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Translating evidence into policy in low-income countries:
lessons from co-trimoxazole preventive therapy
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Abstract In the April 2010 issue of this journal, Date et al. expressed concern over the slow scale-up in low-income settings of
two therapies for the prevention of opportunistic infections in people living with the human immunodeficiency virus: co-trimoxazole
prophylaxis and isoniazid preventive therapy. This short paper discusses the important ways in which policy analysis can be of use in
understanding and explaining how and why certain evidence makes its way into policy and practice and what local factors influence
this process. Key lessons about policy development are drawn from the research evidence on co-trimoxazole prophylaxis, as such
lessons may prove helpful to those who seek to influence the development of national policy on isoniazid preventive therapy and other
treatments. Researchers are encouraged to disseminate their findings in a manner that is clear, but they must also pay attention to
how structural, institutional and political factors shape policy development and implementation. Doing so will help them to understand
and address the concerns raised by Date et al. and other experts. Mainstreaming policy analysis approaches that explain how local
factors shape the uptake of research evidence can provide an additional tool for researchers who feel frustrated because their research

findings have not made their way into policy and practice.

Abstracts in 4 ,=, # 3L, Frangais, Pyccxuit and Espafiol at the end of each article.

Introduction

In recent years, three separate papers in leading medical journals
have raised the question of why co-trimoxazole prophylaxis for
opportunistic infections in patients living with the human im-
munodeficiency virus (HIV) has not been more widely scaled
up in low-income countries. Published in The Lancet Infectious
Diseases,' the BMJ* and the Bulletin of the World Health Orga-
nization,’ these papers have all expressed the authors’ frustration
at knowing that an intervention known to be highly efficacious,
cost-effective, amply researched and urgently needed has not
become widely available, especially in Africa. In the most recent
article, Date et al. combined analyses of the development of
policy on co-trimoxazole prophylaxis and on isoniazid preventive
therapy to raise concerns about the uptake of both interven-
tions. While operationally the need to rule out active disease
before initiating treatment creates problems that make isoniazid
preventive therapy especially challenging, Date et al. highlight
similarities in the frustration generated by the slow scale-up
of both co-trimoxazole prophylaxis and isoniazid preventive
therapy. They point out that at the national level both the de-
velopment of co-trimoxazole prophylaxis and the development
and implementation of policy on isoniazid preventive therapy
have been sluggish, and they argue that “strongadvocacy and dis-
semination of evidence-based information regarding the benefits
of co-trimoxazole prophylaxis and isoniazid preventive therapy
are urgently required at the national and international level”.

Several efforts have been made internationally to improve
the way in which research evidence is conveyed to health policy-

makers and to advocate for the bridging of the gap between
evidence and policy. The Evidence Informed Policy Network,
launched by the World Health Organization (WHO), is an
example of an entity whose purpose is to promote these func-
tions (www.who.int/rpc/evipnet/en/). However, advocacy and
dissemination can only go so far in influencing policy change
and implementation in practice. As Date et al. explain, evidence-
based data on the benefits of both co-trimoxazole prophylaxis
and isoniazid preventive therapy has not been lacking interna-
tionally. The findings from the first studies conducted on co-
trimoxazole prophylaxis were published in the Lancer as carly
as 1999 and subsequent studies showed that co-trimoxazole
prophylaxis was beneficial in adults and children in areas of
high resistance to co-trimoxazole®*, as well as in adults on anti-
retroviral therapy (ART').” Research on the efficacy of isoniazid
preventive therapy began even earlier and has already been the
subject of three Cochrane reviews.'’""* Beyond these research
findings, the Joint United Nations Programme on HIV/AIDS,
WHO and the United Nations Children’s Fund have all issued
guidelines on the use of co-trimoxazole prophylaxis on three
different occasions,”" while isoniazid preventive therapy was
the subject of WHO recommendations first published in 1998
and later reaffirmed by the Stop TB partnership in 2007 and
2011.101¢

In these examples, research findings were available and in
many cases had been clearly disseminated or advocated for by
the research and international public health communities. Those
who feel frustrated by the lack of uptake of research results and
the apparent stalling of policy development must understand the
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need to move beyond the assumption that
the epidemiological and cost-effectiveness
data that are available, once communi-
cated, will be automatically integrated
into policy. Broader analyses are needed
to support rescarchers as they seck to
get clinically effective interventions into
place. Such analyses require established
methods and frameworks from the field
of policy analysis to improve the under-
standing of the process of health policy
development in a given national and
international context. Those who look
with consternation on the lack of uptake
of available health research evidence for
guiding policy and practice need to en-
gage more explicitly with policy analysis
approaches. While efforts to bridge the
gap between researchers and policy-
makers are important, decision-making,
by its very nature, calls for many other
factors to be considered; communicating
the evidence is not enough.

Between September 2008 and March
2010, we conducted a policy analysis in
three sub-Saharan African countries (Ma-
lawi, Uganda and Zambia) for the pur-
pose of studying the processes involved
in the formulation of national policies
on co-trimoxazole prophylaxis. By doing
so we hoped to explain the factors that
hindered or facilitated the translation of
clinical and cost effectiveness data into
national policy. To expand on this work,
members of our research team are cur-
rently investigating the implementation
of co-trimoxazole prophylaxis by applying
a policy implementation lens to better
understand the factors that shape the
uptake of national policies among service
providers in these settings.

Our work has focused on policy
structures and process to which differ-
ences in the uptake and timing of the
translation of research into policy have
been attributed in non-health sectors
in developing countries. We selected
the study countries through purposive
sampling. This was done because all
countries had hosted high-profile research
projects on the efficacy of co-trimoxazole
prophylaxis, yet their policy processes
had unfolded in different ways. Of the
three countries, Malawi had the first
national policy on co-trimoxazole pro-
phylaxis (published in 2002) but limited
the intervention to HIV-positive (HIV+)
patients with tuberculosis. Uganda fol-
lowed in April 2005 with a policy for
all HIV+ patients, while that same year
Malawi broadened its policy to include all

HIV+ positive patients (with or without
tuberculosis). In Zambia, the need for a
co-trimoxazole prophylaxis policy was
agreed on at the national level in 2006
and detailed guidelines were issued in
2007. However, in all settings questions
remain about the implementation process
and our ongoing and future work will
address these questions, as there is a lack
of rigorous data on the extent to which
co-trimoxazole prophylaxis has been
implemented in resource-poor settings.
This question is being addressed by an-
other study undertaken by the Medical
Research Council Clinical Trials Unit of
the United Kingdom of Great Britain and
Northern Ireland.

In our work on research evidence
uptake, we used a framework originally
developed by the Overseas Development
Institute for resource-poor settings to
identify the country-specific elements
influencing the uptake of co-trimoxazole
prophylaxis and to identify common-
alities. The framework conceptualises the
uptake of research in policy development
asafunction of three key elements: (i) the
national health care context (with due at-
tention to the influence that global policy
and development agencies may exercise at
the national level in sub-Saharan Africa);
(ii) the networks and /inks between the
individuals involved in research and
policy-making, and (iii) the nature of the
evidence available (including the different
ways in which different actors may inter-
pret it)."”*" This framework, focused on
the context, the human links and the evi-
dence, guided qualitative inquiry among
key individuals involved in the policy de-
velopment process and enabled us to map
the processes by which co-trimoxazole
prophylaxis was taken up in different set-
tings. It also allowed us to identify both
the stable and the dynamic elements that
appeared to either facilitate or hinder
that process in each country. Our critical
ongoing work on policy implementation
will assess current practice, in quantitative
and qualitative terms, surrounding the
provision of co-trimoxazole prophylaxis
for eligible patients. This work will also
document the barriers to the implementa-
tion of co-trimoxazole prophylaxis faced
by facility-level health-care providers.

Context, links and evidence
in practice

In each of our study countries, the politi-
cal and economic context was found to
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influence how co-trimoxazole prophylaxis
evidence was interpreted locally and how
useful the results of research were per-
ceived to be from the standpoint of the
country’s needs. At its most simple, if re-
search is nota priority within a particular
government programme, it is unlikely that
research findings will make their way into
policy. Politicized and highly publicized
debates about other health issues, such
as the discussions around ART therapy
for HIV+ patients that dominated the
agenda in Zambia for some time, can also
obscure other, less widely known research
findings.

But just as some policy contexts can
hinder the uptake of research results for
policy-making, others can be more con-
ducive to such uptake. For example, while
Malawi had very little money for scaling
up activities for the treatment of HIV+
individuals at the turn of the century, the
National TB Control Programme was ac-
tively looking for biomedical approaches
to reduce HIV-related deaths among
tuberculosis patients. The research on
the efficacy of co-trimoxazole prophylaxis
for HIV+ patients with tuberculosis was
conducted in close collaboration with the
national tuberculosis control programme.
The findings were quickly translated into
policy and implemented within an exist-
ing and smoothly functioning national
tuberculosis control programme with
plentiful resources.

Beyond context, however, the three
countries revealed the important role
played by key actors — so-called “policy
entrepreneurs’— in facilitating the uptake
of policy or in moving the policy-making
process forward. Research results may
well be known about within policy circles;
but unless a key actor presents the data,
addresses other policy-makers’ concerns
and makes sure that the item remains a
priority on the agenda, efforts can stall
early in the policy development phase. In
all our study countries, successful policy
entrepreneurs were found to be well con-
nected to critical national networks,
both in the research and policy-making
community. When such actors are well
positioned, they can pull networks closer
together and forge links by introducing
key individuals.

Finally, the type of evidence available
and the perception of its significance
are central to the ways in which policy-
making agendas are developed. While
scientists harbour the notion that evi-
dence should speak for itself; it very often
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does not. For the evidence to be taken up
and converted into policy, it is necessary
for someone to convey it in the right
way. So, for instance, the case in favour
of co-trimoxazole prophylaxis may have
simply been framed in a manner that was
not conducive to a change of policy in
Zambia. Since co-trimoxazole was already
awellknown and readily used medication,
at first the new evidence was perceived as
relevant for clinical practice rather than
for national policy. A reframing of co-
trimoxazole prophylaxis as a policy issue
in and of itself was needed in this case to
facilitate policy action.

Discussion

To understand how evidence gets taken
up and integrated into policy, and how
policy, in turn, translates into practice,
we need to find ways to move beyond the
assumption that policy and practice will
directly follow from the dissemination
of convincing scientific findings, or that

implementation is straightforward and
a simple matter of scaling up a policy
decision. Political realities and national
contexts influence policy development,
but well established policy analysis ap-
proaches make it possible to identify and
analyse these influences. They further al-
low the development of context-specific
explanations for particular situations. The
case of co-trimoxazole prophylaxis pro-
vides a clear example of this and affords
several lessons that can be applied in deal-
ing with the similar challenges posed by
the scale-up of other treatments, such as
isoniazid preventive therapy.

After several epidemiological and
cost-cffectiveness studies and multiple
recommendations from international
organizations, questions are still raised as
to why the uptake of co-trimoxazole pro-
phylaxis and isoniazid preventive therapy
in low-income settings was so slow. In
the case of co-trimoxazole prophylaxis,
evidence uptake was inconsistent. To
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explain the individual response of each
country would require an analysis of
various aspects of the local context, the
institutional and human networks in
place, the way the evidence was framed
and the roles of key policy entrepreneurs.
Explaining implementation requires
an understanding of local constraints
(e.g. lack of funds and resources or the
high turnover of health ministry staff)
and of the contexts in which the policy
was applied. There is no simple formula
for improving the uptake of research
findings, but a better understanding of
these elements can help researchers and
advocates in ensuring more rapid uptake
of research results favouring interventions
such as isoniazid preventive therapy. We
hope that our work has succeeded in
illustrating the importance of a policy
analysis perspective for researchers in
similar settings concerned with getting
their findings integrated into policy. l
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Résumeé

Traduire les preuves en politique dans les pays a faible revenu: lecons tirées de la thérapie préventive au

cotrimoxazole

Dans I'édition d’avril 2010 de cette revue, Date et al. ont exprimé leur
inquiétude quant a la lenteur de la généralisation, dans les pays a faible
revenu, de deux thérapies de prévention des infections opportunistes
chez les personnes vivant avec le virus de I'immunodéficience humaine:

314

la prophylaxie par le cotrimoxazole et la thérapie préventive a I'isoniazide.
Ce court article décrit de quelles fagons importantes I'analyse de la
politique peut s'avérer utile pour comprendre et expliquer comment et
pourquoi certaines preuves s'integrent a la politique et a la pratique,
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et quels facteurs locaux influencent ce processus. Les legons clés de
I'élaboration des politiques sont tirées des preuves des recherches
réalisées sur la prophylaxie au cotrimoxazole car ces legons peuvent servir
aux personnes qui souhaitent influencer le développement de la politique
nationale en matiere de thérapie préventive a I'isoniazide et d’autres
traitements. Les chercheurs sont encouragés a diffuser leurs découvertes
d’une maniére claire, mais ils doivent également rester attentifs a la
facon dont les facteurs structurels, institutionnels et politiques fagonnent
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le développement et I'application des politiques. Ce faisant, ils pourront
comprendre et résoudre les problemes soulevés par Date et al., mais aussi
par d'autres experts. L'intégration des approches d’analyse des politiques,
qui expliquent comment les facteurs locaux modeélent la compréhension
des preuves des recherches, peut fournir un outil supplémentaire aux
chercheurs frustrés par le fait que les résultats de leurs recherches ne
trouvent pas leur aboutissement dans la politique et la pratique.

Pe3rome

BOH}IOIJ.[CHI/IC HAay4YHbIX JAHHBIX B INOITUTUYIECCKNE MEPONIPUATIA B CTPAHAX C HU3KUM JOXOZOM: YPOKI

NIPeBEHTUBHOM Tepanny KOTPMMOKCa30/I0M

B crarbe Dale et al., ony61MKOBaHHOI B alipe/IbCKOM HOMepe
Halllero XypHasna 3a 2010 rog, 6b1a BbIpaXkeHa 03a604eHHOCTD
B CBA3Y C M€JJIEHHBIM PacIIPOCTPaHEHNEM B CTPaHaX 1 palioHax
C HU3KUM JIOXOfIOM JIBYX METOJOB JIe4eHN s, HallpaBJIeHHbIX
Ha NpoUIAKTUKY ONIOPTYHUCTUYECKUX MHPEKIUIl y
OO/IBHBIX, XXUBYIVX C BUPYCOM MMMYHOZe(MIINTA YeTIOBEKa:
IPOQUIAKTIYECKOTO IpyieMa KOTPYMOKCA30/1a V1 TPeBEeHTUBHOI
Tepanuy MCOHMA3UIOM. B Haimelr HeOONBIION CTaTbe
00CYXX/JAI0TCSI BKHBIE CIIOCOOBI IIPUMEHEHNs IIPUKIIAHOTO
ITO/IUTIYECKOTO aHA/IN3A JIs TOHVMAHYISI ¥ OO'BSICHEHMSI TOTO,
KaK I I09eMY KOHKPETHBIE Pe3y/IbTaThl HayYHBIX MCC/IEJOBAHMUIT
BOIUIOIIAXOTCA B IONUTUKY U NPAKTUKY, M KaKue MECTHBIE
(axTopbl BIUAIOT Ha 3TOT mporecc. Ha ocHoBe pesynbTaToB
HAYYHbIX MCCIEIOBAHNIA, TTOCBAIIEHHBIX IIPOGUIAKTIIECKOMY
HpyeMy KOTPUMOKCA3071a, POPMYIMPYIOTCS KITI0OUeBbIe BLIBOJIBL,
Kacarolyecsi pa3paboTKy MONMUTHYECKUX MeponpusTuit. OHu
MOTYT OKa3aTbCs ITOJIE3HBIMU [IJIA1 T€X, KTO CTPEMUTCS IOB/IMATD

Ha pOpMUpPOBaHNEe HALVOHATbHOI CTpaTeruu B 006/IacTu
IPeBEHTUBHOI Tepamuy MCOHMAZUAOM ¥ LPYTUX METOLOB
nedenna. Heo6xoa1mo, 4TOOB! yueHbIe PACIPOCTPAHANN
Pe3y/IbTaThl CBOMX MCCTIIOBAHMIT B IOHATHOI (popMe, OfHAKO
OH TaKKe 00513aHbI 0OpalliaTh BHMMaHNe Ha TO, KaKJIM 06pa3oM
CTPYKTYpPHbIE, MHCTUTYL[VIOHA/IbHbIE U OMUTHYECKHe PaKTOPBI
OKa3bIBAIOT OIpefie/isioliee BO3EICTBIE HA Pa3paboTKy u
BHEJpeHI€e HMOMUTUIECKUX MEPOIPUATHIL. DTO IOMOXKET UM
HOHSATD U pelnTh pobyemsl, nopHsThie Date et al. u gpyrnvn
akcnepramu. [llnpokoe npuMeHeHMe KOHLELI ITPUK/IAfHOTO
HOJMTUYECKOTO aHanmsa, 0O0bACHAOIUX, KaK MECTHbIE
¢dakTopbl GOPMUPYIOT OTKIMK Ha PE3yIbTaThl HayYHBIX
MCC/IENiOBAHMIL, MOYKET PACIIMPUTh MHCTPYMEHTAPUIT YUEHBIX,
KOTOpBIe YYBCTBYIOT Ce6s1 pa304apOBaHHBIMIL TEM, YTO BBIBOJIBI
UX VMCCTeOBAHMII He HALUIM IPJMMeHeHNA B MOINTUKE U Ha
HpaKTHUKe.

Resumen

Conversion de datos en planes de accion en los paises de ingresos bajos: el tratamiento preventivo con la
asociacion de trimetroprim y sulfametoxazol como ejemplo

En la edicion de abril de 2010 de esta publicacion, Date et al. expresaron
su preocupacion por el lento progreso, en los paises de ingresos bajos,
de dos tratamientos preventivos de las infecciones oportunistas en
personas con el virus de la inmunodeficiencia humana: la profilaxis con
la asociacion de trimetroprim y sulfametoxazol y el tratamiento preventivo
con isoniazida. Este breve articulo aborda la importancia de la utilizacion
del andlisis de los planes de accion para entender y explicar como y por
qué determinadas evidencias se introducen en las politicas y se llevan a
la practica y qué factores locales influyen en este proceso. Las lecciones
principales de la elaboracion de politicas se extraen de las investigaciones
basadas en la evidencia de la profilaxis con la asociacion de trimetroprim
y sulfametoxazol, y dichas lecciones pueden resultar muy Utiles a quienes

deseen influir en el desarrollo de politicas nacionales sobre el tratamiento
preventivo con isoniazida y otros tratamientos. Se insta a los investigadores
adivulgar sus hallazgos de una manera clara, pero también deben prestar
atencion a la manera en que los factores estructurales, institucionales y
politicos perfilan el disefio y la puesta en marcha de dichas politicas. De
esta manera les resultara mas facil entender y abordar las inquietudes
manifestadas por Date et al.y otros expertos. Aquellos investigadores que
puedan sentirse frustrados porque 10s hallazgos de sus investigaciones
no se hayan materializado en un plan de accion ni se hayan puesto en
practica, pueden valerse de una herramienta adicional: los métodos
establecidos para el anlisis politico que explican como los factores locales
moldean la aplicacion de los datos cientificos.
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