCTs during epidemics.

Additional concerns influenced choices about trial 
design during the epidemic, such as the need to ad-
dress and overcome community mistrust of authority 
and potential exploitation, the feasibility and ethical 
legitimacy of a standard-of-care-only arm, the high and 
variable mortality rate affecting the reliability of histori-
cal controls, limited product availability, and perceived 
conflicts between research and care. These issues are 
thoroughly addressed in the report, because they are 
likely to recur in future epidemics. The report concludes 
on the importance of using an RCT design.

The committee focused on three main areas to 
improve national and international efforts to implement 
clinical trial in the next epidemic—strengthening 
capacity, engaging communities, and facilitating 
international coordination and collaboration. All can 
and should be targeted before the next epidemic strikes. 
The committee emphasised the essential requirement 

Ebola therapeutic
trials timeline

Ebola vaccine 
trials timeline

Guinea

Liberia

Sierra Leone

Ebola Epidemic 2014-2015 incident cases in Guinea, Liberia and Sierra Leone showing dates of confirmation of 
Ebola Virus Disease (EVD), declaration of Public Health Emergency of International Concern (PHEIC) and start of 
Therapeutic and Vaccine Trials (Source: WHO situation reports)G
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for quality and sustainable health and public health 
systems to improve the prospects for necessary clinical 
trials, which is optimised by integration of research 
expertise with healthcare and outbreak response. 
To proceed rapidly when an outbreak occurs also 
requires strengthening systems for scientific, ethical 
and legal reviews of proposed projects, community 
engagement, streamlined and effective informed consent 
procedures, the ability to collect and share clinical and 
epidemiological data, and training clinical research 
leaders and personnel. These must be improved before 
the next epidemic so that research and response are 
primed to work together from the outset. 

There was considerable fear, mistrust, and misunder-
standing between the affected communities, national 
and international response, and research staff during the 
outbreak. Not only did community members fear going to 
healthcare facilities for diagnosis and treatment, because 
most who did, died especially early in the outbreak, but 
international responders and researchers were tarred by 
the rumours that they deliberately brought Ebola to the 
region to test drugs and vaccines. Initial response efforts 
did not respect community traditions and beliefs regard-
ing burial rituals, mandatory cremation policies coun-
tered deeply held religious beliefs, and even the colour of 
body bags (black instead of white, the colour for mourn-
ing) incited push back. It is no surprise that successful 
clinical research during the outbreak depended on a 
community’s understanding of what and why research 
was needed, engagement with researchers, and involve-
ment in the process of planning and conducting research, 
and on investigators respecting the community. Prioritis-
ing community engagement with the health system now 
will lead to channels of communication that can be 
rapidly opened at the onset of another outbreak.

Research and response efforts were also greatly 

affected by the relationships among international 
stakeholders and their ability to coordinate and col-
laborate with one another, and with national and local 
stakeholders in the affected countries. A mechanism is 
needed to improve international coordination and col-
laboration in the future. This should include assembly 
of a tool box which includes identifying and convening 
stakeholders, model clinical trial design templates for 
different circumstances and settings, guidelines on pri-
oritisation of products for trial, checklists for community 
engagement and communication, authority to regulate 
this environment, and the responsibility to identify 
expert teams to be rapidly deployed to assist in early as-
sessment and research decisions during an outbreak. 

In summary, the report highlights seven critical 
steps to launch successful clinical trials early in the 
course of an epidemic, when there are enough patients 
to enroll in trials and reach interpretable results, 
including: 1. To collect and share patient information, 
2. Establish standards of care, 3. Engage communities 
in a relationship of mutual trust, 4. Integrate research 
efforts into response and clinical care, 5. Facilitate 
stakeholder coordination and collaboration, 6. Prioritise 
which vaccines and therapies to study, and 7. Select trial 
design, help negotiate contracts, consult with regulators, 
and perform independent ethics reviews.

The study was sponsored by the U.S. Department of Health and 
Human Services’ Office of the Assistant Secretary for Preparedness and 
Response, National Institutes of Health, and U.S. Food and Drug Admin-
istration.  The U.S. National Academies of Sciences, Engineering, and 
Medicine are private, nonprofit institutions that provide independent, 
objective analysis and advice to solve complex problems and inform 
public policy decisions related to science, technology, and medicine.
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Strengthening capacity for responding to 
filovirus outbreaks
National preparedness for epidemics is critical. Mohammed Lamorde and 
colleagues describe measures being taken currently in Uganda

Mohammed Lamorde, Richard Walwema, and Richard 
Brough, Infectious Diseases Institute, College of Health 
Sciences, Makerere University, Kampala.

The Ebola virus disease (EVD) outbreak 2014–2015 
was the largest filovirus outbreak in history, with 28 616 
cases reported and 11 310 deaths in Guinea, Liberia, 
and Sierra Leone.1 In the absence of evidence-based 
therapies, experimental treatments were used with some 
patients, highlighting a failure in drug development for 
a disease that had been recognised for decades. The 
recently released report2 ‘Integrating clinical research 
into epidemic response: The Ebola experience’ found 
that none of the therapeutic trials conducted during 
the outbreak were able to reach definitive conclusions 

about efficacy. Barriers to the success of the overall 
research effort included weaknesses in national health 
systems to comply with International Health Regulations 
(IHR) 2005 targets and inadequate research capac-
ity within countries and local organisations. Notably, 
these weaknesses are not restricted to the West African 
countries most affected during the outbreak. The lessons 
learned from the West Africa outbreak present a unique 
opportunity for African institutions to prioritise emerg-
ing infectious disease threats and implement strategic 
and operational plans to promote global health security. 
While the need for capacity strengthening is clear, insti-
tutions need optimal and evidence-based frameworks to 
address the challenges posed by EVD.

Established in 2002, the Infectious Diseases Institute 
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(IDI) is a not-for-profit organisation wholly-owned by 
Makerere University, Uganda. Its mission is to strength-
en health systems in Africa, with a strong emphasis 
on infectious diseases, through research and capacity 
development. Throughout its operations, the institute 
works in close alignment with national structures. 
The IDI works closely with the Ugandan Ministry of 
Health and serves as the implementing partner to the 
ministry on various projects. Originally focused on the 
HIV epidemic, the institute expanded its mandate to 
include other infectious diseases in 2006. In the wake 
of the EVD outbreak, IDI implemented changes to its 
strategic plan to prioritise global health security and 
harmonise its existing efforts in this field into a coherent 
programme. The capacity development framework used 
by the institute is the capacity pyramid (Figure 1). The 
model provides a systemic approach to capacity build-
ing, recognising that there is a hierarchy of inter-related 
capacity building needs. Notably, investments at the 
bottom of the pyramid (e.g. structures, delineating roles 
and supporting systems) are expected to yield dividends 
at the top of the pyramid (e.g. supporting skills acquisi-
tion by training or technical assistance). 

Clinical research during an EVD outbreak must occur 
within the framework of a national health system. In 
this regard, national diagnostic, disease surveillance, 
reporting and response capacity as well as biosafety 
and biosecurity, infection prevention and control and 
medical countermeasures systems are all important. 
With local and international partners, IDI is conducting 
acute febrile illness surveillance in six health facilities 
in Uganda to identify causative agents among children 
presenting with non-malarial fevers. Syndromic surveil-
lance of this nature can complement national integrated 
disease surveillance and response (IDSR) to facilitate 
earlier identification of cases that could signal an out-
break. Furthermore, at the national level, IDI is support-
ing a whole-of-government approach to biosecurity by 
supporting policy development and legislation within 
the One Health conceptual framework. These policies 
are needed to govern a national pathogen inventory, 
support pathogen consolidation efforts to a minimum 
number of secure laboratories, and to prevent unau-
thorised use of select agents. Alongside this effort, a 
harmonised curriculum for biosafety and biosecurity has 
been developed and 48 national trainers trained. 

The paradigm for the management of EVD has 

evolved to emphasise supportive clinical care.3 To 
deliver high quality supportive care, health workers 
must come in close proximity with patients to execute 
clinical procedures. To safely and confidently deliver 
care, high levels of competency must be achieved for 
infection prevention and control, a process that requires 
ongoing mentorship and supervision by highly expe-
rienced personnel.3 The IDI is part of the Joint Mobile 
Emerging Diseases Intervention Clinical Capabilities 
(JMEDICC) consortium comprising local and interna-
tional partners. This project is developing research ca-
pabilities for improved sepsis patient management and 
capacity to conduct therapeutic research in a filovirus 
(Ebola and Marburg) outbreak setting.4 In this project, 
IDI supports clinical care, infection prevention and 
control aspects. To attain and sustain competencies, staff 
receive ongoing training in infection prevention control 
through supervised drills and exercises. 

Research capacity needs are also apparent. Site inves-
tigator capacity is needed to engage with international 
clinical trials during an outbreak setting. Ethics com-
mittees and competent authorities should be prepared 
and have clear guidance for oversight of clinical trials 
during an outbreak. With funding from the World Health 
Organization Tropical Diseases Research (WHO TDR) 
and the European and Developing Countries Clinical 
Trials Partnership (EDCTP), IDI is implementing a series of 
measures to support early phase clinical trials on inves-
tigational drugs for viral haemorrhagic fevers, including 
investigator training for early phase studies, clinical trial 
systems support and clinical trial quality management.  

While IHR obligations are primarily within the 
mandate of the government, the IDI experience suggests 
that it is feasible for African non-government institutions 
to adapt contribute significantly to national efforts for 
preparedness for EVD outbreaks. Organisations with mis-
sion statements and strategic plans aligned with national 
priorities can leverage prior health investments to support 
response and research during an EVD outbreak. An 
often-cited challenge is the lack of funding to conduct 
these activities. During, and in the immediate aftermath 
of, the West African EVD outbreak, funding opportunities 
relevant to EVD response and/or research were provided 
by several organisations including, but not limited to, the 
United States Centres for Disease Control and Preven-
tion, the EDCTP, the WHO TDR, the Canadian Institute 
for Health Research, the UK Department for International 
Development, and the Wellcome Trust. However, funding 
is likely to gravitate to the few centres of excellence in 
Africa where reliable grants management and financial 
capabilities are already in place. In the inter-epidemic 
period, attention to systemic and sustainable capacity 
strengthening of African institutions should be a priority.
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Developing effective leadership from the 
modern physician
Liam Fisher Jones reports on an innovative new programme that has been 
launched in East and Southern Africa

Liam Fisher Jones is the  Director of Development
for ECSACOP.

In May 2017, a group of 22 physicians from East and 
Southern Africa gathered in Lusaka, Zambia to participate 
in a course that would equip a new College faculty with 
‘doctors as educators’ skills, enabling them to teach a 
new cadre of trainee physicians across the region.

Rather than experience a traditional ‘Train the 
Trainers’ programme, the group undertook an intensive 
‘Educational Leaders’ Course’, focused on the higher 
order thinking skills as espoused by Bloom’s Taxonomy 
of Learning. Medics, perhaps more than any other pro-
fession, need to analyse, synthesise and evaluate with 
precision—and convey information empathically, to 
both patient and family. They also need to lead.

Whilst preparing for the Course, we found many 
medical educators in the region declaring that they 
have received little, if any, guidance or support in how 
to operate as effective educators, how best to assess 
performance, or how to give good feedback to their 
students or trainees. This can make for an uneasy, or 
indeed unhappy, relationship.

So, as the new East, Central and Southern Africa 
College of Physicians (ECSACOP) prepares to recruit its 
first students, a particular approach to teaching is being 
adopted—one that recognises each student as different, 
and that mentoring is crucial, especially in an appren-
ticeship model.

The curriculum being developed by ECSACOP will 
harmonise training across the region, raising standards 
and ultimately improving outcomes for countless 
patients. ECSACOP is adopting practice and standards 
which build on the concept of the four ‘pillars’ to a 
good physician.

A particular set of attributes will be sought when 
recruiting both trainers and trainee physicians: compe-
tence in the new technologies; a willingness to embrace 
teaching and learning innovations; medical education 
skills; the ability to be a facilitator of student-centred, 
self-directed learning; and a desire to pursue curriculum 
design based on societal needs.

This is a critical, formative time for this fledgling and 
progressive regional College of Physicians—a first for 
East, Central and Southern Africa, which is locally led 
and innovative in its approach. ECSACOP is specifically 
responding to the fact that standards of postgraduate 
training vary within the ECSA countries and this affects 
the calibre of physicians produced.

The lack of access to well-trained physicians in the 
countries of the East, Central and Southern African 
Health Community remains stark. Most graduates of ex-
isting health training programmes choose to stay in large 
cities (where the MMed programmes are delivered) due 
to both the attractions of those cities, but critically the 
lack of clinical support, poor pay and challenging work-
ing conditions in rural hospitals. This distribution issue 
leads to a major rural-urban disparity which negatively 
impacts upon the health outcomes of already margin-
alised and disenfranchised communities, whose people 
end up travelling large distances to access specialist 
care. Indeed, the World Health Organization (WHO) 
recently reported that ‘mere availability of health 
workers is not sufficient: only when they are equitably 
distributed and accessible by the population, when they 
possess the required competency, and are motivated 
and empowered to deliver quality care… can theoreti-
cal coverage translate into effective service coverage’.

ECSACOP will improve access to well-trained physi-
cians across the region through establishing a network 
of dedicated training units (in hospitals) and implement-
ing an internationally recognised postgraduate medical 
qualification. As Richard Horton stated in The Lancet 
in September 2016 ‘expanding the number of health 
workers, and transforming their education at the same 
time, has the potential to accelerate health equity and 
inclusive economic growth’.

Our ultimate goal is to double the output of physi-
cians being trained in the region by 2030, as advised 
by the WHO. This group of African medical leaders will 
learn and train together, familiarising themselves with the 
newly developed ECSACOP training curriculum, while 
adopting the same regional training methodologies—an 
essential step before postgraduate clinical training can 
begin at the identified centres.

ECSACOP will take strategic shape over the coming 
months. Establishing a relevant, robust and sustainable 
system to enable physicians to upgrade their skills in a 
well organised manner will have a profound impact on 
the whole health sector, with some physicians eventu-
ally moving into the most senior posts: Ministers of 
Health, Permanent Secretaries, Hospital Chief Execu-
tives, Senior Advisors to WHO. So, let us also provide 
physicians with leadership training and support as part 
of their postgraduate education. We have a task ahead 
of us, but by adopting transformative strategies in the 
scale-up of health worker education, we can truly start 
to address issues not just of quantity of physicians, but 
also quality and distribution.

Feature FeatureLeadership

pennylang
Typewritten Text
Back to Contents



Africa Health 21September 2017

FeatureCancer

Tackling Africa’s cancer crisis
Bryan Pearson reports on a unique cross-cutting initiative which is 
developing a blueprint to tackle Non-Communicable Diseases in general, 
and cancer in particular

As many a head of state has demonstrated, Africa is 
not a good place to be if you have any form of cancer. 
Across the continent, the number of effective treatment 
centres is lamentable considering the burden of the 
disease. And set against all other competing calls for 
funding, cancer repeatedly gets left behind because by 
its very nature, treatment is very much at the expensive 
end of the healthcare spectrum.

And if you can get treatment, survival rates are far 
worse than those attained in high income countries. For 
example, a five-year survival rate of women with breast 
cancer in Europe is 82% whereas it is 46% in Uganda, 
38% in Algeria, and just 12% in the Gambia.

Given the competition for funding. What does one 
do? Simply join the Non-Communicable Disease (NCD) 
lobby and wait for however long it takes for the rela-
tively low hanging fruit (cardiovascular disease/diabetes) 
to be funded before oncology gets a look-in, or set up 
an initiative to try to address the fundamental problem? 

An interesting such initia-
tive was convened by Takeda 
Pharmaceuticals in Geneva 
during the World Health 
Assembly this year. Through 
their corporate social respon-
sibility arm, they convened 
a conference with Amref 
Africa and Cancer Founda-
tion and brought together a 
wide range of individuals to 
‘brainstorm a blueprint’ of 
how NCD services (and on-
cology services in particular) 
could be developed. People 
came from Non-Government 
Organisations, foundations, 
supranational organisations, academicians, health 
professionals, finance, industry, and the business world. 
The objective was to explore and identify partnership 
opportunities, and learn from the successes that have 
been achieved in tackling Communicable Diseases 
(CDs) such as HIV, tuberculosis (TB) and malaria, and 
translate that progress to deliver long-term, sustainable 
approaches that can benefit patients with NCDs. At the 
end, participants were challenged to split into three 
groups, each to come up with a measurable follow-up 
activity which participants would try to deliver against 
in the coming months. A novel approach indeed.

The meeting opened with Ricardo Marek, President 
of Takeda’s Emerging Markets division pointing out that 
innovation will be critical if the world is to confront 

demand for treatments. Leaving the status quo is not an 
option. He then handed over to Marijke Wijnroks, Chief 
of Staff and Interim Executive Director of the Global 
Fund. She mapped out how at the outset of the Fund’s 
work, the leadership thought that there was a simple 
disjoint between medicines, industry, clinicians, govern-
ment… and patients. She described the ‘big learning 
experience’ as it was realised that in many countries the 
only way forward would be by helping to build what 
would in effect be a whole new health system. What 
existed was simply not fit for purpose. She then talked 
of how important it was to leverage civil society to help 
with the ‘totally unrealistic’ price structures that initially 
existed for drugs such as antiretrovirals (Original prod-
uct price per year: US$10 439 versus $2767 for generic 
options) and how once civil society and governments 
engaged, scale-up became possible and prices dropped 
to closer to a more realistic $30 per head per year. She 
emphasised the importance of decentralisation in the 

delivery of services and 
getting the spend to the 
local level if one was to 
achieve maximum output. 
She went on to comment 
on the ever-changing 
epidemiology of disease 
in the world, and on the 
importance of countries 
taking greater control 
of their services as the 
Overseas Development 
Assistance (ODA) sums 
were now declining. She 
called for cancer screen-
ing to be integrated into 
formal health services and 

highlighted the co-infection issues of diabetes in the 
TB caseload. She concluded with four key points: she 
urged that more domestic finance has to be allocated 
to healthcare if it is to be sustainable; the importance of 
new emerging powers to take a fairer share of the ODA 
streams; the need for continuous innovation; and the 
need to take a people centred approach in designing the 
health interventions.

To give added perspective, the meeting was then 
addressed by Dr. Joseph Kibachio, Head of NCDs in 
the Ministry of Health in Kenya. He delivered a power-
ful lecture (with a quite excellent series of PowerPoint 
slides) which comprehensively captured the com-
plexities every Ministry of Health has in facing what he 
termed ‘the triple burden of disease’: the communicable 

The poorest groups not only bear higher risks 
for NCDs but, once they develop an NCD, 
they also face higher health and economic 
impacts. The poor have less access to medical 
care, allowing NCDs to progress to advanced 
states resulting in higher levels of mortality 
and disability. Given their complexity and 
chronic character, medical expenditures for 
treatment of NCDs are a major cause for 
tipping households into poverty.

Amartya Sen, Nobel Laureate in Economics
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diseases, the non-communicable 
disease… and the burden from 
Road Traffic Accidents and trauma, 
particularly from high density 
populations. He demonstrated how 
while progress has been achieved 
in reducing premature mortality 
from communicable, maternal, 
neonatal and nutritional causes 
these conditions still account for 
three out of four premature deaths. 
At the same time, deaths from 
NCDs and road traffic accidents 
have emerged as a leading cause 
of years of life lost. NCDs are now 
expected to be the leading cause of 
ill health and death by 2030 (Figure 
1). It is all influenced by rapid 
urbanisation, changes in diet, changes in risk factors 
from poverty to behaviour, and improvements in the 
control of CDs that increase life expectancy.

So with a three-headed monster, rampaging on 
all fronts, what hope for extending NCD treatment in 
Africa? There then followed a series of lectures high-
lighting how barriers can be removed, boundaries can 
be shifted, and where there is a will… there can be a 
way. A particularly interesting presentation came from 
Simon Berry the CEO of ColaLife… the innovative 
provider of oral hydration therapies in Zambia. He had 
observed how Coca Cola got everywhere in Africa while 
many life saving medicines did not. So he designed 
a ORT package that would fit between the necks of 
Coke bottles, loaded into a crate. Thus they could be 
distributed simply and easily… to wherever Coke went. 
The design was novel and inadvertently won numerous 
prestigious awards for its ingenuity, style, and potential 
humanitarian contribution. But a year into the project 
an unexpected truth emerged. People didn’t use these 
funny shaped packets! So although they had beaten 
major international brands to global design awards, em-
barrassingly as appropriate as it had seemed, they had 
to scrap it. But undaunted, and still with the ColaLife 
name, the project has continued, and prospered but 
moved more mainstream in terms of retail outlets and 
education. And it is having a huge impact in reducing 
diarrhoeal mortality.

And then there is prevention. With NCDs there is a 
big evidence-based lobby for not waiting for the disease 
to arrive at the hospital door, prevent it happening in the 
first place. Some fine quotes were exhibited to make the 
point: Margaret Chan, then Director-General of WHO 
said ‘NCDs are a disaster in slow motion’ and went on 
to say ‘These are the diseases that break the bank’. The 
World Economic Forum is quoted as saying that NCDs 
rank above climate change and alongside the global 
financial crisis in terms of the global threat they pose. 
And Ban ki Moon is on record saying: ‘If unchecked, 
NCDs have the potential of crippling growing econo-
mies; success will only come by focusing resources on 
people, not their illnesses; on health, not their disease’.

So there we had it. The problem is huge. The prob-
lem is identified… so what are we going to do about 

it? That was the challenge that was delivered to this 
interesting array of ‘senior talent with an interest’. And 
after signing up to a ‘Blueprint for Success Charter’ the 
invited participants split up into three groups to debate 
and decide on key initiatives to take forward.

We (the press) weren’t invited into the group discus-
sions, so I can only quote the final communiqué, but for 
the record: Group 1 chose to try to close infrastructure 
gaps for primary health care and diagnostics. Improve 
early detection options through diagnostic training 
of local primary health care providers, quality and 
performance improvement of health care workers, and 
through integration of cancer services particularly with 
NCDs, women, children and adolescent’s health, creat-
ing synergies and cost efficiencies.

Group 2 chose to collaborate with non-traditional 
players. Investigating innovative collaborations and 
institutionalize partnering with local governments and 
non-traditional players beyond healthcare such as tele-
communications, technology, FoodCo, retail, distribu-
tion/postal agency, and governments.

Group 3 chose to capture greater local epidemiolog-
ical data. Capturing and gathering specific information 
on prevalence and incidence of non-communicable and 
other chronic diseases in local communities, identifying 
specific profiles.

Participants have now been challenged to come up 
with work plans before the end of the year with Project 
Management and coordination support provided by 
Takeda’s Access to Medicine’s Office. 

It will be interesting to see what the outcomes might 
be. Groups 2 and 3 have assigned themselves an im-
portant mountain each; while Group 1 looks to have a 
whole mountain range! 

But the significance of all this is surely in the nature of 
the collaboration. Two decades ago, it was for ministries 
of health to take the initiative and move services for-
ward. But times are demonstratively changing. Here is an 
example of a cross cutting international group, including 
opinion leading African physicians coming together to try 
to prove that if there is a will, there might just be a way. 
Innovation is going to be key, but for the over 30 million 
people from low- and middle-income countries who are 
currently dying of NCDs each year, it will hopefully pro-
vide much more than just a ripple in this enormous pond.

Feature FeatureCancer

Figure 1.
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Increasing uptake of rectal artesunate to buy 
time against severe malaria
Medicines for Malaria Venture’s Pierre Hugo and Elizabeth Poll discuss the 
steps being taken to increase the use of rectal artesunate as a pre-referral 
intervention for children with severe malaria

Pierre Hugo is a Senior Director, Access & Product 
Management and Elizabeth Poll is the Communications 
Manager both at Medicines for Malaria Venture.

More than 400 000 people still die each year from 
malaria. The vast majority are African children living in 
remote or rural areas far from health facilities. One of 
the key issues is timely access to life-saving treatment. 
The malaria parasite multiplies exponentially in the 
body and if left untreated can quickly progress to severe 
malaria, which can kill within hours. This is particularly 
the case in young children without sufficient immunity.

The first point-of-care for many severe malaria 
patients—particularly from rural areas—is a healthcare 
worker either at the community-level or at a primary 
care facility. Those presenting with severe malaria should 
be treated as quickly as possible with injectable arte-
sunate (Inj AS), followed by full oral treatment with an 
artemisinin combination therapy (ACT) when the patient 
is sufficiently well; however, most community health 
workers or community health posts do not have access to 
Inj AS or personnel trained in its administration. As a re-
sult, patients need to be referred to higher-level facilities, 
creating delays in access to critically-needed treatment, 
often resulting in disability or death.

In such cases, the World Health Organization (WHO) 
Guidelines for the treatment of malaria1 recommend the 
use of rectal artesunate (RAS) for pre-referral manage-
ment of severe malaria. A single dose reduces the risk of 
death and permanent disability significantly.2,3 RAS starts 
to cure the disease and therefore ‘buys time’ until Inj AS 
can be administered. It can mean the difference between 
life and death.4 As such, RAS is potentially the most im-
portant and powerful new intervention for severe malaria 
since the WHO prequalification of Inj AS.

Developing a quality product
Despite the WHO recommendation supporting the use 
of RAS, up until the end of 2016 no quality-assured 
product existed. With funding from UNITAID, and 
building on the early work of TDR (the WHO-hosted 
Special Programme for Research and Training in Tropi-
cal Diseases) Medicines for Malaria Venture (MMV) 
has been working with two Indian pharmaceutical 
companies, Cipla and Strides Shasun, to obtain WHO 
prequalification for their RAS products. Both companies 
submitted their dossiers to the WHO Prequalification of 
Medicines Programme in 2015. 

In 2016, the Expert Review Panel (ERP) of the Global 
Fund issued a 12-month authorisation for procurement 
of Cipla’s product. The authorisation allows RAS to be 

procured while awaiting WHO prequalification, and 
offers a landmark opportunity for donor financing to 
support broad uptake of this critically-needed medicine. 
In 2017, the product (100 mg RAS) was then added to 
WHO’s Model List of Essential Medicines for children, 
which serves as an important guide for countries to pri-
oritise medicines for use throughout national health sys-
tems, and thereby supports wider use of the medicine. 

Supporting correct use 
As National Malaria Programmes across Africa begin to 
introduce RAS in their malaria management strategy, it 
is important that healthcare providers in remote rural 
community settings understand how to administer the 
product. MMV has worked with numerous stakeholders 
to develop training materials to illustrate, step-by-step, 
the correct use of RAS.

A key message that health workers must understand 
is that RAS alone is not an adequate treatment for severe 
malaria, but rather is an important first step in the con-
tinuum of care of severely ill children. RAS helps buy 
time for patients to be transferred to facilities that can then 
administer parenteral treatment, followed by an ACT.

With continuous feedback from WHO Global Malaria 
Programme, Save the Children, International Federation 
of Red Cross and Red Crescent Societies, Médecins Sans 
Frontières, President’s Malaria Initiative, Clinton Health 
Access Initiative and Malaria Consortium, MMV worked 
in collaboration with a research agency to develop user-
friendly training materials to support correct use of RAS 
and highlight the critical importance of referral. Inter-
views with health workers in Malawi and Senegal were 
conducted and revised materials incorporating lessons 
learned were tested daily over two weeks. This iterative 
process helped ensure that the final training materials 
will meet the needs of community health workers—the 
healthcare personnel most likely to administer RAS.

Optimising use 
One of the first steps to create expanded access to the ERP-
approved RAS product is registration in countries with high 
severe malaria burdens. MMV is working with partners 
and funders to ensure that speedy registration occurs in 
multiple countries, including Nigeria, DRC and Uganda. 

Understanding the larger health system context in 
which RAS will be used—as part of severe malaria case 
management—is also critical. In one notable example, 
for several years, the Kenyan NMCP has been conduct-
ing bi-annual health facility surveys to measure im-
provements in the case management of febrile patients, 
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and to disseminate results via its Outpatient Quality of 
Care (QOC) report. In 2016, MMV, the Global Fund and 
the NMCP supported Kenya’s MOH to expand the focus 
of the QOC survey to include inpatient monitoring of 
severe malaria case management, bringing attention to 
opportunities to improve outcomes in this area. 

In another example within the context of understand-
ing larger health systems, in May 2017 MMV collabo-
rated with the Aga Khan Foundation Canada (AKFC) 
to conduct qualitative research in the Mopti region of 
Mali to understand gaps in the management of malaria 
for women and children under five. In line with WHO 
policies, the research findings will be used to strengthen 
malaria prevention and treatment practices in the region, 
with the goal of reducing malaria mortality among wom-

en of reproductive 
age and children 
under five. 

Exploring in-
novative ways to im-
prove rural access 
to pre-referral man-
agement of severe 
malaria is another 
important focus. In 
July 2017, MMV 
began working with 
the Non-Govern-
ment Organisation 
Transaid to conduct 
a pilot project in 
Serenje District, 
Central Province, 
Zambia to address 
the lack of access 
to quality severe 
malaria commodi-
ties including RAS. 
Drawing on the ex-
pertise of a Zambian 
partner Disacare, 
bicycle ambulances 

will also be used to strengthen the rural emergency trans-
port systems in the intervention district while Develop-
ment Data will be gathering the evidence to demonstrate 
proof-of-concept. The project ultimately aims to generate 
an evidence-based sustainable strategy for improving 
nationwide access to severe malaria commodities.

Conclusion
Prevention is always better than cure, especially when it 
comes to children and malaria. When prevention fails, 
timely diagnosis and early treatment with ACTs can save 
lives. If those precious windows of time are missed and 
children fall critically ill, severe malaria becomes an 
acute medical emergency. With each passing hour it be-
comes increasingly more urgent to take immediate steps 
to stop the disease in its tracks or to risk the death of a 
child. RAS is a tool designed for use in such dire circum-
stances, often in rural settings, when the time to access 
injectable treatments may be six hours or more. MMV is 
committed to playing its part to support the access and 
appropriate use of this life-saving tool and sharing the key 
learnings from one country to another. We work towards 
the day when this tool will be available to all those that 
need it. As part of complete malaria case management, 
RAS really does buy time to save lives.
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Bicycle ambulance with community volunteers and 
Emergency Transport Scheme riders

For the complete set of training material correct administration of rectal artesunate see: 
https://www.mmv.org/access/tool-kits/rectal-artesunate-tool-kit

pennylang
Typewritten Text
Back to Contents



http://www.chronolab.com/


September 201726  Africa Health

Acquired disorders of
coagulation
Vickie McDonald

Abstract
Normal coagulation is a delicate balance between pro- and antithrom-
botic mechanisms. Haemorrhage results from dysfunctional/absent pro-
coagulant mechanisms and can be caused by inherited or acquired
factors. The most common acquired abnormalities seen in the clinical
setting are covered in this article, including vitamin K deficiency, warfarin
therapy, liver disease, direct oral anticoagulants, disseminated intravas-
cular coagulation, platelet disorders and vascular disorders. Patients
bleeding on warfarin therapy need urgent international normalized ratio
testing and reversal with vitamin K and/or prothrombin complex concen-

trate. Patients bleeding while taking direct oral anticoagulants need a
wider approach. Liver disease results in complex haemostatic changes,
and the management of bleeding depends on the site and severity of
bleeding. Disseminated intravascular coagulation can complicate many
clinical situations and needs prompt action when patients are bleeding.
Acquired dysfunction of platelets is commonly encountered in clinical
practice, often in association with drug therapy such as aspirin.

Keywords Antiplatelet drugs; apixaban; bleeding; dabigatran; direct
oral anticoagulants; disseminated intravascular coagulation; edox-
aban; liver disease; rivaroxaban; vascular abnormalities; vitamin K
deficiency; warfarin

Introduction

The normal coagulation process is a delicate balance between

pro- and antithrombotic mechanisms involving coagulation fac-

tors, platelets and the vascular endothelium. When there is

deficiency or dysfunction of elements of coagulation, haemor-

rhagic disorders result. Acquired disorders of coagulation are

much more common than inherited disorders, and while they

can share common laboratory abnormalities, there are a wide

range of causes (Table 1), with varying clinical presentations.

Assessment of patients with bleeding or bruising requires careful

history-taking and a thorough investigation before performing

laboratory investigations.

History

Establish the type of bleeding, precipitating factors and severity

and frequency of bleeding. The patient’s medical history can

provide a clue to, for example, liver or kidney disease. A thor-

ough drug history is critical.

Examination

Look for evidence of associated systemic disease, such as signs of

liver disease or lymphadenopathy. Examine the mucosal surfaces

such as the skin, mouth and joints for bruises, petechiae and

signs of bleeding. Bruises suggestive of an abnormal bleeding

tendency are usually large, and occur with minimal trauma and

in atypical sites, such as the trunk.

Investigations

Initial investigations should include:

� full blood count and blood film examination

� coagulation screen

� prothrombin time (PT)

� activated partial thromboplastin time (APTT)

Key points

C Acquired disorders of coagulation are more common than

inherited disorders in general clinical practice

C Anticoagulants and antiplatelet drugs are commonly pre-

scribed and frequently a cause for bruising and bleeding

C Where there is major bleeding, the effects of warfarin should

be reversed with prothrombin complex concentrate and

vitamin K

C Detecting the presence of the new direct oral anticoagulants is

not always easy. Management of major bleeding is complex

and should be undertaken in conjunction with a specialist

Causes of acquired disorders of

coagulation

Causes of abnormal coagulation

in liver disease

C Vitamin K deficiency and

warfarin (or other vitamin K

antagonists)

C Liver disease

C Direct oral anticoagulant

drugs

C Disseminated intravascular

coagulation

C Massive blood loss and

massive transfusion

C Platelet disorders

� Drugs

� Uraemia

� Cardiopulmonary bypass

� Myeloproliferative

neoplasms

C Vascular disorders

� Corticosteroids

� HenocheSch€onlein purpura

� Scurvy (vitamin C

deficiency)

C Defective synthesis of coagu-

lation factors and natural an-

ticoagulants

� Includes protein C and S

C Thrombocytopenia due to

portal hypertension, hyper-

splenism and reduced throm-

bopoietin production

C Vitamin K deficiency from

malabsorption

� Leading to reduced factors

II, VII, IX and X

C Abnormal fibrinolysis and/or

intravascular coagulation

� Can lead to reduced

fibrinogen

Table 1
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� Clauss fibrinogen

� if PT or APTT are prolonged, a 50/50 mix of the patient’s

plasma with normal plasma to distinguish between an

inhibitor and a clotting factor deficiency

� renal and liver function.

Additional investigations, such as factor assays or platelet

studies, depend on the initial history, examination and baseline

investigations.

Vitamin K deficiency and warfarin therapy

Vitamin K is essential for the function of coagulation factors II, VII,

IX and X and anticoagulant proteins C and S. Deficiency occurs as

a result of malabsorption or dietary deficiency and leads to a

prolonged PT. Neonates are born with a low vitamin K concen-

tration and are at risk of haemorrhage if this is not supplemented.1

Warfarin inhibits the effect of vitamin K on clotting factors,

thereby reducing functional factor concentrations. Its effect on

coagulation is monitored by the international normalized ratio

(INR). Warfarin is affected by many things including diet and

other drugs, so the INR can fluctuate over time. The risk of major

haemorrhage in patients taking warfarin is about 2% per year

and goes up with increasing INRs.

The management of bleeding when taking warfarin depends

on the INR and severity of bleeding.2 With an isolated high INR

and no bleeding, warfarin should be suspended until the INR falls

back into range. If the INR is over 5.0, small doses (1 or 2 mg

orally) of vitamin K may be needed, with the INR retested 24

hours later. For major bleeding, rapid reversal with prothrombin

complex concentrate (PCC), which contains factors II, VII, IX and

X, is required. PCC acts quickly and a repeat INR can be per-

formed 10 minutes after administration to see its effect; however,

the response lasts only a few hours, and vitamin K should be

given alongside to establish a more durable reduction in the

INR.2 Fresh frozen plasma (FFP) is no longer recommended for

the reversal of warfarin.2 PCC is associated with potential for

thrombosis so is used with caution in some groups.

Liver disease

Abnormal haemostasis in liver disease is usually multifactorial

(Table 1) and not all patients have associated bleeding.3

Laboratory abnormalities that can be seen include:

� prolonged PT: owing to vitamin K deficiency leading to

reduced synthesis of factors II, VII, IX and X

� prolonged APTT and PT: from reduced synthesis of all

clotting factors

� reduced fibrinogen because of disseminated intravascular

coagulation (DIC)

� prolonged thrombin time due to dysfibrinogenaemia

� reduced protein C and S concentrations

� low platelet count.

The management of bleeding depends on its site and severity.

Vitamin K 10 mg (orally or intravenously) for 3 days can help

patients who have vitamin K deficiency. In life-threatening or

major bleeding, any potential source of bleeding, such as varices,

should be sought and treated. Platelets should be given if the

platelet count is below 50e100 � 109/litre, but recovery can be

poor if splenomegaly is present. FFP can be used to replace

clotting factors in major haemorrhage when the PT (�APTT) is

prolonged, but large volumes are often required. PCC has been

used off-licence in patients with liver disease who are bleeding,

but this use should be discussed with a haematologist or expert

in this area. In addition, fibrinogen replacement with cry-

oprecipitate (or off-licence use of fibrinogen concentrate) may be

required in those patients with low fibrinogen concentration.

Direct oral anticoagulants

The advent of the direct oral anticoagulants is changing the face

of anticoagulation. These medicines directly inhibit either factor

IIa (e.g. dabigatran) or Xa (e.g. rivaroxaban, apixaban, edox-

aban). They have more predictable pharmacokinetics than

warfarin with fewer drug interactions, and are reported to have

preferable major bleeding rates (particularly intracranial

bleeding) compared with warfarin. They all affect coagulation

testing, but in a variable manner (summarized in Table 2).

Monitoring of these drugs is not routine; if required, it should be

discussed with a haematologist.

Minor bleeding episodes when taking these drugs can usually

be managed with drug cessation. The management of major

bleeding on these drugs is briefly summarized in Table 2.4 Drug

cessation and simple local measures are first line, with the addi-

tional of tranexamic acid and supportive transfusions as required.

Off-licence use of PCC should be considered, except in the case of

dabigatran, for which the reversal agent idarucizumab (Praxbind�)

should be used.5 Dabigatran can also be removed from the circu-

lation with dialysis. Studies of reversal agents for Xa inhibitors are

underway, and these cannot be removed by dialysis.

Effects of direct oral anticoagulants on standard coagulation assays and management of major bleeding

Dabigatran Rivaroxaban Apixaban Edoxaban

Effect on PT Prolongs Prolongs but not sensitive

at low concentrations

Prolongs Prolongs

Effect on APTT Prolongs but varied results Prolongs but varied results Prolongs but varied results Prolongs but varied results

Management of

major bleeding

C Local haemostatic measures

C Tranexamic acid

C Reversal with idarucizumab

C Consider dialysis

C Local haemostatic

measures

C Tranexamic acid

C PCCa

C Local haemostatic measures

C Tranexamic acid

C PCCa

C Local haemostatic measures

C Tranexamic acid

C PCCa

APTT, activated partial thromboplastin time; PCC, prothrombin complex concentrate; PT, prothrombin time.
a Off-licence use.

Table 2
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Disseminated intravascular coagulation

DIC results from inappropriate and excessive activation of the

haemostatic system (see Further reading). It can lead to throm-

bosis, haemorrhage or both; purpura fulminans is the syndrome

of DIC with skin necrosis. There are many triggers, including

trauma, infection, malignancy and placental abruption.

Activation of coagulation leads to microthrombus formation

with subsequent consumption of clotting factors and increased

breakdown of fibrin. The clotting factors become depleted, platelets

are consumed, and fibrin deposition in the circulation reduces tis-

sue perfusion and causes mechanical haemolysis. The patient can

bleed from any site, but this is often mucocutaneous. The clotting

screen shows a prolonged APTT, with or without a prolonged PT,

and low fibrinogen. In addition, investigations show thrombocy-

topenia, anaemia from red cell breakdown (microangiopathic

haemolytic anaemia) and raised D-dimer concentrations. Emer-

gency management is discussed in MEDICINE 2017; 45(5).

Massive blood loss
Causes of abnormal clotting after massive blood loss include

dilution, hypocalcaemia and acidosis; these are discussed in

Blood transfusion on pages 244e250 of this issue and also in the

article on Emergency management in MEDICINE 2017; 45(5).

Acquired disorders of platelet function

Acquired platelet disorders (listed below) are much more com-

mon than congenital ones (see Inherited Bleeding Disorders on

pages 229e232 of this issue):

� Antiplatelet drugs (e.g. aspirin) irreversibly acetylate

platelet cyclooxygenase, impairing thromboxane A2 pro-

duction and platelet aggregation. The effects of aspirin last

approximately 7e10 days. Low-dose aspirin can prevent

thrombosis, but can lead to haemorrhage, especially from

the gastrointestinal tract. Other antiplatelet drugs include

dipyridamole, which inhibits phosphodiesterase, clopi-

dogrel and glycoprotein (GP)IIb/IIIa inhibitors.

� Uraemia can result in a functional defect in platelets that

may improve with dialysis or desmopressin (DDAVP).

� Cardiopulmonary bypass circuits can result in platelet

trauma, leading to thrombocytopenia, platelet fragmen-

tation and platelet function abnormalities (see Further

reading). With excessive bleeding, platelet transfusions

can be required.

� Myeloproliferative disorders can be associated with

abnormal platelet function, which can result in thrombosis

or haemorrhage (see Further reading). Haemostasis usu-

ally improves with correction of the platelet count.

Vascular disorders

Intact vascular endothelial function and the ability of vessels to

contract are essential in controlling blood loss. Abnormal vessel

walls can result in excessive bleeding and routine clotting tests

are normal. Acquired disorders include corticosteroid-induced

purpura, HenocheSch€onlein purpura and scurvy, which leads

to an acquired collagen abnormality. A
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Antenatal screening for
sexual transmitted infections

Sexually transmitted infections (STIs) during pregnancy 
can lead to adverse outcomes for both the mother and 
newborn, including premature rupture of membranes, 
preterm labour, preterm delivery, chorioamnionitis, low 
birth weight, congenital infection, still birth, or neonatal 
mortality. Infection with bacterial STIs can also increase 
the risk of mother-to-child-transmission of human im-
munodeficiency virus (HIV). 

Syphilis
Syphilis in pregnancy remains one of the most preva-
lent, but treatable, STIs. More women worldwide have 
syphilis than HIV infection, and focusing on untreated 
pregnant women, mother-to-child transmission (MCTC) 
of syphilis is nearly 100%, while MTCT of HIV is 
around 30%.1 It is estimated that 2.7% of pregnant 
women in sub-Saharan Africa are infected with syphi-
lis.2 A model of syphilis incidence across 43 countries 
in sub-Saharan Africa estimates the incidence of adverse 
pregnancy outcomes as more than 200 000 per year, 
including stillbirth: 88 376; neonatal death: 34 959; 
low birth weight: 22 483; and congenital syphilis: 60 
084.3 In 2007, the World Health Organization (WHO) 
launched a global initiative to eliminate mother-to-child 
transmission (MTCT) of syphilis. According to the health 
systems model used to monitor progress, between 2008 
and 2012, maternal syphilis declined by 38% and con-
genital syphilis by 39%.4 Much of the decline was seen 
in southeast Asia, with little change in Africa, the region 
with the largest congenital syphilis burden. However, 
a ten-year cross-sectional study of syphilis and HIV in 
pregnant women in Rwanda found the overall preva-
lence of syphilis decreased from 3.8% in 2002 to 2.0% 
in 2011.5 Syphilis in HIV-infected women increased 
from 6.0% to 10.8%, but decreased from 3.7% to 1.7% 
in HIV-negative women. Positive HIV status and young 
age were risk factors for syphilis infection, while HIV-
syphilis coinfection was associated with a lower level of 
education and urban residence.

There is emphasis now on dual elimination of moth-
er-to-child transmission of HIV and syphilis (EMTCT).6 
According to the processes and criteria set by WHO, 
UNAIDS, UNICEF, and UNFPA to validate EMTCT, 
three countries have achieved EMTCT: Cuba, Thailand, 
and Belarus. Moldova has been validated for EMTCT 

of syphilis, and Armenia for HIV. These successes are at 
least in part a result of the process criteria required for 
validation, which include: 95% of pregnant women to 
receive antenatal care; 95% of pregnant women to re-
ceive HIV and syphilis testing in pregnancy; and 95% of 
pregnant women diagnosed with HIV or syphilis to re-
ceive treatment. Countries with high- and low-maternal 
HIV and syphilis prevalence face different challenges. 
Even when antenatal care screening for HIV and syphilis 
are provided, protocols may need to change as infection 
levels change. A study in Tanzania, where the protocol 
is to screen once during pregnancy for HIV and syphilis 
infection, found that some women seroconvert during 
pregnancy.7 Of 331 pregnant women who screened 
negative for syphilis during antenatal care, 2.7% (nine) 
were seropositive at delivery, and of the 391 women 
who screened negative for HIV during antenatal care, 
2% (eight) were HIV-positive at delivery. Rescreening 
for syphilis and HIV during pregnancy and at delivery 
can identify women and infants at risk and provide an 
opportunity for treatment.

Penicillin
The good news is that one injection of 2.4 IU benza-
thine penicillin G intramuscularly is all that is needed 
to cure early stage syphilis in a pregnant woman.8 
Those with later or unknown stage infection should 
receive three injections, each one week apart. Unfortu-
nately, there are reports of penicillin shortages in many 
countries, including more developed countries, like the 
United States, where syphilis rates are increasing.9 One 
of the reasons for the shortage is the lack of profitability 
for pharmaceutical companies manufacturing the drug. 
There are only four pharmaceutical companies that 
manufacture the base ingredient for benzathine penicil-
lin G, and three of them are in China. Another reason 
for the shortage is the lack of data on the exact demand 
for injectable penicillin. A recent study estimates this 
need for treating pregnant women with syphilis in 30 
high-morbidity countries, 17 of which are in Africa.10 
Assuming treatment of 95% of those screened for 
syphilis requires treatment for 497 142 women in the 17 
African countries (an increase of 252 911—more than 
double—the current antenatal screening), and 244 231 
doses of weight-based benzathine penicillin would be 
needed to treat the live-born infants of those mothers 
who test positive. Assuring availability and treatment, 
this could prevent 252 518 adverse birth outcomes in 
the African countries reviewed.

Other STIs
Practices for antenatal screening for curable STIs, 
including Treponema pallidum (syphilis), Neisseria 
gonorrhoeae (gonorrhoea), Chlamydia trachomatis 
(chlamydia), and Trichomonas vaginalis (trichomonas) 
vary greatly. The WHO has guidelines for screening and 
treatment of syphilis and HIV in pregnancy, but recom-
mends using the syndromic approach for chlamydia 
and gonorrhoea, both of which are often asymptom-
atic.11 There is limited data on the prevalence of STIs in 
pregnant women in low- and middle-income countries, 
but a recent systematic review of 75 studies worldwide 
found Southern Africa has the highest prevalence of 
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curable STIs among pregnant women.12 Trichomonas 
infection was most prevalent, with an adjusted mean 
prevalence of 24.6% in three studies. Second was 
syphilis, with adjusted mean prevalence of 6.5% in eight 
studies, and, third was gonorrhoea, with adjusted mean 
prevalence of 4.6% in three studies, and 4.4% in three 
other studies. The review found studies in West and East-
ern Africa also showed high prevalence of STIs. 

A study of 1480 pregnant women, who were HIV-in-
fected or at high risk of HIV infection, in KwaZulu Natal, 
South Africa found 32.3% tested positive for gonorrhoea, 
chlamydia or trichomonas, and 19.2% tested positive 14 
weeks postpartum.13 The high proportion who tested posi-
tive postpartum indicates many women continue to have 
unprotected sexual intercourse. More than 50% of the 
women with an STI during pregnancy and more than 80% 
with an STI post-delivery were asymptomatic. A study of 
426 pregnant women in Khartoum, Sudan similarly found 
STI infection prevalence was high (trichomonas, 7.8%; 
chlamydia, 4.9%, gonorrhoea, 0.0%; syphilis, 5%), and 
the positive predictive value (likelihood that those with 
a positive test actually have the infection) of syndromic 
diagnosis was only 14.1%.14 A study of rural pregnant 
women in Kilifi, Kenya found curable STI infections in 
20.8% of the women.15 A large-scale screening of 1862 
pregnant women in Ile-Ife, Nigeria using a rapid test for 
chlamydia found 13.2% (222) were infected.16 

Point-of-care testing
These results all highlight the need for point-of-care 
(POC) STI tests that can be used to screen pregnant 
women during antenatal care visits. There are several 
rapid POC tests available for syphilis, which can simplify 
testing and treatment.17 A study in Tanzania found that 
introducing rapid syphilis testing (RST) at antenatal clin-
ics significantly improved uptake of syphilis screening.18 
Three months after the introduction of RST, the number 
of women who attended antenatal clinics doubled, from 
3561 to 7954, and the number of women tested for 
syphilis increased significantly, from 17.9% (636/3561) 
to 100% (7954/7954, P<0.01). RST also increased treat-
ment of infected women, from 46.3% (50/108) to 94.8% 
(862/909, P<0.01). The provision of same day testing and 
treatment encouraged women to attend the antenatal 
clinics, and saved them time and extra cost required to 
return later for test results. The simplified RST technology 
also permitted lower level health workers to perform the 
screening with minimal supervision. 

Dual HIV/syphilis rapid tests have also been devel-
oped.19,20 These use finger stick whole blood samples, 
but simplify testing by requiring fewer blood draws and 
provide results in one test. Since treponemal (TP) anti-
bodies persist in the blood, confirmatory tests may be 
needed to determine active syphilis infection. There are 
new combination TP/non-TP rapid tests that can be used 
to diagnose syphilis at the point of care where traditional 
laboratory-based testing is not available. Where tests 
confirming active syphilis infection are not available, 
and depending on syphilis prevalence in the population, 
it is preferred to treat all pregnant women who test posi-
tive in order to prevent MTCT.17 

While there are rapid POC tests available for 
Neisseria gonorrhoeae (NG), Chlamydia trachomatis 

(CT), and Trichomonas vaginalis (TV), there is a wide 
range of sensitivities across different tests, which leads 
to missed infections and continued transmission. 
There is currently one nucleic acid amplification 
test (NAAT) test, the GeneXpert® system, available 
for POC testing of CT, NG, CT/NG combined, HPV, 
and TV, which shows very good results.19 A study in 
Gaborone, Botswana using this test on self-collected 
vaginal swabs found high acceptability among pregnant 
women and mostly immediate treatment.21 Of the 200 
participants, 72% received results the same day. Fifteen 
percent (15%) (30/200) tested positive for an STI, all 
received treatment, with 80% (24) receiving treatment 
the same day. As always, the high cost of these POC 
tests continue to be a barrier to their widespread use in 
resource-limited settings.
Barbara C. Shane, MPH
International Health Consultant in Reproductive Health
Bainbridge Island, WA USA
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The ‘nocebo’ effect
All doctors know of the placebo effect, but who has 
heard of the ‘nocebo’ effect? The term was introduced 
some time ago (1961)1 to denote the opposite of 
placebo, but has been brought back into use recently 
following a recent trial of statin side effects. Statins are 
powerful reducers of serum cholesterol levels, with evi-
dence-based reductions in morbidity and mortality risk, 
particularly in those with established vascular disease 
(coronary artery, cerebrovascular or peripheral vascular 
disease). However, a major obstacle to their uptake in 
many western countries has been the potential side ef-
fects of myositis or myalgia. In Britain, newspapers have 
not infrequently published ‘scare stories’ about muscle 
side effects, adversely affecting patients’ willingness to 
take these drugs.

However, a recent study published in The Lancet 
compares the rates of muscle-related side effects in two 
studies—one a blinded trial comparing atorvastatin 10 
mg daily with placebo, followed by a similar unblinded 
study.2 In the first trial, where the patients did not know 
which drug they were taking, muscle side-effects oc-
curred in 2.03% per annum in those on atorvastatin and 
2.00% per annum in those on placebo (no significant 
difference). However, in the unblinded phase, where 
patients knew whether they were taking the statin or 
not, muscle side effects occurred in 1.26% per annum 
in the atorvastatin group compared with 1.00% per an-
num in those on placebo (p=0.006).

In an accompanying editorial,3 it is suggested that ‘the 
nocebo effect reflects changes in human psychobiology 
involving the brain, body and behaviour rather than drug 
toxicity’, and that in the case of statins ‘negative press 
reports’, and ‘poor understanding of…. statin-associated 
side effects’ may be important underlying factors.

In praise of worms?
A fascinating recent article in the Transactions of Tropi-
cal Medicine and Hygiene, reviews the complex, and 
sometimes beneficial, relationship between parasitic 
helminths and their human hosts.4 The writers are a col-
laborative group from Uganda and London, who chal-
lenge current concepts of mass anthelmintic treatment.

It has been known for some time that human worm 
infections have subtle but important effects on their 

host’s immune system. Perhaps best known is a potential 
protective effect on the development of allergy-based 
diseases. Thus, hookworm infections can reduce the 
risk of asthma development by up to 50%, and Trichuris 
and Ascaris infections can reduce the risk of eczema. 
The effects are particularly seen with infections in early 
childhood, and even in pregnant women.

Worm infections can also alter responses to vac-
cine administration. The effect is a negative one, such 
that if a vaccine is given to a subject with an active and 
untreated worm infection, the immune response to the 
vaccine is impaired, with subsequent reduced preven-
tive effects. It has been suggested that the poor observed 
efficacy of BCG vaccine in Africa may be due to wide-
spread worm infections.

Finally, there is also evidence of helminth infections 
protecting against type 2 diabetes. This is supported 
by both animal and human research. Thus, patients in 
China with schistosomiasis had lower fasting plasma 
glucose levels than non-infected controls. In Australia, 
aboriginal adults with previous Strongyloides stercoralis 
infections had a reduced risk of type 2 diabetes. How 
this interaction between worms and human metabolism 
operates is not known.

In their conclusions, the authors ask the question as 
to whether mass deworming is advisable, pointing out 
that there is a subtle symbiosis between humans and 
worms, which should at least be considered in the de-
bate over the effectiveness and advisability of mass drug 
administration (MDA) programmes in Africa.

Drug stores in Africa
The ideal system for provision of drugs in Africa is via 
hospital pharmacy departments, or from supplies held at 
primary health clinics. However, there is a large ‘over-
the-counter’ market, particularly in West Africa. These 
establishments are often known as ‘drug stores’ or ‘drug 
shops’, and a recent article in The Lancet has drawn at-
tention to their advantages and disadvantages.5

Drug stores are not run by qualified pharmacists, but 
ideally the proprietors should have some sort of formal 
health training. In reality, many do not, and despite this 
regularly dispense a variety of analgesics, antibiotics, 
anti-malarials and family-planning products. The degree 
of utilisation of this peripheral form of healthcare varies 
widely around Africa—in some countries it can be 80% 
or more. In parts of southern Nigeria, there are more 
drug shops than standard public and private hospitals 
and clinics, providing first point-of-care for up to 50% 
of under-five childhood illnesses and at least 35% of 
adult malaria cases.

The potential for mis-treatment and under-treatment 
is obvious; but nevertheless these facilities can be an 
important part of primary health care in Africa if properly 
staffed and organised. Initiatives in Nigeria have led to a 
major increase in training of drug shop employees. This is 
to be welcomed—this system of care is popular with the 
public and is not going to go away. Drug shops need to 
be integrated into national health systems. Properly regu-
lated they can provide an important primary care service.

Antimalarial drug problems
Most malaria in Africa is due to Plasmodium falciparum 
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and artemisinin combination therapy has become first-
line therapy. In south-east Asia there have been reports 
of treatment failures due to substandard or counterfeit 
preparations, particularly in ‘shop-bought’ preparations. 
A recent study from Nigeria suggests that this problem 
may be emerging in Africa.6

The researchers chemically analysed 20 different 
brands of artesunate-containing antimalarials and 10 
brands of artemether-lumefantrine, obtained from different 
sources in south-western Nigeria. Of the 10 artemether-
lumefantrine combinations, two contained inadequate 
lumefantrine (88% and 52%) and four others failed other 
pharmacological standards. The 20 artesunate-containing 
preparations included five (25%) which did not reach 
standard assay requirements (containing less than 90% of 
the drug amount stated on the label).

The authors point out that this is likely to be a 
growing problem, and as well as leading to treatment 
failures, will be likely to reduce public confidence in 
these vital drugs.
Professor Geoff Gill, Liverpool School of Tropical 
Medicine and University Hospital Aintree, UK
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Newborn resuscitation and
early respiratory support

In high-income countries (HIC) now much of the thrust 
is finding optimal ways to improve the management of 
resuscitation and respiratory care, particularly for RDS, 
in infants < 32 weeks gestation (very preterm infants) 
through multicentre randomised controlled trials (RCT). 
Whereas in low- and middle-income countries (LMIC), 
especially in low-resource settings, the main emphasis is 
in establishing the basic management of newborn care 
universally.1 In HIC ways are being adapted to reduce 
invasive practices, in particular by avoiding routine 
prolonged intubation and mechanical ventilation (MV) 
of very low birth weight (VLBW) infants and thus the risk 
and severity of bronchopulmonary dysplasia (BPD). BPD 
affects up to 50% of infants born less than 28 weeks 
gestation who receive standard respiratory care for RDS.2

Resuscitation
In general, around 3% of newborns require positive 
pressure ventilation at birth, fewer infants need endo-
tracheal intubation, and cardiac compression and/or 
adrenaline are required in < 1%.3 In LMIC these propor-
tions will be higher. 

Where possible SpO2 should be measured by pulse 

oximetry using the hand/wrist (preductal O2 levels). 
Clinical assessment of degrees of oxygenation using 
skin colour correlate poorly with SpO2.

3 Ventilation 
will depend not only on available equipment but also 
the type of gas supply, i.e. air, oxygen or a mixture 
which will depend on the method of supply, e.g. cen-
tral O2 and gas supply, portable oxygen cylinders or 
oxygen concentrators. The simplest method is self-in-
flating bag-valve mask device with air only especially 
for term and near–term infants.4 Airways obstruction 
occurs in 25–75% of preterm infants when ventilated 
by mask which impedes effective delivery of O2.

3 Thus, 
most very preterm infants will require nasal continuous 
positive airway pressure (CPAP) to maintain airway dis-
tention. Both mortality and BPD are reduced in infants 
< 32 weeks who are treated with nasal CPAP in the 
delivery room rather than being intubated.5 For CPAP a 
T-piece device is the simplest method. 

Very preterm infants are at high risk of hyperoxia-
induced pulmonary injury because mechanisms to pro-
tect against oxygen-free radicals are underdeveloped. 
When infants < 28 weeks (and also those born at term) 
are exposed to high O2 concentration in the delivery 
room oxidative stress markers can be detected which 
persist for up to a week.3 A systematic review and meta-
analysis has shown that resuscitation of infants with air 
reduced mortality compared to infants resuscitated with 
100% O2.

6 Infants born at term or near term should be 
initially resuscitated with air. Preterm infants should no 
longer be initially resuscitated with high O2 concentra-
tions (65–100%) but with around 30%.3

The risk of hypothermia both during resuscitation of 
infants at birth and transfer of infants to an incubator 
is well recognised in LMICs. It is usually due to failure 
to keep infants warm but may also reflect the severity 
of their condition. For infants < 1500 g every one °C 
decrease in body temperature in the Neonatal Inten-
sive Care Unit (NICU) is associated with an increase in 
mortality risk of 28%.7 Skin-to-skin care is very effective 
when possible, other methods include plastic wraps or 
bags, plastic caps, and exothermic mattresses (EMS), but 
stockinet caps do not seem to be effective.8 The efficacy 
depends on the particular weight of the infant. How-
ever, hyperthermia can be a problem when infants are 
in both plastic bags and on EMS.9

Tracheal suction for infants born through meconium-
stained amniotic fluid, especially before the first breath, 
can reduce the amount of meconium entering the lungs. 
However, RCTs of suctioning vigorous infants have 
shown no benefit and thus the procedures is no longer 
advised.10 Two recent studies in non-vigorous infants 
have also not demonstrated a benefit of routine suction-
ing.11,12 Larger studies are required to confirm that the 
practice is not necessary in this group of infants.

Delayed umbilical cord clamping (after one minute 
or when the cord stops pulsating) has advantages 
over early cord clamping (< 60 seconds). Infants 
have increased haemoglobin at 24–48 hours and 
increased iron stores at 3–6 months which is particu-
larly important if there is maternal anaemia.13 The 
one disadvantage is hyperbilirubinaemia which is of 
particular concern in LMIC if routine phototherapy is 
not readily available and in regions where G6PD is 
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prevalent. Cord milking is where the cord is clamped 
at up to 40 cm from the umbilicus and massaged. It 
has similar benefits but is not superior to cord clamp-
ing.14 Delayed cord clamping in 24–36 week gestation 
infants may be associated with less requirement for 
blood transfusion, less intraventicular haemorrhage 
and lower risk of necrotising enterocolitis.15 This has to 
be balanced with the need for immediate resuscitation 
in many VLBW infants. Further studies are required 
especially on the longer term outcomes.3

Hypoxic-ischaemic encephalopathy (H-IE) resulting 
from moderate to severe peripartum asphyxia compli-
cates one to three infants per 1000 at-term live births in 
HIC and 20/1000 in LIMC. Over a quarter of affected 
infants develop cerebral palsy and cognitive impair-
ment.3 Moderate hypothermia (within six hours of birth) 
for 72 hour, usually whole body, or in selective cases 
just head cooling, is undertaken in both inborn and 
outborn infants. Continuous core (rectal or oesopha-
geal) temperature (33–34°C) monitoring is required to 
prevent over cooling.3 A systematic review of 11 RCTs 
concluded that hypothermia reduces death or major dis-
ability at 18 months by about 25% which is sustained 
until school age.1,16 Presently hypothermia therapy for 
H-IE should only be considered in NICUs with multi-
disciplinary expertise, equipment and protocols3 which 
excludes its use in low–resource and many middle-
income countries.

Respiratory care
In LMIC as more sophisticated facilities for neonatal 
care become available resulting in survival of more 
VLBW infants there is an increased risk of retinopathy of 
prematurity and BPD. Pulse oximetry for all LBW infants 
becomes essential, however, it is limited in detecting 
hyperoxia. A number of RCTs have examined using O2 
saturation targets of 85–89% or 91–95% for infants < 28 
weeks. A meta-analysis of five trials found a higher risk 
of death in the lower saturation target O2 group.3 The 
American Academy of Pediatrics guidelines now recom-
mend a target of 85–95% whereas European guidelines 
recommend a target of 90–95% saturation.3

Paradoxically, as surfactant becomes more avail-
able for preterm infants in some LMIC, in HIC there 
is a move away from routine use. A meta-analysis of 
11 studies concluded that with the practice of routine 
administration of corticosteroids for preterm labour 
and use of more non-invasive respiratory support such 
as CPAP there was no advantage of routine over selec-
tive use of surfactant; the latter is associated with a 
lower mortality and risk of developing BPD.17 None-
theless, around 50% of extremely preterm infants will 
subsequently require intubation and administration of 
surfactant. Multiple doses of surfactant and animal-de-
rived products especially porcine-derived are optimal.2 
Trials of new generation synthetic surfactants contain-
ing phospholipids and surfactant-protein analogues are 
in progress.2

In HIC, where possible, CPAP is undertaken using MV 
via the nose (rather by intubation) and when necessary 
it is combined with nasal intermittent positive pressure 

ventilation. For many NICUs in LMIC, CPAP is under-
taken with a simple bubble CPAP (BCPAP) apparatus. A 
systematic review of use of BCPAP for RDS in infants in 
LMIC was undertaken.18 In three studies, the initial use of 
BCPAP followed by MV, if required, reduced the require-
ment of MV by 30–50%. Three other trials compared 
BCPAP with CPAP administered by MV and found that 
mortality and complication rates were similar and there 
was a lower failure rate in the BCPAP groups.

In some LMIC neonatal respiratory care is slowly 
merging towards practices in HIC, as the latter move 
away from routine intubation, delivery of surfactant and 
MV. Differences remain owing to availability of expen-
sive equipment, particularly more and more sophisticat-
ed ventilators, and the luxury of relatively large numbers 
of highly trained neonatologists and nurse practitioners.
JBS Coulter
Honorary Clinical Lecturer in Tropical Child Health
Liverpool School of Tropical Medicine, UK
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Q1 (a), (b), (d), (e). The diagnosis of type 2 diabetes is not always straight forward. A fast-
 ing or random blood glucose are reasonable initial tests; though it is important to know  

 whether your laboratory measures blood (BG) or plasma glucose (PG) levels. In western 
 countries plasma is almost always used, and this is increasingly happening in Africa. 
 Blood glucose meters usually give a plasma equivalent result (though ideally such meters 
 should not be used for diagnosis). If classical osmotic symptoms are present, a fasting PG 
 of >7.0 mmol/l or random PG >11.1 is diagnostic. A repeat test is needed if there are 
 no symptoms present. A post-prandial glucose is not a standardised test as it depends on 
 the time and carbohydrate composition of the preceding meal. The oral GTT should 
 only occasionally be needed in doubtful cases.  Glycated haemoglobin (HbA1c) is still 
 not widely available in Africa, largely due to its expense, but it is useful in diagnosing as 
 well as monitoring diabetes. An HbA1c > 6.5% is diagnostic, though again a repeat posi-
 tive test is needed if the patient is asymptomatic. HbA1c should not be used for the diag-
 nosis of type 1 diabetes or gestational diabetes.
Q2 (a), (c), and possibly (e). All patients with newly diagnosed type 2 diabetes should receive 
 lifestyle advice, followed usually later by oral agents if necessary. However, markedly 
 hyperglycaemic patients (such as here) may need oral agents at diagnosis. Metformin is 
 the drug of choice – particularly in the overweight or obese. There may be a case with 
 this particular patient in giving a small amount of short-term sulphonylurea treatment (e.g. 
 glibenclamide or gliclazide) in addition to metformin, to achieve more rapid blood glu-
 cose lowering. Insulin is not needed as the patient is well and not ketonuric.
Q3 (a), (b), (c). With longstanding diabetes, retinopathy, and persisting dipstick proteinuria; 
 this patient is likely to have diabetic nephropathy. A strongly evidence-based manage-
 ment to slow progression is strict blood pressure (BP) control, with target levels of below 
 130/80. If available, an ACE inhibitor should be used, with other drugs added as necess- 

 ary. However, if unavailable, any anti-hypertensive can be used, still with considerable 
	 benefit.	Lifestyle	advice	such	as	weight	loss	and	salt	restriction	should	always	be	given.
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Obs & Gyn
Antimalarials in first
trimester pregnancy

Artemisinin combination therapies 
(ACTs) are the most efficacious 
antimalarials available, yet animal 
embryotoxicity data, alongside the 
scarcity of safety data in human 
pregnancies, have prevented them 
from being recommended for malaria 
treatment in the first trimester of 
pregnancy, except in lifesaving 
circumstances. One meta-analysis used 
data from prospective observational 
studies across six sites in sub-Saharan 
Africa to determine whether ACTs carry 
an increased risk in the first trimester 
of pregnancy compared with quinine. 
It found that artemisinin treatment in 
the first trimester was not associated 
with an increased risk of miscarriage or 
stillbirth. Furthermore, while the data 
was limited, they indicate no difference 
in the prevalence of major congenital 
abnormalities between treatment 
groups either. The authors conclude 
that the benefits of three-day ACT 
therapy regimens to treat malaria in 
early pregnancy are likely to outweigh 
the adverse outcomes of partially 
treated malaria, which can occur with 
oral quinine because of the known 
poor adherence to seven-day regimens.
Dellicour S, Sevene E, McGready R, et al. First-
trimester artemisinin derivatives and quinine treat-
ments and the risk of adverse pregnancy outcomes 
in Africa and Asia: A meta-analysis of observational 
studies. PLOS Med 2017; 14(5): e1002290. DOI: 
10.1371/journal.pmed.1002290

Brexanolone in 
post-partum depression

Post-partum depression is a serious 
mood disorder consistently observed 
in an estimated 10–20% of all mothers 
who give birth in countries world-
wide. One phase 2 study investigated 
brexanolone (SAGE-547 injection), 
an intravenous formulation of al-
lopregnanolone (a positive allosteric 
modulator of γ-aminobutyric acid 
(GABAA) receptors), for the treat-
ment of post-partum depression. In a 
double-blind, randomised, placebo-
controlled trial, 21 women with severe 
post-partum depression (Hamilton 
Rating Scale for Depression [HAM-
D] total score ≥ 26) were assigned to 
the brexanolone (n=10) and placebo 
(n=11) groups. At 60 hours the mean 
reduction in HAM-D total score from 

baseline was 21 points in the brex-
anolone group, compared with 8.8 
points in the placebo group (differ-
ence -12.2, 95% CI -20.77 to -3.67; 
p=0.0075). No deaths, serious adverse 
events, or discontinuations because of 
adverse events were reported in either 
group. A pivotal clinical programme 
for the investigation of brexanolone in 
patients with post-partum depression 
is now in progress.
Kanes S, Colquhoun H, Gunduz-Bruce H, et al. 
Brexanolone (SAGE-547 injection) in post-partum 
depression: a randomised controlled trial. The Lan-
cet 2017; 390(10093): 480–489.

Anxiety and the birth process
The rate of interventions during child-
birth has increased dramatically during 
the last decades. Maternal anxiety 
might play a role in the progress of 
the labour process and interventions. 
One prospective cohort study aimed to 
identify associations between anxiety in 
the first half of pregnancy and the birth 
process, including any interventions 
required during labour. The prevalence 
of high general anxiety (State-Trait 
Anxiety Inventory state >= 43) and 
pregnancy-related anxiety (Pregnancy-
Related Anxieties Questionnaire (PRAQ) 
>=P90) were self-reported in the first 
half of pregnancy as 30.9% and 11.0%, 
respectively. In nulliparae, both general 
anxiety and pregnancy-related anxiety 
were found to be associated with pain 
relief and/or sedation; in multiparae, 
general anxiety was associated with 
induction of labour (odds ratio (OR)  
1.53), and pregnancy-related anxiety 
was associated with primary caesar-
ean section (OR 1.66). Overall, high 
levels of general and pregnancy-related 
anxiety in early pregnancy are shown 
to contribute modestly to more inter-
ventions during the birth process, with 
some differences between nulliparae 
and multiparae.
Koelewijn J, Sluijs A, and Vrijkotte T. Possible rela-
tionship between general and pregnancy-related 
anxiety during the first half of pregnancy and the 
birth process: a prospective cohort study. BMJ 
Open 2017; 7: e013413. DOI: 10.1136/bmjo-
pen-2016-013413

Gestational weight
gain and outcomes

Body mass index (BMI) and gestational 
weight gain are increasing globally. In 
2009, the Institute of Medicine provided 
specific recommendations regarding the 
ideal gestational weight gain, however, 
the association between gestational 
weight gain consistent with the guide-
lines and pregnancy outcomes is 

unclear. One study undertook a system-
atic review and meta-analysis of 
1 309 136 pregnancies to evaluate this 
association. They found gestational 
weight gain below recommendations 
(in 23% of women) was associated 
with higher risk of small for gestational 
age (odds ratio [OR], 1.53) and pre-
term birth (OR, 1.70), and lower risk of 
large for gestational age (OR, 0.59) and 
macrosomia (OR, 0.60). Gestational 
weight gain above recommendations 
(47%) was associated with lower risk of 
small for gestational age (OR, 0.66) and 
preterm birth (OR, 0.77), and higher risk 
of large for gestational age (OR, 1.85), 
and caesarean delivery (OR, 1.30). The 
authors conclude that gestational weight 
gain greater or less than guideline rec-
ommendations, compared with weight 
gain within recommended levels, was 
associated with higher risk of some ad-
verse maternal and infant outcomes.
Goldstein R, Abell S, Ranasinha S, et al. Associa-
tion of Gestational Weight Gain With Maternal 
and Infant Outcomes. A Systematic Review and 
Meta-analysis. JAMA 2017; 317 (21): 2207–2225. 
DOI:10.1001/jama.2017.3635

HIV control
The Joint United Nations Programme 
on HIV/AIDS 90–90–90 targets require 
that, by 2020: 90% of those living 
with HIV know their status; 90% of 
known HIV-positive individuals receive 
sustained antiretroviral therapy (ART); 
and 90% of individuals on ART have 
durable viral suppression. The HPTN 
071 (PopART) trial is carrying out a large 
community-randomised trial over three 
years in 21 communities in Zambia and 
South Africa to measure the impact of a 
universal testing and treatment interven-
tion on HIV incidence. This is delivered 
house-to-house by trained lay health 
workers. At one year, the trial reports 
a high uptake of HIV testing, with an 
estimated 78% of men and 87% of 
women who were HIV-positive know-
ing their HIV status. Among known 
HIV-positive adults, around 73% were 
on ART by the end of the annual round. 
Achieving higher test uptake in men and 
more rapid linkage to care will be key 
objectives during the second round of 
the intervention.
Hayes R, Floyd S, Schaap A, et al. A universal testing 
and treatment intervention to improve HIV control: 
One-year results from intervention communities 
in Zambia in the HPTN 071 (PopART) cluster-
randomised trial. PLOS Medicine 2017; 14 (5): 
e1002292. DOI: 10.1371/journal.pmed.1002290
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Enhanced prophylaxis
for advanced HIV

In sub-Saharan Africa, among patients 
with advanced HIV infection, the rate 
of death from infection shortly after 
initiation of antiretroviral therapy 
(ART) is approximately 10%. One 
study sought to determine whether 
enhanced antimicrobial prophylaxis 
improved outcomes in patients with 
advanced HIV and starting ART for 
the first time, compared with standard 
prophylaxis. Enhanced antimicrobial 
prophylaxis consisted of continu-
ous trimethoprim-sulfamethoxazole, 
plus at least 12 weeks of isoniazid-
pyridoxine, 12 weeks of fluconazole, 
five days of azithromycin, and a single 
dose of albendazole, compared with 
trimethoprim-sulfamethoxozale alone 
for standard prophylaxis. They found 
that, at 24 weeks, the rate of death 
with enhanced prophylaxis was lower 
than with standard prophylaxis (8.9% 
vs 12.2%). Patients in the enhanced 
prophylaxis group had significantly 
lower rates of tuberculosis (p=0.02), 
cryptococcal infection (p=0.01), oral 
or oesophageal candidiasis (p=0.02), 
death of unknown cause (p=0.03), 
and new hospitalisation (p=0.03). 
However, there was no significant 
between-group difference in the rate of 
severe bacterial infection (p=0.32). The 
authors conclude that enhanced anti-
microbial prophylaxis combined with 
ART resulted in reduced rates of death 
without compromising viral suppres-
sion or increasing toxic effects.
Hakim J, Musiime V, Szubert AJ, et al. Enhanced 
prophylaxis plus antiretroviral therapy for advanced 
HIV infection in Africa. NEJM 2017; 377: 233–245.

Primaquine and 

Recent efforts in malaria control have 
resulted in great gains in reducing the 
burden of Plasmodium falciparum, but 
Plasmodium vivax has been more refrac-
tory. Further, there are concerns over 
declining efficacy for chloroquine (CQ) 
in endemic areas. One study undertook 
a randomised controlled trial in Ethiopia 
to compare artemether-lumefantrine 
(AL) and CQ with and without prima-
quine (PQ), the only currently available 
hypnozoiticide, for the treatment of P. 
vivax. They found that, despite evidence 
of CQ resistance in Ethiopia, the risk of 
recurrence by day 28 and 42 was greater 
following AL than CQ. Moreover, the ad-
dition of PQ to either CQ or AL reduced 
the risk of recurrence three-fold by day 

42, and two to three-fold over one year. 
The authors conclude that PQ radical 
cure should be included in the treatment 
schedule in Ethiopia and other areas 
with high relapse risk to reduce relapsing 
infection and transmission, but further 
work is needed to improve adherence 
to the current 14–day regimen to ensure 
maximum public health impact.
Abreha T, Hwang J, Thriemer K, et al. Comparison 
of artemether-lumefantrine and chloroquine with 
and without primaquine for the treatment of Plas-
modium vivax infection in Ethiopia: A randomized 
controlled trial. PLOS Medicine 2017; 14 (5): 
e1002299. DOI: 10.1371/journal.pmed.1002299

Prophylactic platelet 
transfusion and dengue

Dengue is the commonest vector-borne 
infection worldwide. It is often associat-
ed with thrombocytopenia, and prophy-
lactic platelet transfusion is widely used 
despite the lack of robust evidence. 
One study undertook an open-label, 
randomised, superiority trial to assess 
the efficiency and safety of prophylactic 
platelet transfusion in the prevention 
of bleeding in adults with dengue and 
thrombocytopenia. They found that clin-
ical bleeding by day seven or hospital 
discharge occured in 21% of patients in 
the platelet transfusion group (n=187), 
and 26% of patients in the control 
group (n=182) (relative risk 0.81; 
p=0.16). Adverse events occurred 13 
times in the transfusion group, includ-
ing three cases of urticaria and one case 
each of anaphylaxis, chest pain, pruritus 
and maculopapular rash, and two oc-
curred in the control group (relative risk 
6.26; p=0.0064). The authors conclude 
that prophylactic platelet transfusion for 
patients with uncomplicated dengue 
is not recommended. Further studies 
should focus on children with dengue 
and patients with severe dengue.
Lye D, Archuleta S, Syed-Omar S, et al. Prophylactic 
platelet transfusion plus supportive care versus sup-
portive care alone in adults with dengue and throm-
bocytopenia: a multicentre, open-label, randomised, 
superiority trial. The Lancet 2017; 389 (10079): 
1611–1618.

Iron-deficiency anaemia 
Iron-deficiency anaemia (IDA) affects 
millions of persons worldwide, and 
is associated with impaired neuro-
development in infants and children. 
Ferrous sulfate is the most commonly 
prescribed oral iron, yet iron polysac-
charide complex preparations may 
be prescribed due to their potentially 

Paediatrics

improved tolerability and better taste. 
One study undertook a double-blind, 
superiority randomized clinical trial of 
infants and children aged nine to 48 
months with nutritional IDA to com-
pare the effect of these two iron agents 
on haemoglobin concentration within 
this group. From baseline to 12 weeks, 
mean haemoglobin increased from 7.9 
to 11.9g/dL (ferrous sulfate group) vs. 
7.7 to 11.1g/dL (iron complex group), a 
greater difference of 1.0g/dL (p<0.001) 
with ferrous sulfate. The proportion with 
a complete resolution of IDA was also 
higher in the ferrous sulfate group (29% 
vs 6%; p=0.04). The authors conclude 
that once daily, low-dose ferrous sulfate 
should be considered for children with 
nutritional iron-deficiency anaemia. 
Powers J, Buchanan G, Adix L, et al. Effect of 
Low-Dose Ferrous Sulfate vs Iron Polysaccharide 
Complex on Hemoglobin Concentration in Young 
Children With Nutritional Iron-Deficiency Anemia. 
JAMA 2017; 317 (22): 2297–2304. DOI: 10.1001/
jama.2017.6846

Maternal serotonergic 
antidepressants and autism

Previous observations have identified a 
higher risk of child autism spectrum dis-
order with serotonergic antidepressant 
exposure during pregnancy. However, 
these findings may have been con-
founded. As such, one study sought to 
evaluate the association by undertaking 
a retrospective cohort study of 35 906 
births in Ontario, Canada. They found 
no statistically significant association 
between exposure to serotonergic anti-
depressants compared with no expo-
sure in inverse probability of treatment 
analysis. The association was also not 
significant when exposed children were 
compared with unexposed siblings. The 
authors conclude that while a causal 
relationship cannot be ruled out, the 
previously observed association may 
be explained by other factors. These 
findings are consistent with other recent 
studies looking at maternal antidepres-
sant exposure and adverse outcomes 
more generally.
Brown H, Ray J, Wilton A, et al. Association be-
tween serotonergic antidepressant use during 
pregnancy and autism spectrum disorder in children. 
JAMA 2017; 317 (15): 1544–1552. DOI: 10.1001/
jama.2017.3415

Faster urine collection 
from infants

Urinary tract infections are common in 
young children, but obtaining urine for 
analysis from pre-continent children 
can be difficult and time consuming. 
One non-invasive method is clean 
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catch urine collection, which involves 
waiting for a nappy-free child to void 
spontaneously. One study undertook a 
randomised control trial to determine if 
the Quick-Wee method, which involves 
gentle suprapubic cutaneous stimula-
tion using a gauze soaked in cold fluid, 
increases the rate of infant voiding 
for clean catch urine. The Quick-Wee 
method was found to result in a signifi-
cantly higher rate of voiding within five 
minutes compared with standard clean 
catch urine (31% vs. 12%, P<0.001). 
It also had a higher rate of successful 
urine sample collection (30% v 9%, 
P<0.001) and greater parental and clini-
cian satisfaction. The number needed to 
treat was 4.7 to successfully collect one 
additional urine sample within five min-
utes. The Quick-Wee method requires 
minimal resources, and the authors 
conclude that it presents a simple way 
to trigger faster voiding for clean catch 
urine from infants. 
Kaufman J, Fitzpatrick P, Tosif S, et al. Faster clean catch 
urine collection (Quick-Wee method) from infants: ran-
domised controlled trial. BMJ 2017; 357: j1341.

Prevalence of type 2 
diabetes in Nigeria

While many studies have reported 
increasing prevalence of type 2 diabetes 
mellitus (T2DM) globally, there is not 
yet a comprehensive evidence-based 
epidemiological report on T2DM in 
Nigeria. One meta-analysis aimed to 
estimate country-wide and zonal preva-
lence, hospitalisation and mortality rates 
of T2DM in Nigeria, with 42 studies, a 
total population of 91 320, meeting the 
selection criteria. They found that the 
age-adjusted prevalence rates of T2DM 
in Nigeria among persons aged 20–79 
years increased from 2.0% in 1990, to 
5.7% in 2015, accounting for over 
874 000 and 4.7 million cases, respec-
tively. The pooled prevalence rate of 
impaired glucose tolerance was 10.0%, 
and 5.8% for impaired fasting glucose. 
Hospital admission rate for T2DM was 
222.6 per 100 000 population, with hy-
perglycaemic emergencies, diabetic foot 
and cardiovascular diseases being the 
most common complications. The overall 
mortality rate was 30.2 per 100 000 
population. These findings suggest an in-
creasing burden of T2DM in Nigeria, with 
many persons currently undiagnosed, and 
few known cases on treatment.
Adeloye D, Ige J, Aderemi A, et al. Estimating the 

prevalence, hospitalisation and mortality from type 
2 diabetes mellitus in Nigeria: a systematic review 
and meta-analysis. BMJ Open 2017; 7: e015424. 
DOI: 10.1136/bmjopen-2016-015424

Diabetes in pregnancy 
and expressing breastmilk

Infants of women with diabetes in 
pregnancy are at increased risk of hypo-
glycaemia, admission to a neonatal in-
tensive care unit (NICU), and not being 
exclusively breastfed. Many clinicians 
encourage women with diabetes in 
pregnancy to express and store breast-
milk in late pregnancy, yet no evidence 
exists for this practice. One study aimed 
to determine the safety and efficacy of 
antenatal expressing in women with 
diabetes in pregnancy by undertaking 
a multicentre, two-group, unblinded, 
randomised controlled trial. The primary 
outcome was the proportion of infants 
admitted to the NICU. They found that 
the proportion of infants admitted to 
the NICU did not differ between groups 
(46 [15%] of 317 assigned to antenatal 
expressing vs 44 [14%] of 315 assigned 
to standard care; adjusted relative risk 
1.06, 95% CI 0.66 to 1.46). The authors 
conclude that there is no harm in advis-
ing women with diabetes in pregnancy 
at low-risk of complications to express 
breastmilk from 36 weeks’ gestation. 
Forster D, Moorhead A, Jacobs S, et al. Advising 
women with diabetes in pregnancy to express 
breastmilk in late pregnancy (Diabetes and An-
tenatal Milk Expressing [DAME]): a multicentre, 
unblinded, randomised controlled trial. The Lancet 
2017; 389 (10085): 2204–2213.

Treatment for proliferative
diabetic retinopathy

Proliferative diabetic retinopathy is the 
most common cause of severe sight 
impairment in people with diabetes, 
and it has been managed by panreti-
nal laser photocoagulation (PRP) for 
the past 40 years. One study sought 
to determine the clinical efficacy 
of an alternative treatment: intravit-
real aflibercept. This was a phase 
2b, single-blind, non-inferiority trial 
on adults with type 1 or 2 diabetes 
and active proliferative retinopathy. 
Patients were randomly assigned (1:1) 
to repeated intravitreal aflibercept, or 
PRP standard care, and the primary 
outcome was a change in best-cor-
rected visual acuity at 52 weeks. They 
found aflibercept to be non-inferior 
and superior to PRP in both the 
modified intention-to-treat population 
(mean best corrected visual acuity 
difference 3.9 letters; p<0.0001) and 
the per-protocol population (4.0 let-

ters; p<0.0001). Further, there were no 
safety concerns. The authors conclude 
that aflibercept is an effective treat-
ment for active proliferative diabetic 
retinopathy, and it might be adopted 
as an alternative option to PRP.
Sivaprasad S, Prevost A, Vasconcelos J, et al. (2017). 
Clinical efficacy of intravitreal aflibercept versus 
panretinal photocoagulation for best corrected 
visual acuity in patients with proliferative diabetic 
retinopathy at 52 weeks (CLARITY): a multicentre, 
single-blinded, randomised, controlled, phase 2b, 
non-inferiority trial. The Lancet 2017; 389 (10085): 
2193–2203.

NSAID use in high risk patients
Present guidelines are conflicting for 
patients at high risk of both cardio-
vascular and gastrointestinal events 
who continue to require non-steroidal 
anti-inflammatory drugs (NSAIDs). 
One study undertook a double-blind, 
double-dummy, randomised trial 
to determine whether celecoxib (a 
cyclooxygenase-2-selective NSAID) 
plus esomeprazole (a proton-pump 
inhibitor) is superior to naproxen (a 
non-selective NSAID), plus esomepra-
zole for the prevention of recurrent 
ulcer bleeding in concomitant users 
of aspirin with previous ulcer bleed. 
Recurrent upper gastrointestinal bleed-
ing, the primary endpoint, occurred 
in 14 patients in the celecoxib group, 
and 31 patients in the naproxen group. 
The cumulative incidence of recurrent 
bleeding in 18 months was 5.6% in 
the celecoxib group, and 12.3% in the 
naproxen group (p=0.008). The authors 
conclude that in patients at high risk 
of both cardiovascular and gastrointes-
tinal events who require concomitant 
aspirin and NSAID, celecoxib plus 
proton pump inhibitor is the preferred 
treatment to reduce the risk of recur-
rent upper gastrointestinal bleeding. 
Naproxen should be avoided despite its 
perceived cardiovascular safety.
Chan F, Ching J, Tse Y, et al. Gastrointestinal 
safety of celecoxib versus naproxen in patients 
with cardiothrombotic diseases and arthritis after 
upper gastrointestinal bleeding (CONCERN): an 
industry-independent, double-blind, double-dummy, 
randomised trial. The Lancet 2017; 389 (10087): 
2375–2382.

infection diagnosis
Several detection methods for He-
licobacter pylori have already been 
developed, such as culture, histologi-
cal staining, the urea breath test (UBT) 
and the H. pylori stool antigen test 
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(HpSA), but a simple, non-invasive, in-
expensive and accurate diagnostic test 
remains the goal. Preliminary studies 
have explored the diagnostic accuracy 
of testing for anti-H. pylori antibodies 
in urine, and one study undertook a 
meta-analysis to systematically mea-
sure the potential diagnostic value of 
this method. The study found a pooled 
sensitivity of 0.83, specificity of 0.89, 
positive likelihood ratio of 8.81, and a 
negative likelihood ratio of 0.13. Sub-
group analyses showed that diagnostic 
accuracy of the urine IgG assay was no 
different in age, region, study popula-
tion and assay method. The authors 
conclude that anti-H. pylori IgG in 
urine might serve as a good marker 
in diagnosing H. pylori infection. 
However, further validation based on a 
larger sample is still required.
Gong Y, Li Q, Yuan Y. Accuracy of testing for anti-
Helicobacter pylori IgG in urine for H. pylori infection 
diagnosis: a systematic review and meta-analysis. 
BMJ Open 2017; 7: e013248. DOI: 10.1136/bmjo-
pen-2016-013248

Anti-MAdCAM antibody
for ulcerative colitis

Ulcerative colitis is an inflammatory 
condition of the colon that has a great 
global burden. Despite its prevalence 
many patients do not respond well to 
classic therapies. PF-00547659 is a 
fully human monoclonal antibody that 
binds to human mucosal addressin cell 
adhesion molecule-1 (MAdCAM-1) to 
selectively reduce lymphocyte homing 
to the intestinal tract. One phase 2, 
randomised, double-blind, placebo-
controlled trial aimed to assess the 
efficacy and safety of PF-00547659 in 
patients with moderate to severe ulcer-
ative colitis. Patients were randomly 
assigned to receive placebo (n=73) 
or one of four PF-00547659 doses. 
Remission rates at week 12 were 
significantly greater in three of four 
active treatment groups than in the 
placebo group (2.7%): 7.5mg (11.3%), 
22.5mg (16.7%), 75mg (15.5%), 
225mg (5.7%).  The authors conclude 
that PD-00547659 was safe and well 
tolerated in this patient population, 
and better than placebo for induction 
of remission in patients with moderate 
to severe ulcerative colitis. The greatest 
clinical effects were observed with the 
22.5mg and 75mg doses. A large phase 
3 programme is now underway.
Vermeire S, Sandborn W, Danese S, et al. Anti-
MAdCAM antibody (PF-00547659) for ulcerative 
colitis (TURANDOT): a phase 2, randomised, double-
blind, placebo-controlled trial. The Lancet 2017; 390 
(10090): 135–144.

Vitamin D and atopic disease
Low circulating vitamin D levels have 
been associated with risk of asthma, 
atopic dermatitis, and elevated total im-
munoglobulin E (IgE). These epidemio-
logical associations, if true, would have 
public health importance, since vitamin 
insufficiency is both common and cor-
rectable. One study aimed to test these 
associations, using Mendelian random-
ization (MR) to control bias owing to 
confounding and reverse causation. The 
study identified four 25-hydroxyvita-
min D (25OHD)-lowering alleles and 
found that none of them were associ-
ated with asthma, atopic dermatitis, or 
elevated IgE levels (p≥0.2). The MR odds 
ratio per standard deviation decrease 
in log-transformed 25OHD was 1.03 
(p=0.63) for asthma, and 1.12 (p=0.27) 
for atopic dermatitis, and the effect size 
on log-transformed IgE levels was -0.40 
(p=0.54). These findings suggest efforts 
to increase vitamin D are unlikely to 
reduce risks of atopic disease. However, 
the findings do not exclude an associa-
tion with 1.25-hydroxyvitamin D, the 
active form of Vitamin D, and this is the 
main limitation of the study. 
Manousaki D, Paternoster L, Standl M, et al. Vita-
min D levels and susceptibility to asthma, elevated 
immunoglobulin E levels, and atopic dermatitis: A 
Mendelian randomization study. PLOS Medicine 
2017; 14 (5): e1002294. DOI: 10.1371/journal.
pmed.1002294

Barriers to evidence-based
acute stroke care

Despite major advances in research on 
acute stroke care interventions, rela-
tively few stroke patients benefit from 
evidence-based care due to multiple 
barriers. Yet current evidence of such 
barriers is predominantly from high-
income countries. One study sought to 
understand stroke care professionals’ 
views on the barriers which hinder the 
provision of optimal acute stroke care in 
Ghanaian hospital settings. They identi-
fied four key barriers, and 12 subthemes 
of barriers. These include barriers at the 
patient (financial constraints, delays, 
sociocultural or religious practices, dis-
charge against medical advice, denial of 
stroke), health system (inadequate medi-
cal facilities, lack of stroke protocol, 
limited staff numbers, inadequate staff 
development opportunities), health pro-
fessionals (poor collaboration, limited 
knowledge of stroke care interventions) 

and broader national health policy (lack 
of political will) levels. Perceived bar-
riers varied across health professional 
disciplines and hospitals. The authors 
conclude that barriers from low- and 
middle-income countries differ substan-
tially from those in high-income coun-
tries, and the contrasts and uniqueness 
in these barriers must be considered 
when designing interventions.
Baatiema L, de-Graft Aikins A, Sav A, et al. Barriers 
to evidence-based acute stroke care in Ghana: a 
qualitative study on the perspectives of stroke care 
professionals. BMJ Open 2017; 7: e015385. DOI: 
10.1136/bmjopen-2016-015385

Informed health choices
primary school intervention

Claims about what improves or harms 
our health are ubiquitous, and people 
need to be able to assess the reliability 
of these claims. One study aimed to 
evaluate an intervention designed to 
teach primary school children in Ugan-
da to assess claims about the effects of 
treatments. In a cluster-randomised con-
trolled trial, the study gave the interven-
tion group the Informed Health Choices 
primary school resources, including 
textbooks, exercise books, and a teach-
ers’ guide, as well as an introductory 
workshop for teachers. The primary 
outcome was the mean score on a test 
covering all 12 concepts taught, with a 
mean score of 62.4% recorded for the 
intervention schools, and 43.1% for the 
control schools (adjusted mean differ-
ence 20.0%; p<0.00001). The authors 
conclude that the use of the Informed 
Health Choices learning resources led 
to a large improvement in the ability 
of children to assess claims about the 
effects of treatments. Future studies 
should look at effects on actual health 
choices, and address how to scale-up 
the use of these resources.
Nsangi A, Semakula D, Oxman A, et al. Effects of 
the Informed Health Choices primary school inter-
vention on the ability of children in Uganda to as-
sess the reliability of claims about treatment effects: 
a cluster-randomised controlled trial. The Lancet 
2017; 390 (10092): 374–388.
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FeatureSelf-assessment

Were you paying attention? Test your retentive capacities on issues raised in this edition of Africa Health. You can 
quietly test yourself, or – and we're particularly keen on this – you could make it a part of the foundation of a Journal 
Club in your department or health institution. Life-long learning is a collaborative exercise and the whole health team 
can be positively stimulated by being involved in such discussion.

Q1. Clinical Review: STIs
i) What are the concerns regarding sexually transmitted 

infections (STIs) during pregnancy? Name some of the 
potential adverse outcomes for mother and newborn. 

ii) Syphilis is no longer a major concern during 
pregnancy for women in Africa. True or false.

iii) What can be done to reduce the toll of STIs among 
pregnant women?

Q2. Clinical Review: Medicine
i) The ‘nocebo’ effect is:
 a) Gaining clinical benefit from an inactive drug
 b) Experiencing expected drug side-effects when  
         taking placebo only
 c) Having no clinical benefit from an active drug
        
ii) Which of the following may be benefits of 

helminth infections:
 a) Improved response to vaccines
 b) Reduced risk of type 2 diabetes
 c) Reduced risk of asthma
 d) Reduced risk of malignancy

iii) What are the possible reasons for malaria failing to 
respond to drug treatment in Africa?

Q3. Clinical Review: Paediatrics
i) Pre-term infants should be initially resuscitated with 

the following oxygen concentration.
 a) 60%
 b) 95%
 c) 30% 

ii) Reduction of development of bronchopulmonary 
dysplasia as a complication of RDS is best achieved by:

 a) Intubation and mechanical ventilation.
 b) Routine intubation and delivery of surfactant.
 c) Nasal CPAP and selective treatment with surfactant.

iii) Delayed cord clamping may result in the following:
 a) Increased Hb level at 24–48 hours.
 b) Reduced risk of jaundice.
 c) Increased ferritin levels at 3–6 months.

Q1.
i) Sexually transmitted infections (STIs) during 

pregnancy increase the risk of adverse outcomes for 
both the mother and newborn, including premature 
rupture of membranes, preterm labour, preterm 
delivery, chorioamnionitis, low-birth weight, 
congenital infection, still birth or neonatal mortality. 
Infection with bacterial STIs can also increase 
the risk of mother-to-child-transmission of human 
immunodeficiency virus (HIV).

ii) False. Syphilis in pregnancy remains one of the most 
prevalent sexually transmitted infections, with 2.7% 
of pregnant women in sub-Saharan Africa estimated 
to be infected. 

iii) The toll of sexually transmitted infections on mothers 
and newborns can be reduced by increasing 
antenatal coverage, offering STI screening and 
treatment during antenatal care, improving access 
to point-of-care STI testing during antenatal care, 
and assuring access to necessary medicines, like 
penicillin to treat syphilis during pregnancy.

Q2.
i) b) The ‘nocebo’ effect is experiencing expected drug 

side effects when taking placebo only.

ii) b) and c) Benefits of a helminth infection include 
reduced risk of type 2 diabetes and asthma. 

iii) The possible reasons for malaria failing to respond 
to drug treatment in Africa include wrong diagnosis, 
wrong antimalarial, inadequate dose, patient 
compliance, true drug resistance, counterfeit drug.

Q3.
i) c) Preterm infants should be initially resuscitated 

with 30% oxygen concentration.

ii) c) Reduction of development of bronchopulmonary 
dysplasia as a complication of RDS is best achieved 
by nasal CPAP and selective treatment with 
surfactant.

iii) a) and c) Delayed cord clamping may result in 
increased Hb level at 24-48 hours and increased 
ferritin levels at 3-6 months.
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Feature FeatureClinical Quiz

A spoonful of sugar (answers on page 34)

Dr. Ndege was on two week’s very welcome leave, and his duties had been taken over by his for-
mer senior colleague Dr. Dogma—now in retirement, but glad to be taking on this locum position. 
Dr. Dogma had found his meagre pension insufficient to fund his golf, travel and eating out; so the 
extra finances were an added attraction!

One of Dr. Dogma’s first duties was to run the monthly Diabetic Clinic, and his first two patients 
had been newly referred with ‘possible diabetes’. One had nocturia and a random blood glucose 
of 9.6 mmol/l, and the other had glycosuria but no symptoms. Realising that both needed further 
confirmatory tests, Dr. Dogma pondered appropriate investigations.

Q1 Which of the following tests may be used to confirm a diagnosis of diabetes?
 (a) Random blood glucose (RBG)
 (b) Fasting blood glucose (FBG)
 (c) Post-prandial blood glucose (PPBG)
 (d) Oral glucose tolerance test (OGTT)
 (e) Glycated haemoglobin (HbA1c)

Dr. Dogma’s next patient had a recent confirmed diagnosis of type 2 diabetes but was yet to 
receive advice or medication. He was a 45-year-old civil servant with a body mass index (BMI) of 
31.2. He had marked thirst and polyuria, but was otherwise well. His random blood glucose on 
the clinic glucose meter was 21.3 mmol/l. His urine was heavily positive for glucose but negative 
for ketones.

Q2 What therapy is indicated here?
 (a) Lifestyle advice (dietary restriction and regular exercise)
 (b) Immediate admission for insulin treatment
 (c) Metformin alone
 (d) Glibenclamide alone
 (e) Combined metformin and glibenclamide

Dr. Dogma’s next patient was an obese 65-year-old lady who had type 2 diabetes of over 15 years 
duration. Retinopathy had been diagnosed five years previously, and at recent clinic visits her urine 
had been positive for protein, and blood pressure levels borderline—systolic levels 130 to 145 mm 
Hg and diastolic levels 80 to 95 mm Hg. She was taking glibenclamide 5 mg daily and metformin 1 
gm twice daily, but no other regular medications. She felt well and was happy to carry on with her 
normal drugs.

Q3 What action would you take concerning her blood pressure?
 (a) Salt restriction and weight loss
 (b) ACE inhibitor treatment
 (c) Any anti-hypertensive drug
 (d) Continue to observe BP levels
 (e) Refer her to a nephrologist

Part
one

Part
two

Part
three
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