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1. RESUMEN, ABSTRACT, ABREVIATURAS,

SIGLAS Y ACRONIMOS



Resumen

Introduccion

La morbimortalidad materna ocurrida durante el embarazo, parto o el puerperio, pone
en serias dificultades las metas del objetivo de desarrollo del milenio 5 (ODM 5).

Teniendo en cuenta que la mayoria de las muertes maternas son prevenibles vy
evitables y que ocurren en contextos de pobreza, se hace necesario el abordaje de
este problema. Uno de los factores que podrian tener influencia en esta carga de

mortalidad es el escaso uso de investigacion en las decisiones sanitarias.

Este proyecto pretendié construir a partir de andlisis de revisiones sistematicas un
mapa en el que quede reflejado cuales son las lagunas de conocimiento cientifico
existente sobre intervenciones destinadas a reducir -directa o indirectamente- la
mortalidad materna. En segundo lugar, identificar que preguntas de investigacion se
consideran prioritarias a responder con mas estudios. El tercer objetivo fue evaluar la
calidad de los estudios contenidos en las revisiones sistematicas de la Colaboracion
Cochrane mediante la herramienta riesgo de sesgo, asi como su variacion en el
tiempo.

Cada etapa fue publicada y forman parte de un compendio de tres publicaciones

secuenciales e interrelacionadas.

Métodos
Se realizé una busqueda sistematica de las revisiones sistematicas en la biblioteca

Cochrane publicadas o actualizadas de enero 2006 a marzo de 2011. Se
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seleccionaron todas aquellas que tuvieran que ver con salud materna. Se evalud la
seccion 'Implicaciones para la investigacion' para identificar lagunas de investigacion y
se elaboraron preguntas de investigacién con formato PICO, las cuales se clasificaron
segun determinantes de mortalidad materna. Se elaboré una encuesta online, se
enviaron las 319 preguntas resultantes del mapeo en 12 grupos de encuestas a
participantes seleccionados de 4 grupos de la Colaboracion Cochrane, que directa o
indirectamente tienen alguna relacién con salud materna. Se hicieron 2 rondas de
consulta tanto para refinar, como para agregar nuevas preguntas y priorizar. Se uso
una escala tipo Likert para la priorizacion. Se envio la encuesta a 155 participantes
entre autores, referees y consumidores; ademas se enviaron cuatro recordatorios. La
primera ronda se hizo entre el 5 y 31 de agosto 2011. La segunda ronda se llevo a
cabo entre el 11 de noviembre y 22 de diciembre 2011 con tres recordatorios. Se

enviaron las preguntas priorizadas en la primera vuelta a 2.121 participantes.

Para evaluar la calidad de los ensayos clinicos aleatorizados (ECAs) incluidos en las
revisiones Cochrane se analizdé la base de datos de revisiones sistematicas
Cochrane del numero 12 del ano 2012 por considerase la mas actualizada al
momento de este estudio. Se seleccionaron de manera independiente y se incluyeron
ECAs que al menos tuvieran un dominio de la herramienta riesgo de sesgo (RdS)

informado.

Todos los dominios de RdS se evaluaron segun diferencias en el tiempo en cuatro
estratos de acuerdo a fecha de publicacion en a) 2006-2012, b) 2000-2005, c) 1990 -
1999, y d) < 1,989. Teniendo en cuenta la cantidad de datos a manejar, a priori se

determiné evaluar cuatro dominios relevantes: generacion de la secuencia, ocultacion
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de la asignacion, el cegamiento y los datos de resultados incompletos. Se hizo
ademas modelaje estadistico usando regresion logistica para evaluar la asociacion
entre la presencia de bajo riesgo de sesgo segun el dominio y el afio de publicacion

del ensayo, el tipo de intervencién, el tamafno de la muestra y el pais del ECA.

Resultados

Se localizaron 204 RS y se incluyeron 178 RS. Se mapearon en total 319 preguntas en
la primera etapa. Finalmente 62 preguntas de investigacidén se priorizaron como muy
relevantes. La mayoria fue de politicas y sistemas de salud, embarazo no planificado y
aborto, hemorragia postparto y trastornos hipertensivos. Los tipos de intervencién mas
frecuentemente implicados fueron drogas en un 31%, seguido por intervenciones
relacionadas con politicas y sistemas de salud (27%). La tasa de respuesta global fue
del 47 % en la primera ronda y del 17% (363/2121) en la segunda. En la segunda
ronda sélo el 12% (253/2121) de los participantes respondieron el cuestionario. Mas
mujeres (235) que hombres (128) participaron en la encuesta. Las mujeres sin
embargo proporcionaron respuestas mas incompletas que los hombres (49% versus
35%, p= 0,01). También se encontraron diferencias estadisticamente significativas
(ES) al comparar el grupo de preguntas muy relevantes segun sexo del participante en
seis preguntas; la mitad de ellas relacionados con diabetes. No se encontraron
diferencias ES al comparar el grupo de preguntas muy relevantes por tipo de

entrevistado ni pais de procedencia ni numero de ronda.

Para la evaluacion del riesgo de sesgo de los ECAs contenidos en las revisiones
sistematicas se incluyeron 1.732 ECA de 97 SR. Los ECAs juzgados como de bajoy

alto RdS aumentaron significativamente en el tiempo, mientras que las tasas de RdS
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poco claro disminuyeron con el tiempo en varios dominios. Los ECAs publicados
después de 2007 tuvieron las tasas mas altas de bajo RdS acompafados de una
disminucién de las tasas de las categorias de alto y poco claro RdS como la mayoria
de los dominios. Los ECAs que incluian drogas como intervencién fueron mas
propensos a mostrar un menor riesgo de sesgo para 4 de los 6 dominios evaluados. El
RdS para los dominios de cegamiento cuando se comparan exclusivamente los
medicamentos frente a otros tipos de intervenciones fue significativo. Estas diferencias

no fueron significativas para los demas dominios de RdS.
Discusion

La utilizacion de la evidencia cientifica en las decisiones sanitarias es cada vez mas
frecuente. Para un uso efectivo y ético de las mismas en primer lugar se necesita

saber con qué evidencias se cuentan y en segundo lugar, su calidad.

Bajo la hipétesis principal de este trabajo de tesis de que falta bastante por conocer
sobre aspectos muy relevantes a la mortalidad materna, tanto sobre sus factores
causales como en las intervenciones para abordarlas, nuestro primer trabajo consistio
en mapear estas lagunas. Un segundo paso consistié en priorizarlas bajo forma de
preguntas de investigacién para conocer ademas, la percepciéon de los expertos. Por
ultimo, analizar si estas evidencias que se producen en esta misma fuente fueron
mejorando su calidad en el transcurso del tiempo. Una explicacion parcial del por qué
la mortalidad materna no alcanzaria la meta del ODM5 vendria dada por la profunda
laguna de conocimiento existente, y que fue puesta de manifiesto través de mas de
300 preguntas de investigacidon que necesitan respuesta. Una caracteristica a

remarcar es que los sistemas de salud aparecen como determinantes relevantes de la
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salud materna; tanto en el proceso de mapeo como en su priorizacion. Una de las
ventajas a resaltar de estas dos etapas es que se us6 una misma fuente y bajo los
mismos estandares. La desventaja principal fue la baja tasa de respuesta. No
encontramos patrones de oro para priorizar investigacion en salud materna, incluso
este trabajo de tesis hasta donde sabemos fue un primer intento global. Creemos que
nuestro proceso simple en el disefio pero complejo en la ejecucion, nos permitio tener
un ranking de mas de 60 preguntas. Parte de esas respuestas también se muestran
en los anexos de esta tesis. La propia autora esta participando en la elaboracion de
dos revisiones sistematicas relevantes al campo de salud materna después de
obtener estos resultados. Por ultimo decir que algunos esfuerzos internacionales para
mejorar la calidad de los estudios estan dando sus frutos. Hemos mostrado también
que los ensayos clinicos que componen las revisiones sistematicas mejoraron su

calidad en el tiempo.

Conclusiones

Es posible identificar lagunas de investigacion en salud materna mediante el uso de
las revisiones sistematicas como fuente de las mismas. Es posible también priorizar
estas lagunas con la participacién de distintos actores relevantes. Es importante que
quienes desarrollen investigaciones en este campo no solo cuenten con un mapa de
preguntas priorizadas sino también tengan en consideracion a los sistemas de salud
como determinantes. Merece destacarse que las investigaciones que se estan
produciendo en diferentes campos de la salud en forma de ECAs han mejorado su

reporte y mejorado en su validez.
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Abstract

Introduction

Maternal morbidity and mortality during pregnancy, childbirth or the puerperium
jeopardize the goals of the Millennium Development Goal 5 (MDG 5). The majorities of
maternal deaths are preventable and avoidable, and besides occur in contexts of
poverty, so it is imperative to address this problem. Among other factors, the limited

use of research in health decision could influence the burden of mortality.

This project aims to build a map that reflect the gaps of scientific knowledge on
interventions addressed to reduce directly or indirectly maternal mortality, also identify
priority research questions that need be answered with more research and, evaluate the
quality of the studies included in the systematic reviews of the Cochrane Collaboration

through risk of bias tool and, its variation over time.

Each stage was published and they are part of a compendium of three sequential and

interrelated publications.

Methods

A systematic search for systematic reviews in the Cochrane Library published or
updated from January 2006 to March 2011. We selected all those that had to do with

maternal health. The ‘Implications for research' section was evaluated to identify
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research gaps and research questions were developed with PICO format, which were
classified in determinants of maternal mortality. An online survey was elaborated, 319
questions were mapping and we built 12 groups of domains and 12 surveys. Four
groups of the Cochrane Collaboration with tight relation with maternal health were
invited to participate. Two rounds of consultation were made, both to refine, to add new
questions, and prioritize. The first round was held between 5 to 31 of August 2011, A
Likert scale was used for prioritization. We survey to 155 participants between authors,
referees and consumers and we sent four reminders. The prioritized questions in the
first round were sent to 2,121 participants in the second round between November 11

and December 22, 2011 three reminders were sent.

To assess the quality of randomized clinical trials (RCTs) included in systematic
reviews of Cochrane database, the number 12 of the year 2012 of this given database
was used and the RCTs were selected and included independently. The inclusion

criteria was that at least one domain of risk of bias (RoB) tool had to be informed.

All RoB domains were assessed for differences into four strata according to date of
publication: a) 2006-2012 b) 2000-2005, c) 1990 - 1999, d) < 1.989. Considering the
amount of data to be handled, were determined a priori evaluate four relevant domains:
sequence generation, allocation concealment, blinding and incomplete outcome data.
Statistical modeling was done using logistic regression to assess the association
between the presence of low risk of bias according to domain and year of publication of

the trial, the type of intervention, sample size and country of ECA.

Results
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204 SR were located and included 178 RS. We mapped a total of 319 questions.

Finally 62 research questions were prioritized as highly relevant. The majority was of
policies and health systems, unintended pregnancy and abortion, postpartum
hemorrhage and hypertensive disorders. The types of intervention most commonly
implicated were drugs in 31%, followed by policies and health systems interventions
(27%). The overall response rate was 47% in the first round and 17% (363/2121) in the
second. In the second round only 12% (253/2121) of participants completed the
questionnaire. More women (235) than men (128) participated in the survey. Women
however provided incomplete answers more than men (49% versus 35%, p = 0.01).
Statistically significant differences (ES) were found when comparing the group of very
relevant questions by sex of participant on six questions; half of them related to
diabetes. No differences were found when comparing the ES group of very important

questions by type of respondent, or country or number of round.

For the assessment of risk of bias, we included 1,732 RCTs from 97 SR. The ECA
judged low and high RoB increased significantly over time, while rates RoB unclear
decreased over time in several domains. RCTs published after 2007 had the highest
rates of low RoB accompanied by a decrease in the rates of the categories of high and
unclear RoB like most domains. RCTs that included drugs as intervention were more
likely to show a lower risk of bias for 4 of the 6 domains assessed. The RoB for blinding
domains when compared only drugs versus other types of interventions was

significative. These differences were not significant for the other domains RoB.

Discussion
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The use of scientific evidence in health care decisions is becoming common. For

effective and ethical use it is needed to know what evidence exists and its quality.

One of the hypotheses of this thesis is that there are important gaps in the knowledge
about maternal mortality, both on their causal pathways and interventions. To address
them, the first step was to map these gaps. A second step was to prioritize using

experts. Finally, to analyze if the evidences produced in the same source were
improving in quality over time. Part of the explanation of why maternal mortality did not
achieve the target of MDG 5 could be understood by the deep gap we found, expressed

through more than 300 research questions that need answering. One remarkable
feature found in this research, was that health systems were described as important
determinants of maternal health, both in the mapping as well in the prioritization
process. One advantage to highlight these two stages is that they use the same source
and the same standards. The main disadvantage was the low response rate. We found
no gold standards to prioritize maternal health research, including this project to our
knowledge, was the first comprehensive attempt. This design with simple design and

complex implementation process, allowed us to have a ranking of more than 60

questions (see annexes). Finally we conclude that some international efforts to improve
the quality of the studies are paying off. The clinical trials included in systematic reviews

have improved their quality over time.

Conclusions

It is possible to identify research gaps in maternal health through the use of systematic
reviews as a source of them. It is also possible to prioritize these gaps with the

participation of different participants belonging to the same source. It is important that
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those who conduct research in this field not only have a map of prioritized questions but
also take into consideration the health systems as determinants. It is noteworthy that the
RCTs taking place in different areas of health have improved reporting and enhanced in

its validity.

Abreviaturas, siglas, acrénimos

CHNRI: Child Health and Nutrition Research Initiative

COHRED: Council on Health Research for Development

ENHR: Essential National Health Research

EPOC: Effective Practice and Organization of Care Group

ODM: Objetivos de desarrollo del milenio

PICO: poblacion (P), intervencion (1), comparacion (C) y resultado (O de Outcome)

ES: estadisticamente significativas

RdS: Riesgo de sesgo

RoB: Risk of bias

OR: Odds ratio

ECA: ensayo clinico aleatorizado
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GRADE: Grading of Recommendations, Assessment, Development and Evaluation
CONSORT: Consolidated Standards of Reporting Trials
AMSTAR: A measurement tool to assess systematic reviews

RS: Revision sistematica

2. INTRODUCCION
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Introduccion

Pasaron mas de 20 afios del informe de la Comision de Investigaciones Sanitarias
para el Desarrollo desde donde se lanzo la emblematica brecha 10/90 que planteaba
la gran disparidad que existe entre los escasos recursos aplicados a la investigacion
(10% del presupuesto global de investigacién) dirigidos a las necesidades de la
poblacion de los paises menos desarrollados y la magnitud de sus necesidades de

salud (el 90%) [',%,%4,°°] . En respuesta a ese problema, se han implementado

' Frenk J, Chen L. Overcoming gaps to advance global health equity: a symposium on
new directions for research. Health Res Policy Syst. 2011 Feb 22;9:11. doi:
10.1186/1478-4505-9-11.

2 Commission on Health Research for Development: Health Research: Essential Link to
Equity in Development. Oxford: Oxford University Press; 1990.

3 World report on knowledge for better health : strengthening health systems. World
Health Organization 2004. Disponible en:
http://www.who.int/rpc/meetings/en/world_report_on_knowledge for_better_health2.pdf
. Con acceso el 15 de Junio de 2013.
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distintas iniciativas a nivel internacional que promocionan métodos transparentes y
validos para establecer prioridades de investigacion para la salud y que direccionaran
la produccién de conocimiento cientifico hacia estas prioridades. También se ha
establecido que esta no es la unica laguna a mejorar. Existen otras lagunas
relacionadas con la produccién de conocimiento cientifico como son por ejemplo, las
relacionadas con la diversidad de disciplinas de investigacién (sistemas biomédicos,

clinicos, epidemioldgicos, de salud) o los diferentes enfoques entre los campos
clinicos y de salud publica; las asimetrias entre las inversiones publicas y privadas;
entre estudios de eficacia y efectividad, o entre conocimiento cientifico y la traduccion
en acciones [1,”]. Esta claro que el mayor consenso que existe es que para mejorar la
salud a nivel mundial se requiere tanto incrementar produccion del conocimiento
cientifico como asegurar su traduccion en acciones para la salud, el desarrollo y

equidad [®].

4 Haines A et al. Bridging the implementation gap between knowledge and action for
health. Bull WHO 2004;82:724-732

5 Dopson S, Fitzgerald L eds. Knowledge to action? Evidence-based health care in
context. Oxford: Oxford University Press, 2005.

6 Pang T et al. From Bangkok to Mexico: towards a framework for turning knowledge
into action to improve health systems . Bull WHO 2004;82:720.

7 McCoy D, Storeng K, Filippi V, Ronsmans C, Osrin D, Borchert M, Campbell OM,

Wolfe R, Prost A, Hill Z, Costello A, Azad K, Mwansambo C, Manandhar DS. "Maternal,
neonatal and child health interventions and services: moving from knowledge of what
works to systems that deliver" [International Health 2 (2010) 87-98]. Int Health. 2010
Sep;2(3):228. doi: 10.1016/j.inhe.2010.03.005. Epub 2010 Jun 1.

8 Oxman AD, Lavis JN, Lewin S, Fretheim A. SUPPORT Tools for evidence-informed
health Policymaking (STP) 1: What is evidence-informed policymaking? Health Res
Policy Syst. 2009 Dec 16;7 Suppl 1:S1. doi: 10.1186/1478-4505-7-S1-S1.
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Hace poco mas de 20 anos también surgio la Colaboracion Cochrane cuyos principios
se armonizan con estos movimientos, fundamentalmente para incrementar la
produccion de conocimiento cientifico de calidad que sirva para las decisiones en
salud en todos los niveles. Precisamente su mayor producto son las revisiones
sistematicas que hoy no solo son el mayor insumo para facilitar los procesos de toma
de decisiones, sino también para mostrar lagunas de conocimientos que estimulen el

ciclo de produccion de mas y mejores investigaciones para la salud [°].

La comunidad cientifica se habia adelantado y sembrado el camino para que en el afio
2004 se reunieran los ministros de todo el mundo con el fin de plantear la necesidad
de mas investigacion acorde a las necesidades de salud de las poblaciones y a la

mejor utilizacion de los resultados con el fin de avanzar también las metas de los
objetivos de desarrollo del milenio (ODM). Precisamente, en la cumbre ministerial
sobre investigacion en salud celebrada en México y la resolucion WHAS8.34 aprobada
durante la 582 Asamblea Mundial de la Salud en 2005 se llamoé la atencién sobre la
necesidad de producir y utilizar mas conocimiento cientifico para mejorar la salud de
las personas y los sistemas de salud, reclamando ademas los recursos necesarios
para cubrir esta laguna ['°]. Por su parte la Organizacion Mundial de Salud (OMS)

publico el World report on knowledge for better health en donde revela ademas, que 6

9 Chalmers |, Hedges LV, Cooper H. A brief history of research synthesis. Evaluation &
the Health Professions, 2002, 25:12-37. doi:
http://dx.doi.org/10.1177/0163278702025001003 PMID:11868442.

0 Task Force on Health Systems Research. Informed choices for attaining the
Millennium Development Goals: towards an international cooperative agenda for
health-systems research. Lancet, 2004, 364:997-1003. doi: http://dx.doi.org/10.1016/
S0140-736(04)17026- PMID:15364193.
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millones de niflos moririan en estos paises debido a causas prevenibles que podrian

evitarse con la implementacién de medidas simples y probadamente efectivas [3].

A partir de estos hitos se han producido otras reuniones de alto nivel asi como
documentos relevantes para guiar la disminucion de las lagunas mencionadas. Merece
destacarse la Estrategia de la OMS sobre investigaciones para la salud. En ella se
expresa que para que un sistema de investigaciones sea eficaz debe cumplir cuatro
funciones: definir prioridades; desarrollar capacidades, incluyendo la recaudacion de
fondos; establecer estandares y utilizar los resultados de investigacion para orientar

las politicas ["].

Por su parte, los Institutos Nacionales de Salud de los Estados Unidos (en inglés NIH)
sugieren que los procesos de priorizacion de investigaciones deben responder a las
necesidades de salud publica y, al igual que lo planteado por la OMS las
investigaciones priorizadas deben seguir estandares de calidad, ser potenciales para
el progreso cientifico, expandir las fronteras de investigacion y contar con adecuado
soporte de infraestructura ['?].La Colaboracién Cochrane cobro tanta relevancia que

desde el afio 2011 tiene un lugar formal como ONG socia de la OMS con el rol

" Funcién y responsabilidades de la OMS en las investigaciones sanitarias. Proyecto
de estrategia de la OMS sobre investigaciones en pro de la salud Informe de la
Secretaria. A63/22, 25 de marzo de 2010. Disponible  en:
http://apps.who.int/gb/ebwha/pdf_files/WHAGB3/A63 22-sp.pdf. Acceso el 3 de
Septiembre de 2013.

12 Scientific opportunities and public needs: improving priority setting and public input at
the National Institutes of Health. Institute of Medicine. National Academy Press 2101
Constitution Avenue, N.W. Washington, D.C. 20418, 1998 Setting Research priorities
at the National Institutes of Health). Disponible en:
http://www.nap.edu/openbook.php?record_id=6225&page=1. Con acceso el 7 de
Septiembre de 2013.
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especifico de contribuir a mejorar las politicas de salud mediante la inclusion de las

evidencias cientificas que alli se producen.
2.1 Las lagunas de investigacion en salud materna

Un tema particularmente relevante para paises de ingresos bajos y medios es la salud
materna. Si bien la mortalidad materna ha disminuido aproximadamente un tercio entre
1990 y 2011, la mayoria de los paises en desarrollo llevaran mas tiempo de lo
esperado para alcanzar la meta del Objetivo de Desarrollo del Milenio 5 (ODM 5) [*].
Son relativamente pocas las revisiones sistematicas que aborden los impactos
directos de las intervenciones sobre la mortalidad materna, en parte porque este
evento es en si mismo raro ['*]. Muchos paises han establecido que la salud materna y,
en concreto, la disminucion de la mortalidad materna es una prioridad en sus agendas
de investigacion en salud nacionales ['°,'%]. Sin embargo, la produccion insuficiente de

la investigacion relevante en areas de bajos recursos [3,",®], y la pobre

3 Lozano R, Wang H, Foreman KJ, Rajaratnam JK, Naghavi M, Marcus JR, et al.
Progress towards Millennium Development Goals 4 and 5 on maternal and child
mortality: an updated systematic analysis. Lancet 2011;378(9797):1139-65.

4 Evidence from Systematic Reviews to Inform Decision-Making Towards Achieving
the Millennium Development Goals for Reducing Maternal and Child Mortality. A
Background Document prepared for An International Dialogue on Evidence-informed
Action to Achieve Health Goals in Developing Countries (IDEAHealth). Khon Kaen,
Thailand. 13-16 December 2006.

S Martinez-Martinez E, Zaragoza ML, Solano E, Figueroa B, Zuhiga P, Laclette JP.
Health research funding in Mexico: the need for a long-term agenda. PLoS One.
2012;7(12):€51195]

6 Reveiz L, Elias V, Terry RF, Alger J, Becerra-Posada F. Comparison of national
health research priority-setting methods and characteristics in Latin America and the
Caribbean, 2002-2012. Rev Panam Salud Publica. 2013;34(1):1-13

7 Byskov J, Bloch P, Blystad A, Hurtig AK, Fylkesnes K, Kamuzora P, Kombe Y, Kvéle
G, Marchal B, Martin DK, Michelo C, Ndawi B, Ngulube TJ, Nyamongo |, Olsen OE,
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transferibilidad de los resultados de investigaciones desde escenarios de altos
ingresos son factores que también contribuyen a las lagunas de investigacion

existentes [10].

En la ultima década se han realizado ejercicios de mapeo para detectar lagunas de

investigacion o vacios de conocimiento de distintos problemas sanitarios ['°,%°,%",%2].

Robinson et al. [?® ] define como "laguna de investigacion" a un tema o area a la cual le

falta o tiene informacion insuficiente que limita a los investigadores a sacar una

Onyango-Ouma W, Sandgy IF, Shayo EH, Silwamba G, Songstad NG, Tuba M.
Accountable priority setting for trust in health systems--the need for research into a new
approach for strengthening sustainable health action in developing countries. Health
Res Policy Syst. 2009 Oct 24;7:23.

8 Montorzi G, de Haan S, IJsselmuiden C. (2010) Priority setting for research for health:
a management process for countries. Council on Health Research for Development.
Disponible en:
http://www.cohred.org/downloads/Priority_Setting COHRED_approach_August 2010.
pdf. Con acceso el 11 de enero de 2011.

9 Li T, Vedula SS, Scherer R, Dickersin K. What comparative effec- tiveness research
is needed? A framework for using guidelines and systematic reviews to identify
evidence gaps and research priorities. Ann Intern Med 2012;156:367e77.

20 Nasser M, Welch V, Tugwell P, Ueffing E, Doyle J, Waters E. Ensuring relevance for
Cochrane reviews: evaluating processes and methods for prioritizing topics for
Cochrane reviews. J Clin Epidemiol. 2013 May;66(5):474-82.

21 de Vet HC, Kroese ME, Scholten RJ, Bouter LM. A method for re- search
programming in the field of evidence-based medicine. Int J Technol Assess Health
Care 2001;17(3):433e41.

22 Clarke L, Clarke M, Clarke T. How useful are Cochrane reviews in identifying
research needs. J Health Serv Res Policy 2007;12:101e3.

23 Robinson KA, Saldanha IJ, Mckoy NA. Frameworks for determining research gaps
during systematic reviews. Methods Future Research Needs Report No. 2. AHRQ
Publication No. 11-EHCO043-EF. Rockville, MD: Agency for Healthcare Research and
Quality; 2011.
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conclusién para una pregunta determinada. Definen también la “necesidad de

investigacién” como una laguna que limita la posibilidad de tomar decisiones.

Una publicacién reciente muestra un estudio piloto para identificar las necesidades de
investigacion desde una revision sistematica en diabetes mellitus gestacional [?].
Mientras que el estudio piloto solo utilizO una revision sistematica, los autores
desarrollaron un modelo conceptual que incluye una serie de pasos como son la
identificacidn de lagunas en la investigacion; la retroalimentacion de los autores de la
revision; la traduccion de lagunas de investigacion en problemas a investigar; la
retroalimentacién de los actores locales, rondas Delphi; priorizacion de los resultados y
refinamiento de las preguntas finales de investigacién. Una de sus conclusiones fue
que los autores de las revisiones sistematicas deben incluir la identificacion de las
necesidades especificas de investigacidn como un objetivo primordial del proceso de

revision sistematica.

Expertos en este campo consideran que las intervenciones relacionadas con los
sistemas y politicas de salud son determinantes importantes de la salud materna, y
también plantean la forma de quebrar estos determinantes con preguntas especificas
que requieren una respuesta urgente en relacién con el logro de los ODM 5. Todos

estos resultados estan en linea con el creciente consenso de tener en cuenta los

24 Saldanha IJ, Wilson LM, Bennett WL, Nicholson WK, Robinson KA. Development
and pilot test of a process to identify research needs from a systematic review. J Clin
Epidemiol. 2013 May;66(5):538-45
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determinantes de la salud relacionados con los sistemas, programas, politicas de

salud en el campo de la salud materna e infantil [19,2°,26 27 28],

Para lograr este ODM en salud materna, existe entonces gran consenso sobre la
necesidad de contar con politicas publicas especificas, tener acceso a la mejor
evidencia disponible sobre las intervenciones que se sabe que funcionan -o podrian
ser potencialmente Uutiles- e incorporar ademas, el mejor conocimiento disponible

sobre los sistemas de salud, incluyendo su desempefio e impacto de sus politicas [%°,

25 Ranson k, Law tj, Bennett s. (2010) establishing health systems financing research
priorities in developing countries using a participatory methodology. soc sci med.
70(12):1933-42.

26 Althabe F, Bergel E, Cafferata ML, Gibbons L, Ciapponi A, Aleman A, Colantonio L,
Palacios AR. Strategies for improving the quality of health care in maternal and child

health in low- and middle-income countries: an overview of systematic reviews.
Paediatr Perinat Epidemiol. 2008 Jan;22 Suppl 1:42-60.

27 Gonzalez-Block MA. Health policy and systems research agendas in developing
countries. Health Res Policy Syst. 2004 Aug 5;2(1):6.

28 Bennett WL, Robinson KA, Saldanha IJ, Wilson LM, Nicholson WK. High priority
research needs for gestational diabetes mellitus. J Womens Health (Larchmt). 2012
Sep;21(9):925-32. doi: 10.1089/jwh.2011.3270. Epub 2012 Jul 2.

29 Higgins JP, Altman DG, Ggtzsche PC, Jini P, Moher D, Oxman AD, Savovic J,
Schulz KF, Weeks L, Sterne JA; Cochrane Bias Methods Group; Cochrane Statistical
Methods Group. The Cochrane Collaboration's tool for assessing risk of bias in
randomised trials. BMJ. 2011;343:d5928.
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301, propiciando ademas que los resultados de las investigaciones se hagan visibles y

accesibles para ser implementados [14,29,%" 32 33 34 35 36]
2.2 La definicion de prioridades

La definicion de prioridades de investigacion implica procesos basados en métodos

estandarizados. No existen métodos unicos ni ideales pero cada vez se estan
desarrollando mas metodologias, fundamentalmente bajo el principio de eficiencia que
nos habla de la necesidad de una mejor inversion de los limitados fondos disponibles

para investigacion. [*']

30 |nstitute of Medicine. Graham R, Mancher M, Wolman DM, Greenfield S, Steinberg E,
editor(s). Clinical practice guidelines we can trust. Washington (DC): National
Academies Press; 2011. 2p. Disponible en:
http://www.iom.edu/Reports/2011/Clinical-Practice-Guidelines-We-Can-Trust/Standard
s.aspx. Con acceso el 15 de diciembre de 2012.

31 Rudan | et al. Evidence-based priority setting for health care and research: tools to
support policy in maternal, neonatal, and child health in Africa. PLoS Medicine, 2010,
7:¢1000308.

32 Villar J, Carroli G, Gulmezoglu AM. The gap between evidence and practice in
maternal healthcare. Internal Journal of Gynaecology and Obstetrics 2001; 75 (Suppl
1):S47-S54.

33 Bhutta ZA, Chopra M, Axelson H, Berman P, Boerma T, Bryce J. Countdown to 2015

decade report (2000-10): taking stock of maternal, newborn, and child survival. Lancet
2010;375:2032—-2044.

34 Belizan JM, Buekens P, Althabe F, Bergel E. Maternal survival: more research is
needed. Lancet. 2006 Dec 16;368(9553):2123-4.

35 Purgato M, Barbui C, Cipriani A. Assessing risk of bias in randomized controlled
trials. Epidemiol Psichiatr Soc. 2010 Oct-Dec;19(4):296-7.

3 Graham B. Clinical Practice Guidelines: What Are They and How Should They Be
Disseminated? Hand Clin. 2014 Aug;30(3):361-365.

37 World Health Organization. The world health report 2013: research for universal
health coverage. Geneva: World Health Organization; 2013
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Los ejemplos mejor documentados de metodologias de priorizacidon son los que

abordan especificamente temas de salud especificos (OMS) [31,%3°]. Mas

recientemente, otros autores examinaron de manera sistematica la forma de
establecer prioridades considerando los métodos empleados, la documentacion y
legitimidad del enfoque, la intervencion de las partes interesadas, el proceso de
revision y apelacion, y el liderazgo [*°]. También se generaron listas de chequeo para

asegurar que sea una buena practica, tan sistematica como transparente [*',%2].

Debemos considerar que los procesos de priorizacidon de investigaciones son
procesos dinamicos y complejos que deben ser revisados y actualizados cuando sea
necesario [*’]. Una amplia variedad de metodologias existen con respecto a estos

procesos [18,24,25,40,44,45 46 47 48]

38 Ghaffar A et al. The 3D Combined Approach Matrix: an improved tool for setting
priorities in research for health. Geneva, Global Forum for Health Research, 2009.

39 Okello D, Chongtrakul P, COHRED Working Group on Priority Setting. A manual for
research priority setting using the ENHR strategy. Geneva, Council on Health Research
for Development, 2000.

40 Tomlinson M et al. A review of selected research priority setting processes at
national level in low and middle income countries: towards fair and legitimate priority
setting. Health Research Policy and Systems, 2011, 9:19.

41 Viergever RF et al. A checklist for health research priority setting: nine common
themes of good practice. Health Research Policy and Systems, 2010, 8:36.

42 Terry RF et al. Mapping global health research investments, time for new thinking - a
Babel Fish for research data. Health Research Policy and Systems, 2012, 10:28.

43 Dr Myint Htwe. Regional Health Forum. Regional Health Forum WHO South-East
Asia Region(Volume 3). Disponible en:
http://www.searo.who.int/en/Section1243/Section1310/Section1343/Section1344/Secti
on1351/Section1687_7202.htm. Con acceso el 1 de abril de 2012.

44 COHRED. (2000). Priority setting for health research: lessons from developing
countries. The Working Group on Priority Setting. Health Policy Plan., 5(2):130-6.
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A pesar de ello, no existe ningun patrén oro porque priorizar - proceso de seleccion y
clasificacién de prioridades- depende del contexto e implica numerosos participantes,
disciplinas, y escenarios. Como resultado de esto, los responsables politicos, los
financiadores y los propios investigadores experimentan multiples obstaculos,
fundamentalmente la incertidumbre [*,%°]. Varios factores contribuyen a estos
obstaculos a la hora de definir prioridades. En primer lugar, la definicion de los

criterios son inconsistentes. Mientras algunos los definen basados en enfermedades,

45 |nstitute of Medicine (US) Committee on the NIH Research Priority-Setting Process.
(1998). Scientific Opportunities and Public Needs: Improving Priority Setting and Public
Input at the National Institutes of Health. Washington (DC): National Academies Press
(US).

46 Viergever, R. (2010). Health research prioritization at WHO: an overview of
methodology and high level analysis of WHO led health research priority setting
exercises. The World Health Organization.

47 Uhm S, Alderdice F, Chambers B, Gyte G, Gale C, Duley L, James C, David A,

McNeill J, Turner M, Shennan A, Deshpande S, Crowe S, Chivers Z, Brady I, Oliver S.
PPO.23 Top 15 research priorities for preterm birth with clinicians and service users'

involvement - outcomes from a James Lind Alliance priority setting partnership. Arch
Dis Child Fetal Neonatal Ed. 2014 Jun;99 Suppl 1:A158.

48 The Working Group on Priority Setting. (2010). Priority setting for health research:
lessons from developing countries. Health Policy Plan.15(2):130-6.

49 Mitton C, Smith N, Peacock S, Evoy B, Abelson J. Public participation in health care
priority setting: A scoping review. Health Policy. 2009 Aug;91(3):219-28.

% Reveiz L, Tellez DR, Castillo JS, Mosquera PA, Torres M, Cuervo LG, Cardona AF,
Pardo R. Prioritization strategies in clinical practice guidelines development: a pilot
study. Health Res Policy Syst. 2010 Mar 6;8:7.
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necesidades y disponibilidad de recursos [*'], otros consideran cuestiones politicas y

técnicas [39,40].

En segundo lugar, la seleccién de la perspectiva es variable. Por ejemplo, los enfoques
compuestos o combinados se basan en datos histéricos, mientras que los enfoques

prospectivos se basan en datos proyectados [18].

En tercer lugar, la seleccion de participantes no es estandarizada. Algunas
metodologias apoyan los enfoques multidisciplinarios con representantes de diversos
sectores, mientras que otras apoyan un enfoque en el cual los participantes se

seleccionan por la variedad de sus experiencias personales [40].

En cuarto lugar, la naturaleza de la participacion es ambigua. Mientras que algunas
metodologias apoyan la participacion amplia de las partes interesadas, otros
restringen la toma de decisiones a grupos de trabajo mas pequeifios [50,51,%%]. Por
ultimo, la dinamica de grupo puede resultar en conflicto debido a las diferentes

perspectivas, agendas y fuerzas de poder.

La principal hipotesis de este proyecto es que se necesita mas investigacién en los
escenarios de bajos y medianos ingresos para comprender mejor y abordar todas las

circunstancias alrededor de las muertes maternas, incluyendo una nueva revisién del

51 Dujardin JC, Herrera S, do Rosario V, Arevalo J, Boelaert M, Carrasco HJ,
Correa-Oliveira R, Garcia L, Gotuzzo E, Gyorkos TW, Kalergis AM, Kouri G, Larraga V,
Lutumba P, Macias Garcia MA, Manrique-Saide PC, Modabber F, Nieto A, Pluschke
G, Robello C, Rojas de Arias A, Rumbo M, Santos Preciado JI, Sundar S, Torres J,
Torrico F, Van der Stuyft P, Victoir K, Olesen OF. Research priorities for neglected
infectious diseases in Latin America and the Caribbean region. PLoS Negl Trop Dis.
2010 Oct 26;4(10):e780.

52 Sibbald SL, Singer PA, Upshur R, Martin DK. Priority setting: what constitutes
success? A conceptual framework for successful priority setting. BMC Health Serv
Res. 2009 Mar 5;9:43.
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impacto que los sistemas de salud y las politicas tienen sobre ellos. Con el fin de
reducir estas lagunas de conocimiento, las prioridades de investigacion deben ser
identificadas, priorizadas y dirigidas y los resultados de las investigaciones deben
hacerse visibles, disponibles y accesibles para una implementacion adecuada y

oportuna [3,6,37,%3,%4].

Al revisar la literatura encontramos que existen numerosas metodologias de
priorizacion. Podemos citar ejemplos de metodologias de priorizacion encontrados
como son el enfoque de investigacion nacional esencial en salud (ENHRA en inglés), la

matriz de estrategias combinadas y el enfoque de prioridades de salud del nifio [18].

En nuestra tercera hipotesis planteamos que la elaboracion de investigaciones
prioritarias no solo debe pensarse para disminuir la laguna de conocimiento-accion
sino que las mismas deben cumplir con estandares de calidad asumiendo que la
misma esta relacionada directamente con la fuerza de las recomendaciones para la

toma de decisiones.

2.3 Las revisiones sistematicas y su rol en la reduccion de las lagunas

La toma de decisiones en salud basadas en evidencias es un imperativo que cobrd
impulso a partir de las mencionadas reuniones e iniciativas globales y propician cada
vez mas que esas lagunas tanto de produccibn como de uso se enfoquen
fundamentalmente en las revisiones sistematicas. Actualmente es bien conocido que

-comparadas con otras fuentes de evidencia- las revisiones sistematicas ofrecen — al

53Belizan JM, Buekens P, Althabe F, Bergel E. (2006) Maternal survival: more research
is needed. Lancet. 368(9553):2123-4.

5 Evans JR. (1990) Essential national health research. A key to equity in development.
N Engl J Med. 323(13):913-5.
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menos — 4 ventajas: i) reducen la posibilidad de que los tomadores de decisidon sean

‘mal aconsejados” por los hallazgos de la investigacion si se utilizan métodos
sistematicos y transparentes para la identificacidon, seleccion, evaluacién y sintesis de
la evidencia; ii) aumentan la confianza que ellos puedan tener respecto de lo que se
puede esperar de una intervencion, debido al incremento en el numero de “unidades
incluidas”; iii) permiten que los tomadores de decision utilicen su escaso tiempo en

evaluar la aplicabilidad local de los hallazgos y la aceptabilidad y factibilidad de las

intervenciones mas que en la busqueda y analisis critico de la informacion (que ya fue
realizado por los revisores); y iv) permiten que los diferentes grupos de interés,
incluyendo aquellos de la sociedad civil, puedan discutir en forma constructiva la

evidencia presentada [*°].

Con frecuencia se ha afirmado que las revisiones sistematicas de ensayos
controlados aleatorios (ECA) son la fuente mas confiable de evidencias para las
decisiones clinicas, de gestion y de las politicas sanitarias [29,30,°°]. También es
importante mencionar que junto con la produccién de revisiones sistematicas y la
utilizacion de ensayos controlados aleatorizados como principal insumo para su
elaboracion en los comienzos de la Colaboracion Cochrane [*’], se fueron

incorporando  posteriormente  otros  disefios, fundamentalmente estudios

% Lewin S, Oxman AD, Lavis JN, Fretheim A. SUPPORT Tools for evidence-informed
health Policymaking (STP) 8: Deciding how much confidence to place in a systematic
review. Health Res Policy Syst. 2009 Dec 16;7 Suppl 1:S8.

% Higgins JPT, Green S, editors. Cochrane handbook for systematic re- views of
interventions version 5.0.1. The cochrane collaboration. Disponible en:
www.cochrane-handbook.org. Con acceso el 6 de Septiembre de 2013.

57 Bastian H, Glasziou P, Chalmers |. Seventy-five trials and eleven systematic reviews
a day: how will we ever keep up? PLoS Medicine, 2010, 7:e1000326.
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cuasi-experimentales y observacionales analiticos. Asimismo la comunidad cientifica
fue desarrollando estandares de calidad, tanto para la produccion de investigacion
(primaria y secundaria) como para su reporte, a través de herramientas como por
ejemplo, la evaluacion de riesgo de sesgo, el CONSORT, AMSTAR vy el propio

registro internacional de ensayos clinicos [56,%, %9, €0, 6],

Las revisiones sistematicas de la Colaboracion Cochrane se caracterizan por
realizarse bajo estandares uniformes. Sin embargo, aunque los métodos para la
elaboracion de estas revisiones son rigurosos y detallados, una serie de factores
pueden influir en la confianza que los usuarios de estas revisiones sistematicas tienen
en las estimaciones de los riesgos y beneficios de las intervenciones de salud en el
campo clinico o de politicas publicas [56]. Un campo recientemente incluido en estas
revisiones, ademas de los ya existentes “implicaciones para la practica y para la

investigaciéon”, es la utilizacion de la herramienta metodolégica “riesgo de sesgo”

% Campbell MK, Piaggio G, Elbourne DR, Altman DG; CONSORT Group. Consort
2010 statement: extension to cluster randomised trials. BMJ. 2012 Sep 4;345:5661.

% Shea BJ, Hamel C, Wells GA, Bouter LM, Kristjansson E, Grimshaw J, Henry DA,
Boers M. AMSTAR is a reliable and valid measurement tool to assess the
methodological quality of systematic reviews. J Clin Epidemiol. 2009
Oct;62(10):1013-20.

60 World Health Organization. World Health Organization international clinical trials
registry platform. New standards for registration of hu- man medical research. Geneva,
Switzerland: World Health Organiza- tion; 2005. Disponible  en:

http://www.who.int/ictrp/en/. Con acceso el 6 de Septiembre de 2013.

61 Hrébjartsson A, Boutron |, Turner L, Altman DG, Moher D. Assessing risk of bias in
randomised clinical trials included in Cochrane Reviews: the why is easy, the how is a
challenge [editorial]. Cochrane Database of Systematic Reviews 2013;4:ED000058.
dx.doi.org/10.1002/14651858.ED0000S58.
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cuyo fin es evaluar la calidad de los estudios individuales incluidos en las mismas

[56], por lo cual los ECAs incluidos en las revisiones Cochrane pueden ser juzgados.

El riesgo de sesgo (RdS) se define como el riesgo de "un error sistematico o
desviacion de la verdad, en los resultados o inferencias" [56] y los ECAs incluidos en
las revisiones Cochrane pueden ser juzgados como de alto riesgo, de bajo riesgo o

de riesgo poco claro [2,53 ¢4].

En 2008, la Colaboracion Cochrane comenzé a utilizar la herramienta riesgo de
sesgo como el método recomendado para evaluar todos los ECAs incluidos en las
revisiones sistematicas Cochrane. Este instrumento consta de seis dominios (sesgo
de seleccion, sesgo de realizacidn, sesgo de deteccidén, sesgo de desercion, el

sesgo de notificacion, y otros sesgos). La herramienta se actualizé en 2011, después
de una nueva evaluacidén para incluir modificaciones tales como la evaluacion de
cegamiento de los participantes y el personal, separados del sesgo relacionado;

también el cegamiento de la evaluacion de resultados e incluyendo ademas la

62 Crocetti MT, Amin DD, Scherer R. Assessment of risk of bias among pediatric
randomized controlled trials. Pediatrics. 2010;126(2):298-305.

63 Reveiz L, Sangalang S, Glujovsky D, Pinzon CE, Asenjo Lobos C, Cortes M, Canén
M, Bardach A, Bonfill X. Characteristics of Randomized Trials Published in Latin
America and the Caribbean According to Funding Source. Plos One
2013;8(2):€56410.

64 Savovi¢ J, Jones H, Altman D, Harris R, JUni P, Pildal J, Als-Nielsen B, Balk E, Gluud
C, Gluud L, loannidis J, Schulz K, Beynon R, Welton N, Wood L, Moher D, Deeks J,
Sterne J. Influence of reported study design characteristics on intervention effect
estimates from randomised controlled trials: combined analysis  of
meta-epidemiological studies. Health Technol Assess. 2012;16(35):1-82.
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suspension precoz de un ECA en el dominio “otras fuentes de sesgo" [56,%°] [Ver

tabla 1].

El numero creciente de revisiones sistematicas Cochrane en la ultima década,
elaboradas con estandares uniformes ha permitido que estas sean objeto de estudio
y que puedan ser utilizadas no solo de manera individual para la toma de decisiones,
sino de forma integral. Estas externalidades de la Colaboracién Cochrane sirvieron

también para la elaboracién de este proyecto.

Tabla 1: Métodos para la evaluacion del riesgo de sesgo en los estudios. Fuente
Manual Cochrane 5.1.0.

65 Boutron |, Ravaud P. Classification systems to improve assessment of risk of bias. J
Clin Epidemiol. 2012;65(3):236-8.
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Deminio

Descripeidn

Valoracién delos revisores

Sesgo de seleccion.

Generaciin de la
Secuencia.

Describir el méfodo wiilizado para generar la secuencia de asignaciin
con defalle suficienie para permilir una evaluacidn de si la misma
produjo grupas comparables.
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incomplelos Se dederia
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principalio cadaclase de
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Describir Ia complecion de los dalos de resullado para cada resuliade
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nameros en cada grupo de infervencion [comparados con el folal de
parficipantes  asignados &l azar), los  molwos  de  las
desercionesfexclusiones cuando  se  defallaron, y  cualquier
reinclusion en los anlisis realizada porlos revisores.

Sesgo de despaste a causa de la canfidad, la
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incomplelas,
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sslactiva de los resultades, y gué encontraron.

Sesgo  de netificacion a tausa e
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8sg0  debido & oiros  problemas ne
abordades enlos apaadics anteriores,

2.4 Justificacion

Aunque muchos paises han establecido la salud materna como prioridad en sus

programas nacionales de investigacion en salud, no se han hecho muchos esfuerzos

para identificar las lagunas especificas de investigacién que deben ser abordados

para disminuir la mortalidad materna en paises de bajos y medianos ingresos.

Consideramos entonces necesario un enfoque diferente para la identificacion de estas

lagunas y las prioridades de investigacion en salud materna para lograr las metas del

ODMS.

Como ya mencionamos, las revisiones Cochrane tienen la caracteristica de resumir la

mejor investigacion disponible sobre un tema especifico y son una fuente de
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informacion clave para decisores. Por ejemplo, la seccion estandarizada ya
mencionada "Implicaciones para la investigacion" es el lugar en donde los autores
identifican las lagunas de conocimiento. Pensamos que una manera de promover las
politicas y practicas basadas en evidencias es "mapeando” lagunas investigacion y
priorizando las necesidades de investigacion como una forma de ser mas eficientes y

de reducir las desigualdades de salud en lugares de escasos recursos.

Ademas, es un imperativo ético producir investigaciones prioritarias y de calidad para
tomar las decisiones dirigidas a problemas sanitarios relevantes y con la confianza del

efecto que se quiere alcanzar.
2.5 Etapas de este proyecto

Este trabajo de tesis se diseio en tres etapas que basicamente consisten en el mapeo
de las lagunas de investigacion, la priorizacién de las mismas y la evaluacién de la
calidad de las investigaciones que se producen en el tiempo. El trabajo se focalizo en
salud materna, como una contribucion global para el cumplimiento de la meta del

ODMS.
En la figura 1 se resumen las etapas y componentes del mismo.

Figura 1: Esquema del proyecto y del impacto esperado
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3. HIPOTESIS



Hipétesis
Tal como se ha mencionado, los supuestos que guiaron esta tesis son los siguientes:
1. La sistematizacién vy visibilidad de las lagunas de evidencia cientifica sobre

intervenciones necesarias para mejorar la salud materna se pueden realizar a

partir de las revisiones sistematicas.

2. Las preguntas de investigacion construidas a partir de las lagunas detectadas
sobre intervenciones para mejorar la salud materna se pueden priorizar con los

mismos grupos relevantes productores de revisiones sistematicas.

3. La herramienta “Riesgo de sesgo” utilizada para la evaluacion de estudios
primarios contenidos en las revisiones sistematicas permite mostrar que la

produccion de investigaciones de calidad estan mejorando en el tiempo.
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4. OBJETIVOS



4.1 Objetivo general de la tesis

Contribuir a la gobernanza de la investigacion en salud materna a través de dos ejes
importantes de la misma como son la produccidn de investigaciones sanitarias

prioritarias y bajo estandares de calidad.

4.2 Objetivos especificos

1. Mapear lagunas de investigacién en el campo de salud materna.

2. Revisar metodologias de priorizacion de investigaciones y seleccionar una de
ellas para ejecutarla.

3. Evaluar la evolucién temporal del riesgo de sesgo de los ensayos clinicos
controlados contenidos en las revisiones sistematicas mediante la herramienta

Cochrane “evaluacion del riesgo de sesgo”.
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5. METODOLOGIA



Los tres objetivos especificos ya mencionados condujeron a la realizacion de tres
trabajos diferentes y complementarios que dieron lugar ademas a sendos articulos
publicados que han conformado esta tesis con la modalidad de compendio de

publicaciones.

A continuacion se resume la metodologia de cada trabajo. Mayores detalles pueden

encontrarse en las respectivas publicaciones.

5.1 Primer trabajo

Disefo: Estudio descriptivo.

Muestra: todas las revisiones sistematicas publicadas en la Biblioteca Cochrane

desde Diciembre 2006 hasta Marzo 2011.

Criterios de inclusién: todas las revisiones sistematicas de la biblioteca Cochrane que
contengan algun componente relacionado con intervenciones preventivas, terapéuticas
y de sistemas y politicas de salud, en el campo de salud materna y que contribuyan al

cumplimiento de ODMS.
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Criterios de exclusion: fecha de publicacion anterior a diciembre de 2006 con
excepcion de las RS del grupo Effective Practice and Organization of Care Group
(EPOC); sin limite (a los fines de contar con la mayor cantidad de revisiones en el

tépico sobre politicas y sistemas de salud).

Se elabor6 una estrategia para busqueda electronica para revisiones sistematicas en
la biblioteca Cochrane y se utilizaron términos de busqueda manual para el sitio de Mc

Master Health Forum (Health system evidence: http://www.healthsystemsevidence.org)

Se analizaron los campos “implicaciones para la practica” y “implicaciones para la
investigaciéon”. A partir de este ultimo principalmente se elaboraron las preguntas de
investigacién. Las preguntas se construyen con formato PICO: poblacion (P),
intervencion (I), comparacién (C) y resultado (O de Outcome) [23]. Se construyd una
base de datos en Excel ® con los siguientes campos: referencia, fecha de busqueda,
implicaciones para la practica, implicaciones para la investigacion,
poblacién/paciente, intervencién, comparacioén, resultado, lugar de la investigacion, la/s

pregunta/as, dominios y comentarios.

El proceso de generacion de preguntas implicd multiples rondas con el equipo,
revision de pares y un tercer investigador ayudoé a resolver discrepancias. La discusion
no solo se hizo sobre las cualidades que debian tener las mismas durante el proceso
de construccion (Formato PICO, claridad, coherencia, sin errores ortograficos, etc.)
sino que debian clasificarse en los distintos campos de causas potenciales de muerte
materna y de intervenciones para evitarlas o disminuirlas (Ilamamos dominio a los fines

de esta investigacion). Esta clasificacion fue fundamental para la siguiente etapa de
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seleccion de expertos para la priorizacién. Este proceso fue también fue realizado por

pares.

Con el listado de preguntas se realizo clasificacion por campos (dominios) buscando
independencia entre ellos a los fines de poder realizar el proceso de priorizacién en la

segunda etapa. Preguntas similares se integraron en una sola.

Analisis estadistico: se realizd analisis descriptivo de los principales dominios
(determinantes de mortalidad materna) y una clasificacion por intervenciones. Se usé
distribucion de frecuencias y se calcularon las proporciones usando el mismo

programa en el que se armo la base (Excel ®).

5.2 Segundo trabajo

Para realizar nuestro proceso de priorizacion hicimos analisis comparativos y ademas
sobre factibilidad y pertinencia de las metodologias. En el anexo 1y 1 bis se resumen
los diferentes métodos de priorizacién en salud evaluados criticamente en cuanto a su
uso especifico y ventajas y desventajas asi como también un cuadro ampliado sobre
los tres métodos mas utilizados en procesos de priorizacion elaborado por el area de
informacién, evidencias e investigaciones de la OMS. Nuestro proceso de priorizacion
incluye consultas a expertos y finalmente solo tomamos algunos elementos de método
Delphi. Hemos utilizado un grupo diferente de expertos (en lugar de repetir el proceso
con el mismo grupo de expertos como en el clasico método Delphi) en dos rondas de

consultas. Se dirigieron las preguntas de investigacion a expertos técnicos (revisores y
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editores de 4 grupos de Colaboracion Cochrane) y también a los responsables de

consumidores de cada grupo.

En el flujograma de la figura 2 se muestra el camino que seguimos para decidir por
esta metodologia tomando conceptos del COHRED vy otras fuentes y el analisis critico

mencionado [18].

Diseno: Estudio de corte transversal con 2 rondas de consulta para proceso de

priorizacion.

Muestra: Se usaron las 319 preguntas de investigacion resultantes de la primera etapa
y se mapearon 2.121 participantes de los siguientes 4 grupos de la Colaboracién

Cochrane (CC) a través de la base Archie ®: a) Pregnancy and Childbirth Group, b)
Public Health Group, c) Fertility Regulation Group y d) Effective Practice and

Organization of Care Group.

Figura 2: Flujograma de seleccion de metodologia de priorizacion
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Primera ronda

El objetivo de la primera ronda fue refinar las preguntas y agregar mas preguntas por

parte de los expertos.

a) Instrumento: cuestionario

Se desarrollaron 12 grupos de encuestas en Survey Monkey® clasificados de acuerdo
con las causas de la mortalidad materna. Diez grupos estaban directa o
indirectamente relacionados con las causas de morbimortalidad materna; otro grupo
incluyd intervenciones para la prevencion del embarazo mientras que el ultimo se

relacion6 con politicas y sistemas de salud usando la taxonomias desarrollada en el
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sitio Web de Health System Evidence (Arreglos de gobernanza, financieros, provision

de servicios y consideraciones de implementacion).

Cada cuestionario se dividié de tres secciones. La primera dirigida a conseguir los

datos demograficos y filiatorios de los participantes; en la segunda se presentaban las
preguntas de acuerdo a cada una de las categorias. Cada pregunta se evalu6 de
acuerdo a cuatro criterios (magnitud y urgencia, el potencial para maximizar la
reduccion de la mortalidad materna y la morbilidad impacto, viabilidad y futuro) y en
una escala tipo Likert de 1 a 5 (donde 1 = no es importante en absoluto y 5 = muy
importante). La tercera parte estaba destinada a agregar mas preguntas y a poner

comentarios generales o particulares del cuestionario.

Antes de iniciar la primera ronda tres epidemidlogos y una enfermera de salud publica

evaluaron la validez de fachada del cuestionario.

b) Participantes

Los participantes fueron seleccionados de la base de datos de la CC de los grupos
antes mencionados. Se armo base con datos personales Yy filiatorios y se eliminaron
duplicados. Se enviaron a los participantes seleccionados 319 preguntas construidas
a partir de 178 revisiones sistematicas Cochrane. Se envié la encuesta a 155
participantes entre autores, referees y consumidores; ademas se enviaron cuatro
recordatorios. La participacion fue voluntaria tras aceptacién mediante consentimiento

informado. La primera ronda se hizo entre 05 de agosto y 31 de agosto 2011.
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Segunda ronda

El objetivo de la segunda ronda fue dar prioridad a los temas de investigacion mas

relevantes de acuerdo con el potencial de ejecutar la intervencion propuesta.

a) Instrumento: Cuestionario

Después de la primera ronda, noventa y cuatro preguntas de investigacion fueron
identificadas como "relevantes” o “muy relevantes" y seis preguntas fueron sugeridas
por los expertos. En esta ronda las preguntas se re-agruparon en cinco categorias y se
utilizaron 4 criterios de priorizacion. De acuerdo a la percepcidon de importancia, cada

una de las preguntas se calificé de acuerdo con una escala de cuatro puntos como
"muy relevante" para el 4 y el 1 para las "no relevante"; una quinta posibilidad fue "No
se puede responder" por existencia de incertidumbre o falta de conocimiento

suficiente participante.

b) Participantes

En la segunda ronda se envi6 una invitacién a los participantes de la CC que habian
participado en la primera ronda. Ellos fueron el primer grupo de la segunda ronda.
Como se habia pensado de antemano una tasa baja de respuestas, luego de filtrar
nombres, direcciones, y participantes previos, se enviaron las preguntas priorizadas en
la primera vuelta de la segunda ronda a 2.121 participantes. La misma se llevo a cabo
entre el 11 de noviembre y 22 de diciembre 2011 con tres recordatorios. El resumen

de las rondas se puede encontrar en la publicacién correspondiente.
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Analisis

a) Primera ronda

Los cuatro criterios fueron ponderados igualmente en un 25%. Se clasificd las
puntuaciones en orden ascendente y se calcul6 su distribucién por percentiles. Esto
nos permitid generar los siguientes estratos de categorias: "bajo" e "intermedio"
(cuartiles primero y segundo), "alto" y "muy alto" para los cuartiles superiores. Se

incluyeron para la segunda ronda solo aquellas con prioridad alta o muy alta.

b) Segunda ronda

Los cuatro criterios utilizados en la segunda ronda se consideraron igualmente
ponderados en un 25% mientras que las distribuciones se calcularon y expresaron en
percentiles generandose los siguientes estratos: "no muy relevante" y " poco relevante"
para aquellas en los rangos de los cuartiles primero y segundo, y "relevante" y "muy
relevante" para aquellas en los cuartiles superiores. Una pregunta se consideré como
de la mayor relevancia cuando el 75% o mas de los participantes la calificaron como

"muy relevante".

Analisis estadistico

Los datos fueron analizados con Stata 12 ®. La prueba exacta de Fisher en el nivel

<0,05 fue realizada para evaluar la significancia estadistica al evaluar si la puntuacién
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de relevancia se asocié con el tipo de entrevistado, el pais de procedencia (alto,

mediano, bajo ingresos) y el sexo del participante.

5.3 Tercer trabajo

Diseno: estudio de corte transversal

Poblacién y muestra: Todos los ECAs incluidos en las revisiones sistematicas de la
base de datos de revisiones sistematicas Cochrane del nimero 12 del afio 2012 por

considerase la mas actualizada al momento de este estudio.

Criterios de inclusién: todos los ECAs que tengan al menos informado un dominio de

los 6 de la herramienta; publicados en texto completo o resumen.

Criterios de exclusion: otros disefios (observacionales o cuasi-experimentales)

Instrumento de evaluacién: La herramienta de riesgo de sesgo consta de seis
dominios: generacion de la secuencia de aleatorizacidn; ocultacion de la secuencia
de aleatorizacidén; cegamiento; reporte incompleto de los resultados; reporte selectivo
de los resultados y otros sesgos. La descripcion de cada dominio brinda la
evaluacion general del riesgo de sesgo de cada uno de los ECAs contenidos en las

revisiones sistematicas [29, 35].

Base de datos: Se elabor6 una base en Excel ® con los siguientes campos: referencia
de la revision sistematica, del ECA, grupo Cochrane, tipo de publicacion, afo de

publicacion, pais de afiliacion, tamafno muestral, financiamiento, tipo de intervencién
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(drogas, procedimientos, modificacion de conductas, educacion, consejeria, vacunas,
dispositivos, mixtas y otras) los 6 dominios de riesgo de sesgo (incluyendo resultados

subjetivos y objetivos) segun fuera alto, bajo o poco claro.

Seleccion de ECAs y extraccion de datos: La seleccion de los ECAs desde las
revisiones sistematicas fue realizada por 2 investigadores independientemente, se
hizo chequeo de la extraccion de datos y los mismos fueron volcados en una base

Excel ® predisefiada.

Analisis estadistico

Con el fin de evaluar las diferencias segun la herramienta riesgo de sesgo (RdS), se
calcul6 el numero y la proporcion de ECAs que describen cada elemento. Todos los
dominios de RdS se evaluaron segun diferencias en el tiempo. Para evaluar la
asociacion entre variables categoéricas se usaron los estadisticos Chi cuadrado y la
prueba exacta de Fisher de 2 colas. Una diferencia se considerd estadisticamente
significativas cuando P <0,05. Los ECAs fueron divididos en cuatro estratos de tiempo
de acuerdo a fecha de publicacion en a) 2006-2012, b) 2000-2005, c) 1990 - 1999, y
d) < 1,989. Teniendo en cuenta la cantidad de datos a manejar, a priori se
determinaron evaluar cuatro dominios relevantes: generacion de la secuencia,
ocultacién de la asignacion, el cegamiento vy, los datos de resultado incompletos. Se
hizo ademas modelaje estadistico usando regresion logistica para evaluar la
asociacion entre la presencia de bajo riesgo de sesgo segun el dominio y el afio de
publicacion del ensayo, el tipo de intervencion, el tamafio de la muestra y el pais del

ECA. El analisis estadistico de todos los ECA evaluados se realiz6 con Stata 12.1 ©.
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6. RESULTADOS



6.1 Publicaciones presentadas en esta tesis
Publicacién 1

Chapman E, Reveiz L, Chambliss A, Sangalang S; Bonfill X. Cochrane systematic
reviews are useful to map research gaps for decreasing maternal mortality. Journal

of Clinical Epidemiology 2013;66(1):105-112

Publicacion 2

Chapman E, Reveiz L, Sangalang S; Manu C; Bonfill X; Mufioz S; Abalos E.
Global research priorities for decreasing global maternal mortality and morbidity: an
international survey. Journal of Clinical Epidemiology. Manuscript Number:
JCE-13-137

Publicacion 3

Reveiz L, Chapman Asial A, Munoz A, Bonfill X, Alonso P. Risk of bias of

randomized trials over time. Journal of Clinical Epidemiology 2014; proof-13:39:27

6.1.1 Publicaciéon 1
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Chapman E, Reveiz L, Chambliss A, Sangalang S; Bonfill X. Cochrane systematic
reviews are useful to map research gaps for decreasing maternal mortality. Journal

of Clinical Epidemiology 2013;66(1):105-112

Factor de impacto 2013: 5.478 Journal of Clinical Epidemiology ranks 6th of 160
journals in the Public, Environmental & Occupational Health category.

Resumen

Objetivo: mapeo de revisiones sistematicas para evaluar la utilidad de las revisiones

Cochrane en la identificacién de lagunas de investigacion de la salud materna.

Se plantea una metodologia secuencial de mapeo y formulacion de preguntas de
investigacion a partir de los vacios de informacion localizados en las revisiones
Cochrane, proceso de priorizacién con expertos en el tema, conciliaciéon con estudios

en curso, actualizacién del proceso.

Se realizé una busqueda exhaustiva de las revisiones sistematicas Cochrane
publicadas o actualizadas de Enero 2006 a marzo de 2011. Se evalud los campos
“Implicaciones" al final de cada revision tanto para investigacion como para la practica

para detectar las lagunas.

La estrategia de busqueda identific6 695 referencias; Se localizaron 204 RS y
finalmente quedaron incluidas 178 RS que identifican al menos una laguna de

investigacion.

Hemos formulado 319 preguntas de la investigacion en formato PICO, que se
clasifican en 11 categorias diferentes en funcion de las causas directas e indirectas

como determinantes de la mortalidad materna: hemorragia posparto, aborto,
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trastornos hipertensivos, infeccion/sepsis, cesarea, diabetes, prevencion del
embarazo, trabajo de parto prematuro, otro causas directas, causas indirectas, y
lagunas en politicas y sistemas de salud. Esta clasificacion fue fundamental; el proceso
fue iterativo hasta lograr preguntas claras, sin ambigliedad, sin duplicacién de lagunas.
La clasificacion fue realizada por 2 autores de manera independiente y las
discrepancias se resolvieron involucrando a un tercer investigador. La mayoria de las
preguntas de investigacion fueron sobre la efectividad de intervenciones clinicas, que
incluyeron medicamentos (42,6%), intervenciones no farmacoldgicas (16,3%), y del

sistema de salud (14,7 %).

Nuestra principal conclusion es que es posible identificar lagunas de investigacion en
salud materna y también en otros problemas sanitarios a partir de las revisiones

Cochrane y mediante esta estrategia.
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Abstract

Obectives: Touse an “evidence-mapping’” approach to assess the usefulness of Cochrane reviews in identifying research gaps in the
maternal health,

Stody Design and Setting: The article describes the general mapping, priontizing, reconciling, and updating approach: (1) identifying
gaps in the maternal health research using published systematic reviews and formulating research questions, (2) priontizing questions using
Delphi method, {3} reconciling identi fied research pronities with the existing literature (1.e, searching of ongoing trials in trials reg stries),
) updating the process. & comprehensive search of Cochrane systematic reviews published or updated from JTanuary 2006 to March 2011
was performed. We evaluated the ““Implications for Research™ section to identify gaps in the research

Eesults: Cur search strategy identified 695 references; 178 systematic reviews identifying o least one research gap were used. We for-
mulated 319 research questions, which were dassified into 11 different categories based on the direct and indirect causes of maternal mor-
tality: postpartum hemorthage, abortion, hypertensive disorders, infectionssepsis, caesarean section, diabetes, pregnancy prevention,
pretenm labor, other direct causes, indirect causes, and health policies and systems Most research questions concerned the effectiveness

of climcal interventions, including drugs (42 6%, nonpharmacol ogic interventions (16.3%), and health system {14.7%46).
Conclusion: It 1z possible to identify gaps in the maternal hedth research by using this approach. 2013 Elsewier Inc. all nights

reserved.

Fepwords: Health priorities, Fesearch gaps, Maternal m ortality, Maternial health, Survey; Review

1. Tutroduction

For a wornan living in a developing country, the risk of
maternal death during her lifetime is roughly 36 times
greater than that for a woman living in a developed coun-
try [1]. Maternal mortality continues to be a health indica-
tor that demonstrates the wide gap between the rich and
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poaor within a country, showing the inequalities in mater-
nal health outcomes between the rich and poor countries
[1,2]. Miaternal mortality also has signifi t economic
implications because of the high costs of treating and
managing obstetric complications [3,4] Although recent
estimates suggest that progress is being made toward sig-
nificant decreases in maternal mortality, the achievernent
of Millennium Development Goal 5 (WMDG-5) 1s still un-
certain [5]. Recently, the United Nations Human Rights
Council stated (Resolution E11/8) that maternal mortality
and morbidity are preventable and comprise a variety of
determinants linked to the health, development, human
rights, and fundamental freedoms [6,7]. According to
the 2011 Millennium Development Goals Report, “‘the
vast majority of maternal deaths are avoidable” but the
lack of adequate access “to proven interventions that
could prevent disability or death during pregnancy and
childbirth remains a major burden in many developing
countries’ [5].
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The low utilization of evidence-based research in clinical
decisions and in the design of health policies and systems
could influence the magnimde of mmaternal  mertality
[8e18]. The existing maternal health research fails to ade-
quately address the maternal health disparities affecting child-
bearing wornen, especially those living in low-resource areas
[19]. The mnsufficient production of relevant research princi-
pally in low resource areas [12,13,20e22] and the poor trans-
ferability of available research to developing-country settings
are the contributing factors [19,23].

Although many countries have established maternal
health and, specifically, the decrease of maternal mortality
as priorities in their national health research agendas, no
deliberate efforts have been made to identify the specific
research gaps that should be addressed to decrease maternal
mortality n low- and middleresource areas. Therefore,
a different approach for identifying the maternal health
research gaps and priorities is needed to achieve MDG-5
and decrease maternal mortality and morbidity. Sirnilar
mapping exercise using systematic reviews or guidelines
have been developed and tested in the last decade [24e27].

High-quality systemnatic reviews summarize the best
available research on a specific topic and are a key source
of mformation in clinical, health policies, and health systems
decision making [28,29]. The Cochrane Collaboration 15 an
ndependently operated and well-recognized organization
providing high-quality evidence for health care decision
making In addition, Cochrane reviews have a standardized
“Trnplications for Research’ section, in which the review
authors identify gaps n the research. Robinson et al. [29] de-
fines a * ‘research gap’” as ““atopic or area for which missing
or inadequate inforrnation limits the ability of reviewers to
reach aconclusiontoragiven question,’” whereasa “‘research
need”” was defined as **a gap that limits the ability ofhealth
care decision makers (patients, physicians, policy makers,
ete.) from making decisions.”

Theaims ofthis study weretoassesstheusefulness and fea-
sibility of a new approach to identify gaps and priorities in the
maternal health research, generate a list of maternal health
research questions based on the Implications for Research sec-
tion of Cochrane systernatic reviews, and adapt questions to
Probler/Population, Intervention, Commparison, Outcome
(FICO) format to create research questions for use in a future
prioritization exercise with experts and cther staleeholders.

1. WMethods

1.1, Objectives

1. To ntroduce amethodology for identifying and priar-
tizing gaps in the maternal health research.

1. To tdentify gaps in the maternal health research and
areas in which future research could lead to reduc-
tions in matemnal mortality through health care inter-
ventions (preventtive and therapeutic) and health
policy and systemn interventions.

3. To formulate the maternal health research questions
using the PICO format and classify these research
questions according to different direct and indirect
causes of maternal death

1.1, Definition

Maternal death is defined by the "World Health Organiza-
tion as the “death of a woman while pregnant or within 42
days of terrmination of pregnancy, irrespective of the dura-
tion and stte of the pregnancy, from any cause related to or
aggravated by the pregnancy or its management but net
from accidental or incidental causes’” [30].

1.3, General description of the mapping, prioritizing,
reconciling, and updating approach

Our approach includes a number of phases (Fig. 1). The
present article describes in detail the methods and findings
associated with the first phase (mapping the evidence). A
future publication will focus on the subsequent phases (pri-
aritization phase 15 ongoing).

131, Mapping the evidence

This phase involved a review of the literature, including
a comprehensive search for systematic reviews on the spec-
ified topic (e, clinical, health policies, or systemns mnter-
ventions aining at decreasing maternal mortality). As
Cochrane systematic reviews include specific sections for
Implications for Practice and Implications for Research,
we focused our search on articles published in the Cochrane
Library of Systematic Reviews. Although other systemnatic
reviews frequently discuss research gaps, we only extract
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Fig. 1. Description of the mapping, prioritizing, reconciling, and updating approach phases.
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information from Cochrane reviews Also, a recert article
proposed the standardization of the process for identifying
research gaps in systernatic reviews [29] After extracting

the Implications for Research section of selected systematic
reviews, research questions were formulated using the

FICO format [31].

1.1.1. Prioritzing research questions

There are numerous methodologies to choose from when
pricritizing research [18,32e39]. For this project, we used
a mixed approach that included a two-round Delphi survey.
We alzo developed a number of criteria for prioritizing

research questions, including the magnitude and urgency,
potential to maxiunize the reduction of maternal mortality
and morbidity, feasibility, and future tmpact. We surveyed
technical experts (Cochrane reviewers and editors from
the Cochrane Collaboration), policy makers, and Cochrane
consumers (Consumer referees are consumers who com-
ment on Cochrane Reviews to represent the perspectives
and concerns of people having similar conditions). Ve will
use the results of these surveys to compile a list of research
topics identified as “‘high priority.” Findings of these sur-
veys will be presented in a subsequent publication.

1.1.2. Recomciling priorities with the existing liferature
The third phase mvolves the identification of research
studies that could potentialty respond to highly prioritized
research questions and that were not identified during the
development of the research questions in the previcus
phases (le, any trials that were missing from systematic
reviews, studies completed after the publication of the last
review, and stidies identified after searching for ongoing
trials in the International Clinical Trials Registry Platform).
This phase ensures that duplication of waork and nefficient

use of time and resources are avoided, facilitating the
dissermination of highly relevant global health questions

to be used by funders and developers of trials.

1.1}, Updating the process

This phase involves the ongoing monitoring and evalua-
tion of the progress made with respect to maternal health
research prioritization. The reasons for this phase include
to identify and assess new research evidence, to make mod-
ifications to the methodology as needed, to ensure that any
progress made is rmaintained, and that research findings are

disseminated. We recognize that prioritization is a dynamic
and complex process. Therefore, ongoing monitoring and
evaluation are necessary to address issues with possibly un-
equal access to resource allocation and distribution and
with health dispanties.

14, Detailed description of phase [ in the stdy:
mapping the evidence

A number of key steps in the mapping process were per-
formned n our sady (Fig 2.

14.1. Search strategy and systematic reviews mclusion

We performed an advanced search strategy in Publfed
that was linited to the Cochrane Database of SBystemnatic
Reviews (Appendix & at www jclinepl.com) We included
reviews if they were published or updated between January
2006 and March 2011

Systernatic reviews were excluded if the topic was not
related to direct or indirect causes of maternal mortaltty,
if the review did not include a description of gaps in
research in the Implications for Research section, or if
the review had been ““withdrawn®™ by the Cochrane Library.
We also evaluated all Cochrane reviews published in the
Cochrane Effective Practice and Organization of Care
(EPOC) and Public Health groups to identify systernatic
reviews on health systems and health policies related to ma-
ternal health, regardless of the date of publication. The fol-
lowing inclusion criteria were used for the selection of
systemnatic reviews for data extraction: (1) discussion of in-
tervention(s) that aimed to improve the maternal health
andfor decrease the maternal mortality (both direct and
indirect causes [30]) and (2} discussicn of ntervention(=)
that were potentially relevant to improving maternal health
or decreasing maternal mortality through health systemns
and policies, mvolving changes in delivery arrangements,
governance arrangements, financial arrangements, and im-
plementation strategies according to taxonomy proposed
by Lavis et al [16,40].

Two authors independently assessed the systernatic re-
views for eligibility. Disagreements were resolved by con-
sensus between the reviewers or by decision by a third
researcher. All four authors reviewed the final list of
included and excluded studies.

| [RFE
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Fig. 2. Mapping phase of the mapping, priontizing, reconciling, and updating approach. PICO, Problem//Population, Intervention, Somparison,

Outcome.
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2.4.1. Develogping the PICO farmnat questions

We designed a worksheet m Excel to facilitate the for-
mulation of each research question according to the PICO
format. We recorded the followmg mformation in the Excel
worksheet: the complete reference, Irnplications for Prac-
tice section, Implications for Research section, PICO, cate-
gory (Le, direct or ndirect causes of maternal mortality),
and complete PICO research question When difficulties
arose in formulating a particular research question, we read
the full text of the svstematic review.

2.4.2. Refinement and classification of FICO guestions
The process of refining the research questions mvolved
rmultiple rounds of discussion and revision by the team
Discrepancies were resolved by consensus Clarity and
adherence to the PICO format were taken mnto account
when refining each research question. Subsequently, each
research question was classified according to different areas
of potential causes of maternal death and types of nterven-
tions. This classification was central to the subsequent
stage, i1 which experts were selected for the prioritization
of the research questions. When similar gaps in research
were identified mn multiple Cochrane reviews, research
questions were integrated n a single question. Two authers
classified the research questions, and discrepancies in the
classification were resolved by a third researcher.

1. Results

Cur search strategy identified 695 Coclrane systernatic
reviews from Pubded, and we retrieved 204 Cochrane sys-
temnatic reviews related with direct or indirect causes of
maternal mortality. In addition, we identified 25 additional
reviews from the EPOC and the Public Health groups from
the Cochrane Library. Of the 204 Cochrane systematic
reviews, 178 systernatic reviews identified at least one re-
search gap and were used to forrmulate research questions.
The flow diagram of the process of identifying and select-
ing the relevant systernatic reviews is shown mn Fig. 3.

We developed 319 research questions using the PICO
format. The research questions were classified nto 11 dif-
terent groups based on direct and indirect causes of mater-
nal mortality. Ten of the categories were related directly or
mndirectly tothe causes of maternal mortality and morbidity
during the pre-, intra-, and postpartum periods: postpartum
hemecrrhage, abortion, hypertensive disorders, infection/
sepsis, caesarean section, diabetes, labor, pretermn labor,
other direct causes, and indirect causes; we also considered
pregnancy prevention. The final category concerned health
policies and systems (relating to governance, financial and
deliwery arrangements, and implementation considerations)
that may indirectly relate to the causes of maternal mortal-
ity (Table 1). The categories that included the highest mum-
ber of research questions included labor and health policies
and systems (30.4%). Most research questions concerned
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Fig. 3. Flow chart of the process of identifying and selecting the rele-
vant systematicreviews. EFOC Effective Practice and Organizationof
Care.

the effectiveness of clinical interventions, including drugs
(42 6%y, nonpharmacologic interventions (le., diagnostic
testsy (16.3%), and health systern (14.7%) (Table 2). Few
systematic reviews raised qualtative research questions
(7.2%). Few a priori selected gquestions are available in
Table 3. The entire set of research questions are available
in Appendix B Grww jclinepl cotr).

2. Discussion
1.1, Main findings

Cur findings show that it is possible to identify the mater-
nal health research gaps by using this approach. The assess-
ment of the Cochrane systematic reviews highlighted both
progress and lags in the maternal health research and pro-
vided insight into areas in which future maternal health

Table 1. Classification of PICO research questions according to the
causesfdeterminants of matemal mortality

Darnain Total %

Labar a7 179
Health policy and systerm® 40 125
Infection 28 i
Indirect causes 27 8.5
Postpartum hamorrhags 26 5.2
Hypertensivedisordersin pregnancy 26 §.2
Cazsaraan section 24 7.h
Ahbortion 24 7.4
Freqnancy pravantion 23 7.2
Preterm birth 23 7.2
Diabete s 13 41
Otherdirectcauses i Z2h
Tatal 319 100

Abbrevistion: PICO, ProblermPopulation, Intervention, Compari-
sail, Jutcame.

7 lIncludes govemance, financial and delivery arrangements, and
implementation strategy.



Tahle 2. Classification of PICO research questions according to interventions

Irterventions Oruqs Behaviorieducation Devices Other® Hzalth system Procedures” Mixed Total
Total 136 23 9 52 a7 28 24 3o
% 428 7.3 2.8 16.3 14.7 8.8 7.5 100

Abbreviation: PICQ, Problern/Population, Intervention, Comparison, Qutcome.

? Forexample, diagnostic test, exercise, and soforth.
® For example, symphysiotory, surgical technicues, and so forth.

research could lead to reductions in maternal mortality.
Mumerous and large gaps i knowledge related to maternal
mortality and morbidity are persistent and overwhelming.
To minimize the burden of maternal mortality in resource-
cotistrained areas, more research 1s needed to identify the
gaps in the maternal health research and priontize areas for
future maternal health research. This future work is not only
irnportant to strengthening research and health care systems
but it iz also critical to achieving MD G-5 [23].

In their study, Robinson et al. reviewed the research gap
wdentification practices of different organizations inwolved
with evidence synthesis. Based on their findings, they de-
veloped a framework for identifying research gaps that in-
cluded the characterization of the gap using PICO elements
and 1dentification of the reasons why the gap exists [29].
Their study also included an assessment of the difficulties
associated with applying the proposed framework and of
the differences in the specificity of research gaps identified
by different persons [29].

Different authors have previously assessed the useful-
ness of concept mapping in knowledge acquisition, com-
prehension, and translation [41e43]. In the health
sciences, concept mapping has been used in research re-
lated to a variety of topics, such as health equity [44], pub-
lic health reporting [45], and quality management [46].
Concept mapping has been especially useful in better un-
derstanding the topics that are complex and mvelve dwverse
relationships, interactions, and social determinants [47 48]
De Vet et al. described a method used for programming
research on the efficacy of therapeutic mterventions for
chrenic benign pain disorders [26]. Recently, Li et al
[24] developed and tested a framew ork for identifying evi-
dence gaps using systematic reviews and clinical practice

Table 3. Examples of identified PICO guestions

guidelines and prioritizing research by using a two-round
Delphi survey. We are proposing an additional step that
camprises the reconciliation of priorities with the existing
literature (includes searching ongoing trials in the use of
the World Health Organization International Clinical Trial
Registry Platform (ICTEP). As a health topic, maternal
healthdspecifically maternal mortality and morbidityd
tvolves similar challenges for researchers. Moreover,
questions relating to maternal health are not always easy
to answer, and research findings from one setting are not
easily transferred to different settings. This is because ma-
ternal health mterventions, whether clinical or nonclinical,
greatly depend on the context. Often, it is not enough to un-
derstand the problem, population, and outcome. Other fac-
tors, such as health services, systems, and policies, are also
inportant determinants of maternal health ocutcomes. Be-
cause the endeavor of researching maternal mortality and
morbidity is sometimes characterized by ambiguity and in-
creasing complexity, a deliberate and well-organized ap-
proach 15 needed to effectively address gaps in
know ledge. For this reasen, concept mapping, with its use
of visual representations of complex mteractions and rela-
tionships, was a logical choice to serve as the theoretical
basis for this project.

This study was based on three major assumptions. First,
the mechanisms how interventions work on improving
maternal health are not fully understood. Therefore, it iz
net always easy to judge whether enough research is con-
ducted or more research in other contexts are needed. Also,
because the results of research cannot be implemented
immediately, the importance of research 1s often underesti-
mated [23]. More research iz needed to better understand
and address the causes of maternal death, including the

PICO queston

Classification

Yhat hehavioral issues contribute to the failure of wormen of reproductive age touse emergency
contraception to prevent urm anted pregnancy, evenif emergency contraception is readily available?

Yiihat arem atemal and professionalview s and experiences onelective caesarean section for nonmedical
reasons?y

Wiihat are the effects of dietary advice interventions on gestational diabetes m ellitus prevention in healthy
pregnantwomen and overwel ghtor obese pregnantwomen’?

YWhat is the effectveness and cost-effectiveness of prelicensure interventions in increasing the supply
and guality of health professionals and improving matemal health outcomes inlow- and middle-
incama countiias?

Yhat are effective interventions for the control of primary postpartum hemorrhage (PPH) after home PPH
deliveries, particularty in developing countries?

Yiyhen is the optimal time to give magnesium sulphate towarmen with pre-eclampsia?

Aragnancy pravention
Casgarean saction

Diabetes

Health policy and systerm

Hypertensive disorders inpregnancy

Abtvevigiion: PICO, Problern/Fooulation, Intersention, Cormparison, Outcome,
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impartant role of health systerns and policies, especially in
lewr - and ruiddle-income countries. To close the knowledge
gaps in the maternal health, systematic research must be
promoted (especially i low-resource areas) and research
findings must be made visible, available, and accessible.
Clearly, more research is needed to effectively address
health disparities in maternal mortalty and morbidity.
Qualitative methods can improve understanding about
health beliefs and behaviers, all which play a significant
role in health education and adherence to preventive or
therapeutic interventions Cochrane systematic reviews
usually focus on mtervention studies rather than qualitative
studies. Thus, more qualitative research is needed to de-
velop culturally senstive and context-specific maternal
health interventions that are acceptable, feasible, and sus-
tainable [49e53].

Second, it was assumed that such gaps in knowledge can
be bridged and matemnal outcomes can be improved
through research production and  utilization through
evidence-based policy and practice. Third, it was assurned
that one way to promote evidence-based policy and practice
1s to “map’’ research (1dentify gaps and implications) and
prioritize research needs (select and rank research priori-
ties) as a way to enhance efficiency and reduce the health
inequalities in resource-scarce settings.

1.1, Strength and Innitations of the study

We consider that the primary strength of this study is its
potential contribution to the fields of matemal health and
health policy. Locally, findings from this study can provide
guidance as to how to identify research gaps and rank re-
search priorities. This is helpful not only for researchers
but also for policy makers, funders, and health care con-
sumers. For policy makers and members of government
agencies, the study provides support for evidence-based de-
cision making related to health policies and systems. Study
findings can inform discussions and help direct action re-
lated to policy development, program implementation, ser-
vice delivery, and governance. Globally, study findings can
be used to facilitate effective communication and knowl-
edge dissemination for indwiduals and organizations work-
ing internationally. Outcomes of this study can promote
collaborative efforts, which mclude lmowledge sharing
and group decision making Pethaps the most significant
contribution the study can make is to promote ethical re-
search activities, including health systems research, which
lead to safe, cost-effective, and efficacious interventions
that prevent death and disability during pregnancy and
childbirth.

Other strengths of this stidy include the use of system-
atic and transparent methods that could be used for other
health problems. The use of high-quality Cochrane systerm-
atic reviews helped us to determine the available research
evidence and identify the relevant gaps in research in a sys-
ternatic rmanner. This allowed us to develop research
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gquestions using the PICO format with the assurance that
the duplication of research questions is unlikely because
Cochrane systematic reviews are not repeated. The prioriti-
zation of these research questions could help to nform the
process of maternal health research agenda setting, nation-
ally and internationally. This will be the aim of the nest
stage of our research.

Limitations of the study mcluded the use of a single da-
tabase to search for systematic reviews and restrictive
search criteria, which likely excluded some relevant arti-
cles from being reviewed. This decision was taken to guar-
antee a greater homogeneity and quality among selected
systematic reviews As we used Cochrane systematic re-
views as our starting point, the topic selection process for
the Cochrane systematic review could have affect the list
of research gaps (1.e, there i3 no Cochrane review ona pri-
ority topic). Although some authors have suggested frame-
works for formulating research recommendations, the
iraplication for research section of Cochrane reviews can
vary in their structure and content [54,55]. The lack of
adequate reporting of research gaps could wmply missing
important topic. We will address this 1ssue by allowing par-
ticipants of the Delphi survey to include additional research
questions.
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Resumen

El objetivo de este estudio fue identificar y priorizar lagunas investigacién con el objeto

de contribuir a la salud maternal y disminuir la mortalidad materna.

Se ha llevado a cabo una encuesta en dos etapas. Proporcionamos a los participantes
(expertos de la Colaboracion Cochrane) una lista de 319 preguntas de investigaciéon
en formato PICO construidos a partir de 178 revisiones sistematicas Cochrane (ya
mencionado en el primer trabajo). Las preguntas se clasificaron en funciéon de los
determinantes directos e indirectos de muerte materna. Los encuestados de la primera
ronda refinaron las preguntas de investigacion, eliminaron las que consideraron de
baja prioridad y de acuerdo con cuatro criterios y también incluyeron preguntas
adicionales. En la segunda ronda, los encuestados priorizaron 62 preguntas [Anexo 2].
En esta ronda las preguntas se re-agruparon en cinco categorias y se utilizaron otros 4

criterios de priorizacion.

Las tasas de respuesta global para la primera y segunda rondas fueron del 47 % (73
/155) y 17 % (363/2121), respectivamente. Los participantes clasificaron 62 de las

preguntas de investigacion como "muy relevante". Aproximadamente el 20 % de todas
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las preguntas que se identificaron en las revisiones Cochrane y dos tercios de las
preguntas de la segunda ronda fueron considerados de "alta prioridad”. Mas mujeres
(235) que de hombres (128) participaron en la encuesta. Las mujeres sin embargo
proporcionaron respuestas mas incompletas que los hombres (49% versus 35%, p=
0,01). También se encontraron diferencias estadisticamente significativas (ES) al
comparar el grupo de preguntas muy relevantes segun sexo del participante en seis
preguntas; la mitad de ellas relacionados con diabetes. No se encontraron diferencias
ES al comparar el grupo de preguntas muy relevantes por tipo de entrevistado ni pais

de procedencia ni numero de ronda.

Se pudieron identificar prioridades de investigacion mediante el mapeo y la mejora de
la comprension de las necesidades de investigacidon para entornos de bajos y

medianos ingresos a nivel internacional.
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Abstract

Cbiectives: The aim of this study was to identify and prionitize research gaps to help decrease matemal mortality.

Stody Design and Setting: We conducted a two-stage survey. We provided participants (Cochrane Collaboration experts) with alist of
319 problemfpopulaton, intervention, compan son, and outcome gquestions bult from 178 Cochrane systematic reviews. Questions were
vlaszfied according to tauses of matemal death. Respondents of the first round refined the research questions and prionitized them by elim-
inating those that were considered of low priority, according to four crtera They also included additiona gquestions. In the second ound,
respondents pnontized 62 questions.

Results: The overall response rates for the first and second rounds were 47% (73 of 155) and 17%4 (363 of 2,121), respectively.
Participants ranked 62 of the research questions as “very relevant ™ Approximately 20% of dl questions that were identified 1n Cochrane
reviews and two-third of questions of the second round were considered of “very high prionty.”” More women (235) than men (128) pariic-
ipated in the survey. We did not find statisticaly sigmficant differences when companng the groups of very relevant questions by the type of
regpondent, income, country, and round.

Conclusion: We identified research prienties by mapping and improving the vnderstanding of research needs in low- and middle-

income settings internationaly,  © 2013 Elsevier Inc. All nghts reserved.
Keypwords: Pricntization; Matemal morality, Research, Survey, MD Gs, Systetmatic revew

1. Introduction

Although maternal martality has declined approximately
ane-third from 1990 to 2011, for most low- and middle-
meome countries, achieving the targets of the Millennum
Development Goals (MDGs) will take longer than expected
[1,2]. Although most cazes of maternal deaths can poten-
tially be avoided if some of the welldmown interventions
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that were proved to be effective are available to wormen, it
is essential to discern the effects of those different clinical
and public health mterventions n different contexts to un-
derstand the best way of deliverng those interventions and
address barriers to implementation [ 267]. Making informed
decisions to achieve the MDG3 (reduce by three-quarters,
between 1990 and 2015, the maternal mortality ratic) de-
pends on not only the access to the best available evidence
but also how to incorporate this kmowledge inte the com-
plexity of the health systems, often with limited resources
[8,9].

More research from low- and middle-ineome countries
1z needed to better understand and address all the cireum-
stances arcund maternal deaths, ineluding further review
of the impact that health svstems and policies have on
them To reduce these knowledge gaps, research priorities
must be 1dentified, prioritized, and addressed, and research
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What 15 new?

+ Cochrane reviews can be systematically used to
identify research questions for priority settings;
Cochrane Collaborators from 29 countries partici-
pated in this prioritization exercise to identify
global research needs.

+ Relevant research needs in maternal health were
identified from Cochrane systematic reviews and
prioritized by Cochrane collaborators from low,
middle and high-income courtries.

+ This exercise allowed identifying health policies
and systems research as an important determinant
for improving maternal health.

+ Although the “‘implication for research’™ section of
Cochrane reviews were useful to identify research
questions for any health topic, authors of Cochrane
and non-Cochrane systematic reviews should ensure
that they mnclude the EPICOT format for reporting
research recommendations (Evidence, Population,
Intervention, Comnpariscn, Outcomne, Time stamp)
in their reviews.

+ IMore research 15 needed to assess its usefulness to
researchers and research funders and to define and
evaluate strategies to implement global research
agendas.

tindings must be made visible, available, and accessible for
appropriate and timely implementation [10e14].

In a previous article, we have identified gaps in maternal
health research through the evaluation of the section ** 1npli-
cations for research’ of 178 Cochrane systematic reviews
(5Es) in which the authors stated that the available evidence
to guide clinical practice was msufficient and further
research was needed. This study identified 319 research
problemypopulation, ntervention, comparison, and outcome
(PICO) format questionsthat were classified into 12 different
categories based on the causes of maternal deaths [15].

The aim of this study wastopricrtize theseresearchneeds,
to confribute with the building of a global research agenda
for better use of resources to reduce maternal mortality.

1. Methods

11 Design

Our approach includes a number of phases that were
described in a previous article [15] (Fig. 1) For the priori-
tization exercise, we conducted a two-round survey using
as the mamn mput the questions previously identified as
research gaps related with DG5S The first round had the
objective of refine {or redefine) the research questions,
and the second round was the proper prioritization exercise.

211, Round I refining research questions

2011, Ouestionnaire. As mentioned, we provided partic-
ipants with an initial list of 319 questions (in a PICO format)
built from 178 Cochrane SRs [15]. The specific objective of
the first round was to refine the proposed research questions
and include additional cnes to be used in the prioritization
exercise (round 2) We grouped these questions into 12
different groups, according tothe causes of maternal deaths;
10 were directly or indirectly related to the main causes of
maternal mortality and morbidity; another group ncluded
mnterventions for pregnancy prevention, and the last one
was related to health systerns and policy interventions as
defined by the Health System Evidence Web site taxonomy
(e, governance, financial and delivery arrangements, and
imp lementation considerations, Table 1). Given the large
number of questions found in some groups, a decision was
made to create two separate surveys for the “labor group™
and ‘‘health policies and systemns group.” Thus, a total of
14 surveys were created using Surv eyhionkey Data Analysis
toal.

Questionnaires had three sections. Section A contained
questions about the participant’s gender, main role in the
Cochrane Collaboration (CC; author, consurmner coordi-
nator, consumer referee, or external referee), and “‘income
country” (further classified as high, middle, or low level).

Section B presented a list of questions (according to the
prespecified category) to be evaluated for magnitude and
urgency, potential to maximize the reduction of maternal
mortality and morbidity, feasibility, and future mpact by

1.1y

Fig. 1. Description of the mappingepriortizingereconcilingeupdating (MPRA) approach phases
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Table 1. Mumber of PICO classified according to the causes of
maternal death

Category Total %
Labar a7 17.9
Health policies and systerms 40 12.5
Infection 28 3.8
Indirect causes 2T g5
Paostpartum hemorrhags 26 §.2
Hypartengive disordars 26 g2
Casaraan sachion 24 75
Abortion 24 7.4
Unplanned pregnancy 23 72
Preterm birth 23 7.2
Diabetes 13 4.1
Otherdirectcauses 8 25
319 100

Abbrevighion: PICO, problem/population, intervention, compari-
son, and outcome.

ranking each criterion on a Likert-type scale of 1 to 5
twhere 1 mdicates not important at all and 5 indicates very
important). Three epidemiologists and a public health nurse
evaluated the face validity of the instrument i July 2011
stating that the questions were clear, unambiguous, logical,
and free of excess wording Besides that, free-text fields for
open responses were also provided n section C for partic-
ipants to comment on any aspect of the survey and make
suggestions for additional research questions See the sam-
ple m Fig. 2.

2.1.1.1. Semmpling. Participants were selected from the CC's
database of Cochrane review authors of the Pregnancy and
Childbirth Group, the Public Health Group, the Fertility Regu-
lation Group, and the Effective Practice and Crganization of
Care Cochrane Group. Reviewers having published more than
one Cochrane review related to matemnal health were selected.
A list of Cochrane participants with a valid exmail address was
created with the following mformation: name, Cochrane
group, role (author, consumer coordinator, consumer referee,
and external referee as defi in the Cochrane handbook)
[1€], e-tnail, affi , country, and gender.

212, Rowud 20 prioritizing highly relevant research
qriestions

2121, Cuestiowaire. The amm of the second round was
to pricritize the most relevant research questions according
to their potential of implementation. The research questions
identified az “mnporfant’” or “very important’” in the first
round and all new questions suggested by experts were
grouped mto five new categories according to causes/deter-
minants of maternal mortality (Table 2) using four criteria
tacceptable, delwrerable, equitable, and feasible). Accord-
ing to its perceived umportance, each of the questions was
scored mdependently by evaluators using a Likert-type
scale of 1 to 3 varying from ““very relevant’ to “‘not rele-
vant'”’ with a fifth judgmentd®‘can’t answer'dfor those
research questions that could not be answered because of
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uncertainty or lack of sufficient knowledge from the
respondent. See sample i Fig. 2.

2.1.2.2. Sampiing. In the second round, an mnvitation to
cortribute was sent to the CC review auvthors who had
participated in the first round. As we anticipated a low
response rate, all other CC authors, consumer coordinators,
consumer referees, and external referees identified fraom the
same Cochrane Groups were contacted [ 16].

1.2, Analysis

2.2.1. First o

All four criteria were equally weighted (25% each). We
sorted scores in ascending order and calculated their distri-
bution by quartiles. This allowed us to generate four strata
grading the questions in the following categories: ““low’
and “‘intermediate’” importance for those in the first and
second quartiles and “high’ and *‘very high’™ importance
for the upper quartiles. Only thosehaving high or very high
importance were included in the second round.

1.2.2. Second round

All four criteria were equally weighted, each one being
worth 25%. Scores were sorted in ascending order, and dis-
tributions were calculated and expressed i quartiles,
grading questions as follows “‘not very relevant” and
“slightly relevant™ for those in the first and second quar-
tiles and ‘“‘highly relevant’” and “very relevant™ for those
in the upper quartiles A question was considered to be
“most relevant’’ when 75% or more of the participants
scored the question as *‘very relevant™

1.2.3. Statiticdl data analysis

Data were analyzed with Stata (version 12, STATA Cor-
poration) Fisher's exact test at level 10.03 was performed
for statistical significance to evaliate whether relevance
score was assoclated with respondent’ s role, type of country
of residence, and gender.

1. Results
1.1, First reind

One hundred fifty-five Cochrane review authors were
contacted and four remmders were sent. The owerall
response rate was 47% (73 of 155) with some differences be-
tween groups that were categorized according to causes/de-
terminants of maternal death. From these, 6080 @4 of 73)
completed the whole questionnaire The “postpartum hem-
orrhage’” group had thehighest response rate (67%%; 8 of 12),
whereas the “preterm delivery™ group had the lowest
response rate (23%, 3 of 13). Regarding the evaluation of
the research questions, 29.5% (94 of 319) were ranked as
“wnportant™ or “very tmportant,” and =i additional ques-
tions were suggested (Fig. 3.
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Famlly, 2,185 inde wiuals were uviled o purticipate (44
e-mails were bounded); three reminders were sent The
surnmary of rounds 1s shown in Fig 3 and summary
dezcription of participants 1s shown in Table 3. The overall
response rate was 17% (363 of 2,121), and %4 (253 of
363} of participants answered the whole questionnaire.
The groups categorized by causes/determinants of maternal
death having the highest rate of complete responses were
the “health systermns and services” (24.2%; 38 of 253),
“digbetes and other causes” (12. 7%, 46 of 253}, and * labor
and cesarean’ (12.9%%, 47 of 253).
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Twothrd (82 of 1000 of the questions from the second
round were considered to be of very high prionty (for the
complete lst of research questions see Appenduz) Bost
questions of the “*health policy and systems,”™ ‘‘abortion
and unplanned pregnancy,’ and “postpartim hemoeorrhage
and hypertensive disorders’”” were highly ranked in the sec-
ond round (Fig. 4). The interventions nvoelved drugs (31%)
health systerns (279%), behavior modification, education,
and counseling (16%6), mixed (13%4), and others such as de-
vices, mtrition, and diagnostic tests (13%0).

More wornen (235 than rmen (128} responded in the sur-
vey, however wornen more frequently provided incomplete
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responses than men (4984 vs. 33%, P 5 0.01; Table 4). We
did not find stabistically significant differences when
comparing the group of very relevant questions by the type
of respondent (author, consumer, or external referees), the
country’s ncorne level, and between rounds (rounds 1
and 2). However, a significant difference was found when
comparing a small number of the “very relevant’” questions
according to the respondent’s gender (Table 57

80

1. Discussion

We conducted an explicit exercise of prioritization,
guided by a broader analysis of the research gaps drawn
from the most up-to-date evidence {or lack of) from SEs.
Our previous work consisted i mapping research gaps,
from unanswered questions about interventions reviewed
in Cochrane 3Rs, which helped us build 319 questions
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Table 2. Mumber of PIC O-farmatted questions categorized according
to the cause of maternal mortality used for Delphiround 2

Cateqory Total %
Abaortion and unplanned pregnancy 23 23
Diabetes and other causes® 19 19
Laborand cesarzan 18 18
Postpartum hamorrhage and hypartansive 15 15
disorders

Health policy and system 25 25

100 100

Abbreviation: PICO, problem/fopulation, intervention, compari-
son, and outcome.

# Include obesity, HIY, malaria, anemia, violence, and so on.

{research needs) in a systematic manner [15]. The prioriti-
zation process of these research questions was the mam
objective of this article to inform the maternal health
research agenda at a global level.

Although previous prioritization exercises have looked
for research gaps in matemal mortality, the approach
described in this study is, to our knowledge, cne of the first
atternpts to use an mmportant number of Cochrane 3Rs to
identify research questions and obtain expert opinion from
multiple stakeholders groups [17] Saldanha et al [18]
recertly published a pilot study to identify research needs
using a SR in gestational diabetes mellituz. Although the
pilot study only used one 2R, the antheors developed a con-
ceptual model that included a number of steps: the identifi-
cation of research gaps; feedback fom authors of ER;
translation of research gaps mto researchable questions,
feedback from local stakeholders and online, in-person
and external stakeholder feedback, Delplu rounds;

priontization of outcormes; and refinement of final research
questions. One of their conclusions was that the anthors of
SEs should include the identification of specific research
needs as a primary objective of the SR process. Our exer-
cise included a larger number of 3Es and focused on prior-
itizing research questions at the global level

Although there is an increasing consensus that stronger
health systems are the key for achieving better health out-
comes, there 1z much less agreement on how 1t works
[19]. We found that the gap (unanswered questions) about
interventions related to health systerns and policy remained
the top priority over the two rounds i our prioritization ex-
ercise. This also could reflect that experts have incorporated
this 1ssue as a deterrinant for maternal health that needs to
be explored.

Many countries have established that maternal health
and, specifically, the decrease of maternal mortality is a pri-
ority in their national health research agendas [2021].
However, the insufficient production of relevant research
in low-rescurce areas [12,22,23] and the poor transfer-
abiltty of available evidence from high resource settings
are contributing factors to the existing research gaps [9].
Health research prioritization 15 a dynarmic process that 1s
influenced by multiple factors. It was found to be context
dependent, which was consistent with findings in the liter-
ature [24,25]. For instance, our prioritization process de-
pended on external factors such as participant’s gender,
role, and country of residence as well as internal factors
such as the length of the survey, the readability of the sur-
vey questions, and incidents of technical difficulties with
the survey’s electronic format.

Fig. 3. Summary of the two rounds.
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Table 3. Farticipants of Cochrane Collaboration

Huimber of
participants

Consuiner Consumer External
with e-rnail coordinators  referees  referees

Haime Humber
of the group

Fregnancy and Childbirth Group

Total 1,078 2 6B 338

With e-mail ugy Y 24 uy
Fublic Health Group

Total 134 0 5 H

With e-mail 144 u 4 44
Effective Practice and Organization of Care Group

Total 734 0 i 12

WWith e-mail b1 U U 1
Fertilty Regulation Group

Total 140 0 0 98

With e-rmail 121 i} i} a5

Total with e-mail 1,922 2 28 233

E-rnails were bounced in B4 padicipants. Hence, 2121 were final
participants.

Rate of response was ancther critical issue in our exer-
cige. We had an average of 47% and 17% of responses n
the first and second rounds, respectively. Farticipants of
the first round were the most knowledgeable inthe maternal
health field (predefined asthose with more publications in a
specific area). They were the first filters in this effort to
identify the most relevant questions. The lower response
rate in the second round could be ewplained because it
included all mermbers of the four CC groups.

Wehad more answers for questions related to postpartum
hemorrhage most likely because it 15 the leading cause of
maternal death globally. Other priority research questions
found to be relevant by participants were abortion and un-
planned pregnancy and hypertensive disorders (Fig. 3)
maybe because abortion is the leading cause of maternal
death n many countries and adolescent childbearing is a pub-
lichealth concern [26].

Stalreholders think that health systems and policy-related
mnterventions are inportant determinants for maternal

health and also how to break them down into specific ques-
tions that need an urgent response in relation to the achieve-
ment of MDG5. All these findings are aligned with the
growing consensus of taking into account the determinants
of health related to systems, programs, and health policy in
the field of maternal and child health [27233].

We found no plausible explanation as to why nearly
twice as many more wornen than men responded to the sur-
vey or why the responses of men were significantly more
cornplete than those of women (85% vs. 51%) MMore
research is needed to better understand why these differ-
ences exist Fubire studies should explore prioritization
from the perspective of different groups of individuals,
particularly policy makers, politicians, economists, health-
care administraters, health-care providers, and patients.

4.1, Limitation of the study

This study has a number of limitations. We contacted a
sample of international experts from a range of countries.
The response rate varied according to the round: it was
higher on the first round in which the expertise of respon-
derts, as per their publications in the field, was presumably
sronger It alsovaried according to the category or group of
causes of maternal deaths, and we cannot exclude the pos-
sibility that some groups of interventions were underrepre-
sented. As data of nonrespondents were not available, we
could not perform any corparison with those responding
the survey. The time allocated to complete and subrmit the
surveys was brief and possibly msufficient even with the
use of reminders; some studies have found that reminder
nctifications have a positive effect on response rates for
Web surveys [34]. There were also some technical ques-
ticns, vet no reference text was included to provide back-
ground mformation It was assumed that all participants
had sufficient level of expertise to answer the questions
accurately, although the complexity of the survey particu-
larly for the first round was high In addition, the balance

For2™ round: = 10% and = 17,5 % (Include HIV, Malaria, Anemia, Yielence, etc)

Fig. 4. Summary of guestions as results of Delphiround 2 (first and second rounds).
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Table 4. Complete and incomplete responses for Delphi round 2, by participant sex

Female
Iale
Category Complete Incomplete % Incomplete Complete Incomplete % I[ncomplete
Diabetes and othercauses 30 B 3T 16 1 0.6
Labor and cesarean saction 24 14 ad 23 7 30
Health policie s and systems 53 25 47 35 14 40
Postparturmhermaorrhage and hypertensive disorders 26 15 58 10 5 50
Abortionand pregnancy prevention 28 12 48 B g 95
Total 158 7T 49 95 33 35

on the role of participants and the interest the topic might
have for them could affect the response, as all were Co-
chrane experts in different fields.

Although the CC 15 an international network of more
than 31,000 dedicated people from over 120 countries,
we did not include non-Cochrane participants (e, stalke-
holders or attending physicians), this fact might decrease
the external validity of our findings. Ancther technical 1ssue
would be related to misclassifications of some questions, or
research questions that could be applicable to more than
one group and, arbitrarily, were allocated to one only.

4.1, Strengths

Strengths of the study include the selection of research
questions that were based on the structured “implication for
research’’ section of Cochrane SEs, the utilization of feed-
baclk based on expert opinion from a variety of stakeholder
groups, and the application of a specific selection procedure
to dentify experts andverify their expertize Themain advan-
tage of thiz approach 1sthat experts from all over the world
were able to participate anonymously and meaningfully in
the pricritization exercise without incurring additional
expenses, which proved to be a well-structured mean of
effective communication and group decision making,

Table 5. Example of relevant questions with statistical difference by
the sex ofthe participant

1. Daointerventions to reduce weight and ohesity in pregnantwomen
have any effect on improving maternal health outcomes?

2. WWhat is the effectiveness of maternity waiting horme (WMWH)
facilities in improving maternal health outcomes in low-resource
countries?

3. What are the indicators to better assess the short- and long-term
outcomesofcaesarean section and vaginal birth?

4. Which are the best strategiesfor management of gestational
diabetes including altern ativ e management strate gies?

5. What is the effectiveness and safety of various interventions
[such as administration of oral anti-diabetics drogs, combined
nutrition and glucose self-rnonitoring, and continuous glucose
maonitaring) in improving maternal health outcomes in pregnant
women with pre-existing diabetestype 27

6. Compared with insulin or dietary and lifestyle control, what is the
effectiveness and safety of various oral anti-diabetic agents in
improving maternal health outcomes and glycaemic contral
parameters for wornenwith pre-existing diabetes mellitus,
impaired glucose tolerance, or previous ge stational diabetes
mellitus, who are pregnant or who are planning a pregnancy?
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furthermore, no significant differences were found when
comparing high-, medium-, and low -income level countries.
In addition, the implementation of continuous monitoring
and evaluation of the prioritization exercise by the research
team provided the following advantages: prompt 1dentifica-
tion and resolution of technical problems and prompt and
personalized response to participant feedback.

5. Conclusion

It is possible to select and rank maternal health research
pricrities using this approach, which was found to be nno-
vative and useful in obtaining expert opnion from a variety
of stakeholder groups using only one database. The highest
priority research questions identified i this study can
potentially have a major impact on maternal mortality 1f
they are considered when new research iz platned and pro-
duced That could be mnovative in the global research
agenda, particularly for selected interventions on determi-
nants related with health systems and policy.

This is especially important for governments and aid
agencies supporting research efforts in develeping coun-
tries, which are already overburdened and extremely
rescurce limited. More research is needed to fine-tune this
pricritization process to better serve the needs of not only
researchers but also policy makers, funders, and consumers.

§.1. Ethical considerations

This prioritization exercise was considered a Public
Health Practice aiming at monitoring public health research
priorities [35] All participants have consented to partici-
pate in the survey; responses were treated and analyzed
anonyrmously.
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Resumen

Objetivo: evaluar la variacion en el riesgo de sesgo (RdS) de ensayos controlados

aleatorizados (ECA) en el tiempo.

Se analizaron todos los ECA incluidos en revisiones sistematicas (RS) publicados en
la edicion 12 (2012) de la base de revisiones sistematicas de la Cochrane. Se extrajo
la evaluacién de cada dominio de RdS realizada por los autores y otras caracteristicas
de los ECAs. Se utilizd regresion logistica multivariada para evaluar la asociacion
entre la presencia de un bajo riesgo de sesgo segun dominios de RdS y otras

caracteristicas.

Se incluyeron 1732 ECAs de 97 RS. Los ECA juzgados como de bajo y alto RdS

aumentaron significativamente con el tiempo, mientras que las tasas RdS poco claro
disminuyeron en varios dominios. El aumento de las tasas de bajo RdS fueron
consistentes cuando se considera el tipo de intervencion (medicamentos vs otras
intervenciones), el tamafo de la muestra y el nivel de ingresos del pais. El analisis
multivariado con regresion logistica mostro que los ECAs publicados entre 2006-2012,

en comparacion con los publicados antes de 1990, fueron mas propensos a ser

considerados con bajo RdS para la generacién de secuencia de aleatorizacién (OR =
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3,96 IC 95 % 2,29-6,87), para el ocultamiento de la asignacion (OR = 3,56; 1,96-6,46),
para los datos de incompletos (resultados objetivos) (OR 1,89 ; 01.13 a 03.15) y para

los dominios de reportes selectivos (OR = 4,14 ; 2,35-7,29).

Los ECAs han mejorado el reporte y disminuyeron la incertidumbre para la evaluacion

de RdS en las ultimas décadas.

El tercer articulo fue aceptado el 1 de Junio de 2014 y se encuentra en imprenta. Se
copian a continuacion carta del co-editor y el articulo en etapa de revision para su

publicacion:
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quakiny figure.
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ORIGINAL ARTICLE
Risk of bias of randomized trials over time

: d
Havier Bonf 1}} [?E_]
“Health Sy tewes and Services, Fan American Heelth Grgon aefion, Weshington, DC LU
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Aecepted 1 Jme 2014; Poblished online 000t

Abatract

Obxctives; To determine the variation in the risk of bias (EoB) of randomized contralled trials (RCTs) in time.

Study Diesign and 3etting; We reviewed all included ECTs from systematic mviews (3Es) published in the iszue 12 (2012) of the
Caochrane Databases of Systematic Revisws, We extracted the RoB author’ s evaluation per domain and other RCT characteristics. Multi-
variate logistic regression was used to evaluate associabion bebween the presence of a low EoB according to EoB domains and other
chiarackariztics.

Besuls; We included 1,733 ECTs from 97 3Ra. The rates of RCTs jdgzed a3 having low and high Rob significantly increazed over
time, whereas e rates of unclear RoB decreased for several domains. Increased rates of low EoB were consistent when considering the

type of int&wantionédrugs ¥, others), s:ample 31zg, and counkry mcome level, Mulkivariate logistic re.ﬁre.ssion shows that ECTs published
bebwean 006 and 2012, compared with those publizshed before 1990, ware more Hkely to be considerad at low EoB forssquence generation

tadds ratio [DR] 2 3.96; 95% confidence interval [CT]: 2.29,6.87), allocation concealment §OF 5 3.56; 95% C[: 1.96, 6.46), incom plete
outcame data {objective autcames; OR 5 1.89; 95% CT 1.13, 3.15), and selective reporting {OR & 4.14; 95% C[: 2.35, 7.29) domains.

Conclusion; ECTs have mproved reporting dunng the last decades decreasing the uncertainty forthe EoB assessment,

Inc. AT rights resarved.,

8 2014 Elsevier

Eepwords: Randomized controlled trials; Rizk of biss; Systematic ®views; Methods; Research design; Quality tmprovement
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Svstematic reviews (SRs) of randomized controlled trials
(RCTs) provide the most reliable source of evidence and are
at the core of clinical practice guidelines recommendations
and clinical and policymakers” decisions [123]. Although
rigorons and detailed methods have been developed and nsed
by swstematic reviewers (e, Cochrane Collaboration hand-
book),a number of factors mav influence the confidence that
users of those ZRs have in the estimates of risk and benefit of

clinical or public health interventions [2].

Conflict of interest: 3. wipated in thiz stody dunng iz intemship
at the Pan 4 merican Heal ization. The Pan Amencan Health Orga-
niza tion doe s ot asswme responsibility for the statements contained thevein
EC.izaPhD. candidate at the Universitat Autonoma de Barcelona. PA . is
funded b a Miguel Servet research contract from the Instituto de Salud

Carlos IT CPOS00L37), E

The GRADE working group approach proposed a  svys-
tem for rating quality of evidence in SRs and guidelines.
According to GRADE, the ° ‘quality of evidence reflects
the extent to which confidence i an esttmate of the effect
is adequate to support recommendations.” Althongh ECTs
are considered high-guality evidence to evalvate the effi-
cacy of health came interventions [172], GRADE proposes
several measons to lower our confidence m this type of
design, mecluding; nsk of bias (FoB), imprecision, inconsis-
tency, indirectness, and magnitode of effect [4].

EeE is defined as the risk of  * Gsystematic emor or de-
wiation from the truth, in results or inforences * [2], and
RCTs included in Cochrane SE are frequently mdged as
hawving high or unclear RoB [527], Such bias may lead to
an overestimation or nnderestimation of the tme effective-
ness of interventions, Many tools have been developed to

evalvate the RoB or the quality of RCTs [1,2]. In 2008,
the Cochrane Collaboration introduced the RoB tocl as
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- L vt of &l doareaal of Clinkal Epidamicdigy B (M1 B

reportiag bass, and other bias ) the o] wat updated i 2011
afier & funther evalusiion wp Indude modifkcitons such 2
wpsang linding of participands s personne] sepo aloly
o bins resed 1o blinding of avcome xsemment and
e e eady abop of a inal i the “other somroes of buss®
domain [25]). Although it is difficull vo objectively dover-
mune fhe smouni af bisd i 3 dudy o i wial exien b
heve affeced the msuly of RCTL evalumion can ool
e Kol il 2 siudy has by donilying cones felme: fo
crample, if m ROCT i not Hindad, it will peshahly hawe
o Rl ibim e one thai i hlmdal, parscaasdy for sl
jective owcomees | 1.2) The evalestion is gypically per-
formal independenily by two sysiemaie reviewsrs. and
disagreements ar¢ usually sobved by consensus or by & third
mviews [IL

Apcither soeee of concam that oould alo mroduoce bl
W Ihe stasianent of e ROTS 14 he quality of melearch w-
rERg The Commhdmies] Sizmadera o Rr'l'l'lll-[_ Trnlks
(COMSORT) smement publishad in 1996 19, updaad in
I [ 1] o] TENAEN |11, stemclerafives: ihe nepewing o
BT findings Althoighk dwe impoot aof CORSORT meone.
v e 4w B ol s e e, vhee iwﬂilqmllynl 18
porteg dudig the peil-CONSORT pericd detmd o hiw
mprzend |12=14] An owrview ol mviews ssssng e
quiley of BCTe bawesn (w7 and 2007 found tha
altonph teve b on iparant vanshibly = rssdng G
qualey of ROCTx, the meporting of the methadnlogy sdsnd
i by oo e ceme 13,14

Alrhough a number of sudies have evalused the impac
ol reporimy. pudelines, or maew the ol in spocilic sebsol
of RCTs (5,61, 1o the tea of our knowledge . ao sindy has
explored the vanation of RoB in RCTs overtime, We théne-
e v lusied this jaome a3 coloet of Coclrane SR

L Mletlunls
LI Kiudy design

Mihoedolagical surviey of 2l imcludod RCTx in the Co-
chram SRs published i 2011 (issue 1) in the Codhmne
Dashases of Syoematc Reviews.

12. Sample

220 Eligilir
Trec husion criterix all included RCTs in Cochrane SHEs
pablished in 2002 (lssme 12) in the Cochrase Dotsbooss
of Syuwmai Réviews that repared M A€ ond domain
of e Ral tonl Faigdusion ordes: oiber fype of deagm
(i, ohisrvabonsl of guatiedpenineentsl ndied) We
e bmiler] husil wimbies |-h.lu|h|ﬂ m il i o mhesiemci

221 Selecrom of ROT mipartd and dala stni Bon
'Ihrillrrtulilfnﬂm“n-rﬂﬂh'mmﬂn
(5.a) snd ehecked by ofwwra (ILR sned FC ) Nas weve

ebracted From full sticles chat were des med sppeoprisle For
inclusion, A prespec fed Morma was wead o cdlea das,

23, Oaitvsmes

Dhescriprive variabbes were RCT yoas of pubbicasdon; coun-
iy of alfibabion of the main iwvestigsior, fype of oaminy in-
o, tvpe of on (Fill next, sbworact, snd 5o ook
whetter e RCT was multinational or not, ssmple s
type of interventons (drugs procedures., behavior modific
inan, oduc sk, commseling. vaocines, deviees minad; and
oellr s

Analyie anable wis FoB meassad by ibe invirumeni
proposed by the Uschrane Collaborston |2). Exh domes
i elaiiifenl | aconnlioag o Bol, s high, ow, of o ke, sl
soamie of thisse domnains have subc slepoies aoconding 1otk
trpd of cutooms (obeclive of mbjective catcomes) We
chacked e [nformation provided for each inal mgasdng
thet 1wpe o ol e {clbject v o ubpctive), whe nthe ine
Frervesn b wens mal i, war cleees lieed dhae iy ol mEcormis
It ol Pt (et bl goidanss [

2A. Saaneal caclyd

T sxy diffemnced scconding o the Rl intnaeest,
we calculaicd the punbor el propoion of nepors
detcribieg each e, Al Roll domsim wide Jimaded R
differences aocosding by Be tme, Chi-sjuarne If: EVETT L
A pweetalled My exser w8 wede aisd 16 enlne the
g T of S poaetntion eheeen on iepvemeal viedohle
A difference was conslderad i be siakically ipnifican
when £ < 005, RCTs were divided 2 prion 1n [our sirsia
acoordeg w0 e penod of publicadon (3006-201%
w2005 1990~ 1900: md <1989} Taking imo acooun
the immporsm amount of duty, the amhorn sgmed 2 prion
o four dommaing tought mont hkely o repress polonin
s saguence generalios allocsin conoeslmen; blmd-
ing: and moomplete cukcome dala Mulivanse logiclc
rege mion (for cach Roll domaln, <1989 perod wa consdd-
ared basal cxegory) was mod 10 evalusie msociation be-
rwien the prosmce of a low RoB acconding 1o domain and
the year of trial pablcation, ype of inervenlion. sudy sam-
ple dne <50 $1=100 108 =20, and > XN, and the type
of income of e couniry whone e BCT was condeciad
(main comtry for the following caegorder Ovganization
for Ecooomic Uooperaton and Development members;
oty high modion. and low inoome couniresl Sutistcal

analyas of all evabiied ROT wa  pofonmd ssmg
S 121

A Remuka
1 Chemres s af inrfeded sueliew

The swwrch slemilied 119 eviews ol which 77 woee
i laded T ¢ nsnbdering only ahemnainns] Sediss o o

LR SLS TR SR ]
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Tabie 1. Low re of hews. assemment by time

Inconpisis  fncomgie b
Fonding Etading Edinding Hmding N e W
BNEE N, pESIpaNE. O e s da
panams  paomEl  HARUGR JEEVGR W pamag mpatag  Sesrova ohar
Sayamsd  ABGTANE  GADJECNNA (ADpEONVE  (ORjAOTNE (LbjaNRVE (DjERINE SDRACEME  GEBAIER Lol
Vo pariad Eeaion, cmoaimmi, ®E i | K sl micome] owcomesl wbcees],  repaing. of B,
ar dmman o s % (e 5 g wod £ £y %id ) Y] L A0 ] i
= 199 Lo il POE ME) 1674 (3 35050841 944 (22] 313 FI SAT(LEl 3219 (7N I 430 2146 (50) 348 )
W e
19501299 Lowrich E2E9 (13T) 2R4S EE ED.TR (IS 109 3] ZRTE (135 335 (RE] 4155 (1500 BA3 (3] 3RO0S (125 2415 53
5. dhers
H00-F0E Lawrisk SOED (M4T) 27N (1EZ) RO (13N 430 (24) A (148 R1G(ZE 4050 (35 4 .35 (2d) 4440 214 12 ET
. oS
2005-2012 Lowrsk 493 (IFh) 3693 (225] ZT.29016T1 &0 (41) 3121 (191) 7SO T S0IG (07 D39(3h 4444 (272 2418 (14
W SN
Tk L sk 3487 (597) 28.9] 0] Z9.91 (D121 758 (129) 31.19 (534) 724 (124 4552 (MA1) 5250102 3209 671 2430 #1a
o ohers
Foval=n Livew rick 0 o0 amiol [afuth) [l 03835 a1z 1 Wil anzy .00 [afalurd
L

* (e inciude unciesr + high risk of bizs cotegories.

ineluding any RCTs. Fimlly, 1,732 RCTs were included lor
analysis (Appendix A) The couniry whene te RCT was
primarily conducted was ned availabk from reviews in
£3% of the extes. OF thise that were available mast wane
undeaken in high mcome (38.9%) countries, Moa RCT:
were piblished as full-wew ariels ($68%). The paoponion
of asesmed RoB domaim in Coclrane peviews varad
greaily, Missing smsessmeni was more [requent for the
“oiher aouroes of bis" domain (Appendix B

3.2 Kol amessment aver flime

The raes of RCTs judged 2 having low RoB ggnificantly
incressad over tine in Toor doina s (Sequence gensraion,
allocation concealment, incomplets culcome deais mponing
[ohjective ouloomes] and selective oulbome reporting,
Table 1; Fig. 1) Onithe other hand, the rates of RCTs judned
as baving high KoB alse significandly increased in four do-
i (Sedquenee genedalion, 4l keation aoneesa lment, blind-
ing partcipanis and persmnel [(obpdive oucomes),
hlinding cutoome 2sessnds |ajective outcomes]) and other
apiinces of bisd catepories { Table L; Fig. 2).

The fake of RCTs judged 2 having unclar Rol & gifi-
cantly decieaied over time in &l domais (Fig, 30 The
decregse in the rate of RCTs judged as baving unclear
RoB for most domains wes comsisient when comidening
across type of inervenion (drugs . ofher) sample stz
(o500 51 =100 101=200; and = 200), and ¢ mnlry income
level where the RCT was primarily conducrad (A ppendix O).

Multivariaie logistic regression showed that RCTs pub-
Hated berween 2006 and 2012 compared with those pab-
lizhed befome 199 wee more lkely 1o show a low ReB
in Pour domalns (iequence generation |odds ratie {OR|
= 3.9 95% confidemce interval {CT} 224, 687, allocs-
o concealment [OR = 3.56; 95% CL 1.9%, 6.46), ncom-
plete outesme dats eparting [objective owoomes; OR =
L& 95% CL L13, 3.15], and free of seleciive meponing

[OR = 4.14; 95% CL 235, 7.29]). Swdies having sample
ames larger than 100 were more lilely tobe judoad as av-
ing low RoB for allecation concealment (OR = 195, 95%
Cl 121, 3,14, and OR = 3 36: 08% (T 135 3.1, reapan-
tvaly) dan smaller RCTa In addition RCTs of daig nter-
venlions wene more likely b show lower ReB for five of
seven evaliaed domaind (Hinding panicipants personiel
[objective owicomes; DR = 5.13; ¢5% CI: 348 758)
blinding outcom: ssesion [objectve oucomes: OF =
318, 95% CL 223, 4.55], incomplete oucome daia repart-
ing [ohjectve outeomes: OR = 3,10, 95% 1: 2 33, 439],
free of s lective reporting [OR = 3. 16; 95% 1 2.25, 4.43),
and other sounmes of bizs domains [OR = 189 % CL
1.15, 248]). Detailed nformaton is presented in Table 3
Figres 1 and ? ako dhow that RCTs published afier
207 wede judied w having the highea e of low RoB
accompanied by adeceas of dwe rates of both bigh amd v
clexr BoB caegores for most domains.
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Fig 1. Liow riss of b ies domain rees inthe inchuded Gochmne resews
per e, RCT, mndomized aniolied wial.
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4. s ussion
4. Main findwgs

In owr methodolegesl audy, we obseread thal an
incresing dgnifcan proportion of Uedien wene judped
¥ bawving both low sed kigh Rol for sl domsing
med Hme ln sddition, we olerved that Leper audies
and Uose evalusting deug inleventons wene mone |ikey
i by judped o low RoB Qe e of the domams. A g
nii cant decreaning rate of RCTy was judged 25 having un-
clemr Rl over tume; thic deoresse being < onistonl 5 mis
wpis of ipterwmtions, ssmple size, and country incom
kel

Our findings sre consstent with previaw reseach in
ielation o the overall lgh peopoaton of ROCTa haviag e
clear and high RoB [5609). o addition s nember of
sudies bane alwo mporiad slgnificant diffenmees on tnal
gulity o HoR domains seovmding o the simple dee ol

[ o
—
HE o i ] P i
— g — i g e —
— — o =y - —
L | — Eam e
W i il

Fg- L Hghnse of e doren ade o Bie o oded Collrane o
verars per . (HCT, mnd ornarad) ot e triad

the ype of imarventions smong aher chamcensics For
example, the lack of hindiag i RCTe has boen sooe sl
with more cugperstad eitimzed mervenioa effeci.
pa thculsly for sabjective ouloomes. |16—15]

Emarng $e “gquality of evidenoe™ by all dillenmi
agenis (reddachest, heakh peomondl, pansipanta, policy-
makers, con@unvers, malindions, Tumsdess, govermments,
snd a0 foeth) an difforenr anped of development invndve
o evmplen mlapive e Benkiag appanach The devl.
opment, (mplemeatstion, monioring, sad evalastion of
woveral regplsions, nomms, policis, and sandsrds 3 the
satipnal. regional. or global level and the crestion of var-
il instnos goveming beahh ewsch smong may
others factors imphes "3 dynsmic sevwork ol agems
sting in padlel, comusstly rescting o what the otbar
spenk e deing which m wrn mfuences behavier mnd
th setwaork a0 8 whale' [19]. Grlodeal daclarationg, ropodd,
and inilistves have heen develops] and mplementad in
the bt decades 1o enire the integrity of the acimiilic pae
oria mid meduew e risk of maling ineomect oome|usions
gboul imorveniions ofloos: this mohdes te Doclamton
of Helsinki and is subsequent updames [M0], the Belmont
Roport 211 the guidelines for pood clinical pracice
[22—-]. the Weakd Adsocimbm of Medoal Editara [ 5],
ihe DONSORT sisiemen | 10—11] the prespeciive chinical
trild regiswation inilsive [26-29] the reporting of
fetarch retuks [0 the Cochisne Collibodstion -
dirds fow SR4 [7], and the GRATHE wdelong goiop
approach for gaidelines [ 4], However, the impacts of thase
tmiimives o dilTeremi kvels ane st .I*IF!IHJ: redmima)| el
the colletive behaviors of the “reesch sysiem™ and 81
inEmcoe inexk emvinmmenl over me 3 diliculi o
osinblish.

While planning dhia stmdy, we saticipoated the aocpmeace
of & signifcan imcmas |n the e of RCTs having bbw
Fobl and 5 decresis in bah wnc ks sad bhow GO pon & 0w i
time A kew obimcle inthe msemmen of the Roll is the
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Fig. 3. Unclear riss of bizs domain raes in the included Gochmmere-
wiews per year. RCT, randomized commolisd fral.

lazk of wvailable mformaton shout the design, condoct, and
analysis of the study and the Faet tha fepoms do nol 6ie os-
sarlly mflect the way the tdal was conducied In a SR of
RCT for which bodh the proiocol and the publication were
available, Mhaskar et al. found that poor quality of repon-
i il oot v flacit thee achual high methodological quality of
RCTs 1] Cochrane reviewers probably selecied io judge
as “unclear RoB" swudies with mising or poordy reported
information. From our point of view, there ame vadous
ek bl & et pela meaitions for the deciease on the level of meer-
tainty dout the RoB. Tnitistives such as The OONSORT
anstement have improved the quality of reporting in the last
decade, and this finding could be divecly linked to this
improvemen [13.14]: ¢e adequaie reponing of RCTs

Tabls 1. logeie regremion modeks for low nis o bes

facilitates the inepesation of the design and reulis of
tee stady, In addivin, the nmmber of published RCTs,
well & the number of (ol publidiing weh gudies
warldwide, imponanily incressed in the last decade k
could be argued that the homoge nizatio of CONSORT
sandands worldwide in the b decade as well as e
announcement of the Inemations] Commines of Medical
Jourmal Editors in X thar all iwials should ke rephiteed
in 2 proapective dataha se (aceomipaniod by the g e opimeat
of inematimal standasds for regisimiion of clincal irials)
[25=28] could have contrbuied o te incressed raie in
e low KoB and 2 decrease in bodh the unclesr and high
RoB sswasment frem 2008 It 15 dso misresting (o fok
e viaal *homopeneity” of the high RoB over time be-
mween domsing (Fig. 27, which soiifsis with he visalizsed
hetemgenaity of BCTs judged a5 having low RoB (Fig. 1)

4.2 Srrengrhs and Bmisaions ef sudy

Oy atudy hess several lim itabond. First our saimple 18 mot
a random sumple of RCTs. We felied on 3 sample from 2
cohort of SRs published in 3012 in the Cochrane [ibrary.
Therefore, our resulis might not be representative of die
meal RoB of RCTs over time. Howewer, we think that this
# unlikely gven e number of SRS included and de
hreadihof wopics covered, Szcond, we relied on the Bob ne-
sulis reperted i the SRs rather than perferming our own
evalmtion, Although the BoB ool has been widely used
i recend years, soue sudies have Tound low reliability of
de imtrnment bereeen mdividual revewen and aciods
civfde s A mments of reviewer pais (14,1532 Tn a
coldt of cancer RCTs, Vale et al. found thal assessing
RoB from the publication alone could be uwnrelishle,

Vi TRt
[ g g D T
Pt paas, ] & dars
(S o H mpEng i (i
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7. DISCUSION
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El uso de la evidencia cientifica en las decisiones sanitarias es un proceso cada vez
mas necesario y fundamental en paises de bajos ingresos, no solo para contribuir a
resolver los problemas de salud sino también las desigualdades. Para poder llevar a
cabo aquel objetivo se necesitan algunos requisitos, entre ellos la produccion de mas
evidencias y poner en marcha mecanismos para su uso. La utilizacién de pruebas
cientificas en la toma de decisiones implica trabajar en distintas modalidades de
plataformas de traduccién de conocimiento (Knowledge translation en la lengua
inglesa) con el fin que decisores, investigadores y otros interesados lleven a cabo esta

tarea y puedan mejorar las practicas y politicas de salud.

A pesar de que el rol de la investigacion en mejorar los resultados en salud ha sido
bien establecido, un punto clave en el necesario proceso de traducir los resultados de
las investigaciones en politicas y practicas es determinar cuales son las lagunas de
conocimiento y coémo priorizarlas para producir las investigaciones relevantes. La
necesidad de establecer un orden de importancia de potenciales investigaciones
relevantes se fundamenta en que los recursos econdémicos y humanos para
investigacion son siempre escasos. Por ultimo, no solo se necesita producir las
investigaciones necesarias sino que ademas, éstas sean realizadas con los

adecuados estandares de calidad.

Esta tesis esta orientada a los procesos de produccion de evidencias en el campo de
salud materna. La mejora de la salud materna esta incluida como meta del ODM 5y la
preocupacion global es no lograrla. Decidimos tomar la salud materna para este

proceso de identificacion de lagunas de conocimientos porque es un indicador de
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desigualdades existentes y ademas, es un trazador del respeto (o0 no) de los derechos

humanos y de la propia salud como derecho [13, ].

7.1 El mapeo de lagunas de investigacion

Es bien conocido que la morbilidad y mortalidad maternas son prevenibles y
comprenden una variedad de determinantes vinculados a la salud, al desarrollo, a los

derechos humanos y a las libertades fundamentales [33,°7].

Intervenir en salud materna y evitar la morbi-mortalidad especifica implica retos
importantes para los investigadores. Las cuestiones relativas a la salud materna no
siempre son faciles de responder y los resultados de las investigaciones no se pueden
transferir facilmente a los diferentes escenarios. Esto se debe a que las intervenciones
de salud materna, ya sean clinicas o no clinicas, dependen en gran medida del
contexto. No es suficiente entender el problema, la poblacion y el resultado. Otros
factores, tales como las creencias de la poblacion, los servicios de salud, los sistemas
y las politicas de salud también son determinantes importantes de la salud materna.
Los esfuerzos de producir investigacion en este campo a veces se caracterizan por la
ambigiedad y la creciente complejidad, por lo que se hace necesario un enfoque bien
organizado para abordar eficazmente las lagunas de conocimiento. Por esta razén el

mapeo sistematico por pares, la clasificacion de las preguntas de investigacion en

66 TheMillennium DevelopmentGoals Report (2011).UnitedNations New York.
Disponible en: http://www.undp.org/content/dam/undp/library/MDG/
english/MDG_Report_2011_EN.pdf. Con acceso el 4 de septiembre de 2013.

67 Khan K, Wojdyla D, Say L, G€ulmezoglu A, Van Look P. WHO analysis of causes of
maternal death: a systematic review. Lancet 2006;367:1066e74
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dominios fue una eleccion légica para servir como la base instrumental a este

proyecto.

Muchos paises han establecido que la salud maternay la disminucion de la mortalidad
materna son prioridades en sus agendas nacionales de investigacion sanitaria [8,%].
Sin embargo, la produccién insuficiente de la investigacion relevante en zonas de
bajos recursos [2,3,18] y la pobre transferibilidad de las evidencias disponibles de
paises altos ingresos serian factores que contribuyen a las lagunas de investigaciéon

existentes [°,""].

El mapeo de lagunas de investigacion en salud materna se basoé en tres supuestos. El
primero de ellos es que los mecanismos de cdmo las intervenciones trabajan para
mejorar la salud materna no se entienden completamente, por lo tanto no es tan simple
juzgar si se estan desarrollando investigaciones suficientes o si es mas necesaria en
otros contextos. También asumimos que los resultados de investigaciones no se

pueden implementar inmediatamente, ademas de ser muchas veces subestimados

68 Doyle J, Waters E, Yach D, McQueen D, De Francisco A, Stewart T, Reddy P,
Gulmezoglu AM, Galea G, Portela A. Global priority setting for Cochrane systematic
reviews of health promotion and public health research. J Epidemiol Community Health.
2005 Mar;59(3):193-7.

69 Sheppard AJ, Hetherington R. A decade of research in Inuit children, youth, and
maternal health in Canada: areas of concentrations and scarcities. Int J Circumpolar
Health. 2012 Jul 26;71:18383.

70 Piaggio G, Ba'aqeel H, Bergsjg P, Carroli G, Farnot U, Lumbiganon P, Pinol A, Villar
J. The practice of antenatal care: comparing four study sites in different parts of the
world participating in the WHO Antenatal Care Randomised Controlled Trial. Paediatr
Perinat Epidemiol. 1998 Oct;12 Suppl 2:116-41.

"t Burchett HE, Dobrow MJ, Lavis JN, Mayhew SH. The applicability and transferability
of public health research from one setting to another: a survey of maternal health
researchers. Glob Health Promot. 2013 Mar;20(1):16-24.
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por parte de los decisores, y que se necesita mas investigacion para comprender y
abordar mejor las causas de muerte materna. Numerosas lagunas de conocimientos
relacionados con la morbi-mortalidad materna son todavia persistentes y
abrumadoras. Nosotros hemos mapeado mas de 300 preguntas de investigaciéon que

nos estan marcando las lagunas mencionadas.

En segundo lugar asumimos que estos vacios en el conocimiento pueden ser
mejorados a través de una mayor produccion y utilizacién de evidencias tanto para la

practica clinica como para las politicas.

Por ultimo, se supuso que una manera de promover la politica y la practica basada en
evidencias es "mapeando" (identificando lagunas y sus implicaciones) y priorizando
las necesidades de investigacidn como una forma de mejorar la eficacia y reducir las

desigualdades de salud en entornos de escasos recursos.

Para el proceso de mapeo de lagunas y la transformacion de ellas en preguntas de
investigacidon hemos usado las revisiones sistematicas de la biblioteca Cochrane y
especificamente el campo “Implicaciones para la investigacion”. Segun nuestro
conocimiento, es el primer estudio que realiza este proceso en salud materna. Las
ventajas de esta metodologia fue la disponibilidad del insumo (revisiones Cochrane)
estandarizado y de calidad. El proceso de construccién de preguntas en formato PICO
[poblacién (P), intervencion (1), comparacién (C) y resultado (O de Outcome)] [23] fue
un proceso iterativo y laborioso pero finalmente logramos desagregar hasta la laguna
mas impensable y visualizar por primera vez al propio sistema de salud y sus politicas

como determinantes de la salud materna y de la mortalidad.
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Esta metodologia sencilla es posible de usar y las preguntas estan disponibles no solo
para seguir en el tiempo la cobertura de estas lagunas sino para actualizarlas y
priorizarlas. De hecho, en el anexo 13.3 se encuentran 2 protocolos de revisiones
Cochrane como contribuciones futuras de la autora desde este trabajo de tesis, a las

lagunas de investigacion que existen en el campo de salud materna.
7.2 Sobre el proceso de priorizacion

La primera etapa de la ejecucidn de esta tesis nos permitié confeccionar un mapa de
319 preguntas que sirvieran de insumo para el proceso siguiente de priorizacion y
para mostrar lo que sospechabamos al inicio del proyecto, esto es, que existen todavia
muchas lagunas de conocimiento en el campo de salud materna [70]. El proceso de
priorizacién de estas preguntas de investigacién fue el paso siguiente con el fin de

visibilizar e informar la agenda de investigacion de la salud materna a nivel mundial.

Aunque ejercicios previos de priorizacion han buscado lagunas de investigacion en el
campo de mortalidad materna, el enfoque descrito en nuestro estudio es a nuestro
entender y como ya fue expresado, uno de los primeros intentos de utilizar un numero
importante de revisiones Cochrane para identificar preguntas de investigacién y
obtener la opinion de expertos de multiples grupos de interés ["2]. Saldanha y Col., han
publicado recientemente un estudio piloto para identificar las necesidades de
investigacién usando una revision sistematica para la diabetes gestacional [24] en un

proceso similar al nuestro. Sin embargo, nuestro ejercicio incluyé un mayor numero de

2 Sridhar D (2012) Who Sets the Global Health Research Agenda? The Challenge of
Multi-Bi Financing. PLoS Med 9(9): e1001312.
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revisiones sistematicas y se centré en dar prioridad a las preguntas de investigacion a

nivel mundial abarcando un espectro muy amplio para salud materna.

Aunque existe un consenso creciente de que los sistemas de salud en toda su amplitud
son la clave para lograr mejores resultados de salud, hay mucho menos acuerdo sobre
como funcionan [®)]. Se encontr6 que las lagunas sobre las intervenciones
relacionadas con los sistemas y las politicas de salud seguian siendo la maxima
prioridad en las dos rondas en nuestro ejercicio de priorizacion. Esto también podria
reflejar que los expertos han incorporado este tema como un factor determinante para

la salud materna y debe ser explorado y abordado.

Debemos comprender que la priorizacidon de investigaciones para la salud son
procesos dinamicos que estan influidos por multiples factores. Nuestros hallazgos
mostraron la influencia del contexto, muy consistente con los hallazgos en la literatura
[40,41]. Por ejemplo, nuestro proceso de priorizacion dependié tanto de factores
externos como por ejemplo, el sexo de los participantes, el rol y pais de residencia, asi
como también de factores internos como la duracién de la encuesta, la legibilidad de
las preguntas de la misma, y en algunos casos las dificultades técnicas relacionados al

formato electrénico de la encuesta.

La tasa de respuesta fue otro tema fundamental en nuestro ejercicio. Tuvimos un
promedio de 47 % y el 17 % de las respuestas en la primera y segunda ronda,
respectivamente. Los participantes de la primera ronda fueron los mas entendidos en

el campo de la salud materna (pre-definidas como aquellas con mayor numero de

3 Travis P, Bennett S, Haines A, Pang T, Bhutta Z, et al. (2004) Overcoming
health-systems constraints to achieve the Millennium Development Goals. Lancet.
364(9437):900-6.
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publicaciones en un area especifica). Ellos fueron los primeros filtros en este esfuerzo
para identificar las cuestiones mas relevantes. La menor tasa de respuesta en la
segunda ronda podria explicarse porque incluia a todos los miembros de los cuatro
grupos de la Colaboraciéon Cochrane (CC) ya mencionados en el apartado de

metodologia.

Tuvimos mas respuestas a las preguntas relacionadas con hemorragia postparto, muy
probablemente debido a que es la principal causa de muerte materna en todo el
mundo. Otras cuestiones prioritarias de investigacion que se consideren pertinentes
por los participantes fueron los trastornos hipertensivos, el aborto y el embarazo no
planeado, tal vez porque el aborto es la principal causa de muerte materna en muchos

paises y la maternidad adolescente es planteada como un problema de salud publica [

74]_

Los participantes consideraron que las intervenciones relacionadas con los sistemas y
politicas de salud son determinantes importantes de la salud materna, y también el
como convertirlas en preguntas especificas que requieren una respuesta urgente en
relacién a alcanzar las metas del ODM 5. Todos estos resultados estan en linea con el
creciente consenso de tener en cuenta a los determinantes de la salud relacionados
con los sistemas, con programas y con las politicas de salud en el campo de la salud

materna e infantil [23,25-28,7°,7°].

4 The Millennium Development Goals Report 2012. United Nations New York (2012).
Disponible en:
http://www.un.org/en/development/desa/publications/mdg-report-2012.html. Con
acceso el 2 de mayo de 2012.

> USAID’s Global Health Strategic Framework. Better health for development.
Executive summary. U.S. Agency for International Development.(2012) FY 2012—-FY
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No encontramos ninguna explicacion plausible de por qué casi el doble de mujeres
mas que hombres respondieron la encuesta, ni por qué las respuestas de los hombres
fueron significativamente mas completas que las de las mujeres (65 % versus 51 %).
Se necesita mas investigacion para comprender mejor por qué existen estas
diferencias. Los estudios futuros deben explorar el establecimiento de prioridades
desde la perspectiva de los diferentes grupos de personas, en particular los
responsables de formular politicas, los politicos, economistas, administradores de

salud, los proveedores de salud y los pacientes.

7.3 La calidad de las investigaciones en el tiempo

Originalmente habiamos pensado en analizar los ECAs contenidos en las revisiones
Cochrane relacionadas con salud materna. Durante el proceso de mapeo y
priorizacion anticipamos que no iba a ser factible conseguir un numero suficiente de
estudios para mostrar las diferencias de riesgo de sesgo en el tiempo (o la evolucién
temporal de la calidad de los mismos), por lo que decidimos tomar una muestra
general de ECAs de la base de las revisiones Cochrane asumiendo que de manera

indirecta podrian mostrarnos una tendencia general de calidad.

En nuestros resultados se observd un aumento significativo de estudios juzgados tanto
como de bajo como de alto riesgo de sesgo para varios dominios en el tiempo. A su

vez, el alto riesgo de sesgo para algunos dominios disminuyo en los estudios mas

2016. Disponible en:
http://transition.usaid.gov/our_work/global_health/home/Publications/docs/gh_framewor
k_es2012.pdf. Con acceso el 2 de mayo de 2012.

6 Owlia P, Eftekhari MB, Forouzan AS, Bahreini F, Farahani M, Ghanei M. Health
research priority setting in Iran: Introduction to a bottom up approach. J Res Med Sci.
2011 May;16(5):691-8.
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grandes y en aquellos que incluian intervenciones con drogas. Se encontré6 ademas
una tasa de disminucion significativa de riesgo de sesgo incierto o poco claro en el

tiempo que fue relevante cuando se incluyeron tipos de intervenciones, tamafo de
muestra y el nivel de ingreso del pais. Estos resultados son consistentes con
investigaciones previas en relacién con el alto porcentaje de ECA con alto riesgo y

también con riesgo de sesgo incierto [7, 8, °].

Ademas, un numero de estudios también informaron diferencias significativas en la
calidad de los ensayos o en el riesgo de sesgo de los dominios de acuerdo con el
tamafno de la muestra y el tipo de intervenciones, entre otras caracteristicas. Por
ejemplo, la falta de cegamiento en los ECAs se ha asociado con estimacion de

efectos mas exagerados y en particular para resultados subjetivos [2°,87,82].

7 Sinha YK, Craig JC, Sureshkumar P, Hayen A, Brien JA. Risk of bias in randomized
trials of pharmacological interventions in children and adults. J Pediatr. 2014
Aug;165(2):367-371.e1.

8 World Health Organization. The World Health Organization announces new standards
for registration of all human medical research. Geneva: WHO; c2011.

® Vale CL, Tierney JF, Burdett S. Can trial quality be reliably assessed from published
reports of cancer trials: evaluation of risk of bias assessments in systematic reviews.
BMJ. 2013 Apr 22;346:f1798

80 Pildal J, Hrébjartsson A, Jargensen KJ, et al. Impact of allocation concealment on
conclusions drawn from meta-analyses of randomized trials. Int J Epidemiol
2007;36:847-57.

81 Wood L, Egger M, Gluud LL, et al. Empirical evidence of bias in treatment effect
estimates in controlled trials with different interventions and outcomes:
metaepidemiological study. BMJ 2008;336:601-5.

82 VViswanathan M, Berkman ND, Dryden DM, Hartling L. Assessing Risk of Bias and
Confounding in Observational Studies of Interventions or Exposures: Further
Development of the RTI Item Bank [Internet]. Rockville (MD): Agency for Healthcare
Research and Quality (US); 2013 Aug.
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En las ultimas décadas se han ido desarrollado e implementado reportes globales,
informes e iniciativas para garantizar la integridad del proceso cientifico y reducir el
riesgo de llegar a conclusiones erroneas sobre los efectos de las intervenciones, como
son por ejemplo, las recomendaciones para la buena practica clinica [, 8, %], la
declaracion CONSORT [60], la iniciativa de registro de ensayos clinicos prospectivos [
8 871, los reportes de resultados de la investigacion [®8], las normas de la CC para las

revisiones sistematicas [29] y los criterios del marco metodolégico GRADE [*].

Sin embargo, los impactos de estas iniciativas en diferentes niveles no estan

estrechamente relacionados y los comportamientos colectivos de los "sistemas de

8 European Medicine Agency. Disponible en: http://www.ema.europa.eu/ema/. Con
acceso el 3 de junio de 2013.

8 U.S. Food and Drug Administration. Science and Research. Disponible en:
http://www.fda.gov/ScienceResearch/SpecialTopics/RunningClinicalTrials/default.htm.
Con acceso el 3 de Junio de 2013.

8 Turner L, Shamseer L, Altman DG, Schulz KF, Moher D. Does use of the CONSORT
Statement impact the completeness of reporting of randomised controlled trials
published in medical journals? A Cochrane review. Syst Rev. 2012;1(1):60.

8 De Angelis C, Drazen JM, Frizelle FA, Haud C, Hoey J, Horton R, et al. Clinical trial
registration: a statement from the International Committee of Medical Journal Editors. N
Engl J Med. 2004;351:1250-1.

87 Stegemann H. [The International Clinical Trials Registry Platform - ICTRP]. Arch
Latinoam Nutr. 2007 Dec;57(4):311-2.

88 Krleza-Jeric K, Chan AW, Dickersin K, Sim |, Grimshaw J, Gluud C for the Ottawa
Group. Principles for international registration of protocol information and results from
human trials of health related interventions: Ottawa Statement (part 1). BMJ.
2005;330:956-8.

8 Guyatt G, Oxman AD, Akl EA, Kunz R, Vist G, Brozek J, Norris S, Falck-Ytter Y,
Glasziou P, DeBeer H, Jaeschke R, Rind D, Meerpohl J, Dahm P, Schinemann HJ.
GRADE guidelines: 1. Introduction-GRADE evidence profiles and summary of findings
tables. J Clin Epidemiol. 2011;64(4):383-94.
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investigacion" y su interaccion en cada ambiente a través del tiempo, son dificiles de

establecer.

Durante la planificacion de este estudio, esperabamos encontrar un aumento
significativo en la tasa de ECAs con bajo riesgo de sesgo y una disminucion en las
categorias tanto para el alto sesgo como para el RdS poco claro o incierto. Uno de los
obstaculos clave para evaluar el riesgo de sesgo es la falta de informacion disponible
sobre el disefo, realizacion y analisis del estudio y el hecho de que las publicaciones
no reflejan necesariamente la forma en que fue desarrollado el ECA. Probablemente,
los revisores Cochrane tomaran la decision en estos casos, de evaluar como riesgo de
sesgo poco claro. Por otra parte, la disminucion en el tiempo del riesgo de sesgo

incierto o poco claro como fueron los hallazgos de esta tesis, podria estar relacionada
con la mejora del reporte propuesta por el CONSORT [*°, 61,°'. El uso de la
herramienta permite facilitar la interpretacion del diseno del estudio y los resultados.
Otro factor que podria haber contribuido a la mejora de RdS en general como
informamos en nuestros resultados, es que desde 2008 el Comité Internacional de
Editores de Revistas Médicas (ICMJE) en 2004 determind que todos los ECAs deben

registrarse [%2,%3 %4].

% Dechartres A, Charles P, Hopewell S, Ravaud P, Altman DG. Reviews assessing the
quality or the reporting of randomized controlled trials are increasing over time but
raised questions about how quality is assessed. Journal of Clinical Epidemiology
2011;64:136- 144.

9" Turner L, Shamseer L, Altman DG, Schulz KF, Moher D. Does use of the CONSORT
Statement impact the completeness of reporting of randomised controlled trials
published in medical journals? A Cochrane review. Syst Rev. 2012 Nov 29;1:60.

92 World Association of Medical Editors. Disponible en: http://www.wame.org/. Con
acceso el 3 de junio de 2013.
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9% Roehr B. FDA given new powers over data reporting to national clinical trials
registry. BMJ. 2012 Oct 2;345:6629.

% World Health Organization. The Mexico Statement on Health Research. Knowledge
for better health: strengthening health systems. Geneva: WHO; c2011.

95 Rada G, Pérez D, Capurro D. Epistemonikos: a free, relational, collaborative,
multilingual database of health evidence. Stud Health Technol Inform. 2013;192:486-90.
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Anexo 10.1 Resumen de métodos de priorizaciéon que fueron evaluados

criticamente [18, 40, 41, 44,46-48].

Tabla 1. Metodologias de establecimiento de prioridades. (Se dejaron los
nombres en ingles para evitar malas interpretaciones)
Compound Approaches
(using historical data)
* Essential National Health Research
Approach (ENHRA)
* Burden of Disease
* 3D Combined Matrix Approach
* Child Health Priorities Approach
Foresighting Approaches
(using projected data)
* Visioning
* Scenario Creating
* Delphi

* Roadmaps

Tabla 2. Metodologias de ranking de prioridades

Direct Valuation
* Comparison in Pairs

* Anchored Rating Scale
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Indirect Valuation
* Hanlon Method

* ENHR Method

* Incluyen procesos, no un “método”

Anexo 10.1 bis. Resumen de los tres métodos mas usados para el
establecimiento de prioridades de investigacion.

Tomado de “Priority Setting Methodologies in Health Research: A workshop convened by WHO's Cluster
on Information, Evidence and Research (IER), its Department for Research Policy and Cooperation
(RPC) and the Special Programme for Research and Training in Tropical Diseases (TDR)” (2008).

http://www.tropika.net/report/Chinnock200806 12ReportPrioritySetting/workshop_summary_and_conclusions.pdf

Tabla 3. Resumen de los tres métodos mas usados para el establecimiento de
prioridades de investigacion.

Resumen

Fortalezas

Debilidades

Aplicaciones y referencias

Essential National Health Research (ENHR) approach

e Defines who sets priorities and how to get participants involved, the potential functions, roles and responsibilities of
various stakeholders, information and criteria for setting priorities, strategies for implementation and indicators for
evaluation

e  Specifies broad research avenues
e Detailed listing of priority possibilities/options
e Involvement of a broad range of stakeholders

e  Significant engagement with experts

e Discussion and decisions on funding based on participants’ own views and knowledge

e |dentified interventions and research questions are not compiled in a truly systematic way
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Country experiences

Philippines

South Africa

Brazil

Alan B Feranil (2004) http://www.globalforumhealth.org/

Department of Health, Directorate Research Coordination and Management (1996), South Africa

Reinaldo Guimaraes, Cuadernos de Saude et al. Ministry of Health (2005). Brasil. ISBN 85-334-0827-3

Combined Approach Matrix (CAM)

Systematic classification, organization and presentation of large body of information
Incorporates many dimensions

Recently included gender and poverty dimensions

Specifies broad research avenues

Identifies gaps in knowledge and future challenges

Systematic listing of all relevant information so that decisions made by the members of committees based on all relevant
and available information, rather than their own personal knowledge and judgment

Does not, in itself, represent an algorithm for making decisions on the priorities by ranking competing investment options,
or differentiating the two alternative research strategies according to their priority

Identified interventions and research questions are not compiled in a truly systematic way

Consensus reached by panels of experts and danger is that decisions may be driven by research interest bias of
individual experts

Diarrhoeal diseases research in India

Pakistan’s National Action Plan for noncommunicable disease: prevention, control and health promotion
Application of the CAM to a disease: The example of schizophrenia

Application of the CAM to a risk factor: The example of indoor air pollution

Perinatal and neonatal care in Pakistan

Child Health and Nutrition Research Initiative (CHNRI) approach

Principles of legitimacy and fairness

Detailed listing of individual questions

Individual questions scored against pre-defined criteria. Technical experts independently score each research option
Stakeholder input is sought and used to provide relative weight of the criteria

Systematic listing of individual research questions

Everything that led to the final list of priorities is recorded, is repeatable, can be reviewed, can be challenged and can
be revised at any time based on feedback
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e  Weights and thresholds may be revised to address the changes in a dynamic political, economic, social and cultural
environment

e May be too specific for some purposes
e Role of non-experts limited to selection and weighting of criteria

e  Consensus building is incorporated in methods (eg selection of areas of research, weights given to criteria) but not
formally after the priorities are set

e National level: South Africa (Tomlinson et al., PLoS Med, 2007)

e  Global level: Pneumonia, Diarrhoea, Malaria, Neonatal conditions, Undernutrition and HIV/AIDS with WHO (Rudan et al.,
Lancet Inf Dis, 2007) Zinc, Falls injuries (Hyder et al., Acta Paediatrica, 2007; Brown et al., Public Health Nutr, in press)
Mental health (Chisholm et al., Lancet, 2007)

Anexo 10.2. Lista de las 62 preguntas priorizadas

Fuente: Chapman E, Reveiz L, Sangalang S; Manu C; Bonfill X; Mufioz S; Abalos E. Global research
priorities for decreasing global maternal mortality and morbidity: an international survey. Journal of
Clinical Epidemiology. Manuscript Number: JCE-13-137

1 Compared to the conventional start of hormonal contraceptives, what is the
effectiveness and safety of immediate start of hormonal contraceptives in reducing
unintended pregnancies?
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2 What behavioral issues contribute to the failure of women of reproductive age to use
emergency contraception to prevent unwanted pregnancy, even if emergency
contraception is readily available?

3 What are the behavioral issues surrounding the failure to use emergency
contraception when needed, even when it is readily available?

4 What is the effectiveness and cost-effectiveness of enhanced counseling, use of
intensive reminders (for one’s next appointment), and dosing in improving adherence
and acceptability of hormonal contraceptive use, among women of reproductive age,
without medical contraindications to hormonal methods of contraception?

5 What strategies are most effective in increasing adherence to different methods of
contraception according to consumers?

6 What is the effectiveness and safety of immediate postpartum insertion (within ten
minutes of delivery of the placenta), vs. delayed postpartum or interval insertion, of an
intrauterine device (IUD) to prevent pregnancy and/or spontaneous expulsion?

7 Which interventions based in theory (such as the social cognitive theory) are most
effective in preventing unwanted pregnancy in low-resource areas and in clinical
settings?

8 Should antibiotics be routinely used in cases of incomplete abortion?

9 When used in combination with misoprostol for induction of a mid-trimester abortion,
what is the additional value, safety, optimal dose, and timing of mifepristone?

10 What is the effectiveness and safety of misoprostol for medical treatment of early
fetal death?
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11 What is the optimal route of administration and optimal dose, as well as the potential
side effects, of misoprostol during medical treatment of early fetal death?

12 What is the optimal dose, frequency, and route of administration of misoprostol for
induction of labour to terminate pregnancy in the second or third trimester for women
with a fetal anomaly or after intrauterine fetal death?

13 What is the effectiveness and safety of various medical interventions (such as
misoprostol, expectant care, and surgery) for the treatment of incomplete miscarriage
for pregnant women between 13 to 24 weeks gestation?

14 What is the comparative effectiveness and safety of the use of medical treatments
(by the various routes) with expectant care versus surgery in women with incomplete
abortion between 13 and 24 weeks?

15 What is the most effective and safe method for preventing and/or controlling pain in
conscious women having uterine interventions without general anaesthesia?

16 Compared with a policy of delayed delivery (expectant management), what is the
effectiveness of a policy of early delivery by induction of labour or by caesarean section
for women with severe preeclampsia in improving maternal and neonatal outcomes?

17 Compared with all three components of active management of the third stage of
labor (Controlled cord traction, uterine massage of the placenta after delivery, and
administration of an uterotonic soon after delivery of the baby) what is the effectiveness,
cost-effectiveness, and safety of administrating various uterotonic drugs in order to
reduce bleeding in the mother?

18 Compared with routine active management of the third stage of labor (Controlled
cord traction, uterine massage of the placenta after delivery, and administration of an
uterotonic son after delivery of the baby), is management by a single uterotonic drug
effective in reducing bleeding and improving health outcomes for women after delivery?
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19 What is the effectiveness and safety of sustained uterine massage after delivery of
the placenta (with or without the use of uteronics) for the prevention of postpartum
haemorrhage in pregnant women in the third stage of labour?

20 What are effective interventions for control of primary postpartum haemorrhage
(PPH) following home deliveries, particularly in developing countries?

21 What is the optimum method of expectant management of the third stage of labor
that results in the lowest rates of PPH?

22 Should a loading dose of magnesium sulphate be used for women with
pre-eclampsia at primary care level before they are transferred to hospital?

23 What is the minimum effective dose of magnesium sulphate for women with
pre-eclampsia?

24 What is the optimal duration of magnesium sulphate therapy for women with
pre-eclampsia?

25 When is the optimal time to give magnesium sulphate to women with
pre-eclampsia?

26 What is the effectiveness, safety, lowest effective dose for routine use, and optimal
route of administration of misoprostol for routine third stage of labour management
when conventional uterotonics are not available?

27 What is the effectiveness of partogram use in the first stage of labor on health
outcomes (of women with singleton pregnancies and cephalic presentations who are in
spontaneous labour at term), stratifying participants according to parity, use of services
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associated with low and high perinatal mortality, and use of interventions (low vs. high
intervention rates), compared to no partogram use?

28 Within the context of common medical and obstetrical practices, such as epidurals
and oxytocin stimulation; is it effective and safe to give women during labor foods and
fluids such as water and carbohydrate drinks compared to restricting them?

29 What are the effects of dietary advice interventions on gestational diabetes mellitus
prevention in healthy pregnant women and overweight or obese pregnant women?

30 What is the effectiveness and safety of various interventions (such as administration
of oral antidiabetics drugs, combined nutrition and glucose self-monitoring, and
continuous glucose monitoring) in improving maternal health outcomes in pregnant
women with pre-existing type 2 diabetes?

31 Compared with insulin or dietary and lifestyle control, what is the effectiveness and
safety of various oral anti-diabetic agents in improving maternal health outcomes and
glycaemic control parameters for women with pre-existing diabetes mellitus, impaired
glucose tolerance, or previous gestational diabetes mellitus, who are pregnant or who
are planning a pregnancy?

32 What are the effects of screening and subsequent management of gestational
diabetes?

33 Which are the best strategies for management of gestational diabetes, including
alternative management strategies?

34 What is the safety and effectiveness of exercise in preventing long-term diabetes
complications for women with gestational diabetes and possibly type 2 diabetes?

35 What is the effectiveness, cost-effectiveness, and safety of alternative treatment
regimens for malaria in improving maternal health outcomes for pregnant women?
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36 What are the benefits of combining intermittent preventive treatment (IPT) and
insecticide-treated nets (ITNs) in a multipronged approach to prevent malaria in
pregnant women (especially in Asia and Latin America)?

37 What is the effectiveness, cost-effectiveness and safety of various antiretrovial
regimens (ZDV, 3TC, NVP, Zidovudine monotherapy) aimed at preventing
mother-to-child transmission and improving maternal health outcomes for pregnant
women with HIV?

38 What is the effectiveness, cost-effectiveness and safety of different doses,
regimens, and routes of administration for commonly-used treatments for anemia in
improving short- and long-term maternal and neonatal health outcomes in pregnant
women with severe and moderate anemia in poorly-resourced settings?

39 What is the effectiveness, cost-effectiveness and safety of various psychological
and/or educational interventions in reducing consumption of alcohol among pregnant
women, or women planning a pregnancy, and improving maternal and neonatal health
outcomes?

40 What is the effectiveness of preconception counseling, delivered at different
reproductive life stages, in influencing pregnancy planning behavior and improving
pregnancy outcomes for women with epilepsy (WWE)?

41 Do interventions to reduce weight and obesity in pregnant women have any effect on
improving maternal health outcomes?

42 What is the effectiveness and cost effectiveness of interventions to reduce weight
gain before second or subsequent pregnancies to reduce maternal mortality?

43 What is the effectiveness of advocacy interventions to reduce violence and abuse on
pregnant women conducted within healthcare settings?
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44 What is the effectiveness of advocacy interventions to reduce violence and abuse on
pregnant women conducted outside healthcare settings?

45 What is the effectiveness of advocacy interventions to reduce violence and abuse on
pregnant women compared with usual care or no care at all?

46 Compared with traditional delivery of health care services, what is the effectiveness
and costeffectiveness of conditional cash transfer (CCT) programs in helping overcome
barriers (financial, cultural) in access to maternal health services, including services that
are not free?

47 What are the effects of different interventions on increasing the proportion of health
care professionals practicing in rural and other under-served areas?

48 What models of training for providers of labour support are most effective and
cost-effective in resource-poor settings?

49 What are the benefits of alternative models of antenatal care compared to standard
models of antenatal care for high risk vs. low risk populations?

50 Compared with routine provision of services, does integration of health services at
the point of delivery improve health care delivery (in relation to outputs, service quality,
and cost), improve health status of users (in relation to nutritional status, morbidity, and
mortality), and make it easier for communities to access and use health services?

51 What are the effects of alternative settings vs. conventional settings on birth
outcomes?

52 What is the effectiveness of maternity waiting home (MWH) facilities in improving
maternal health outcomes in low-resource countries?
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53 Compared with planned hospital birth, what is the effectiveness and safety of
planned home birth? (in reducing prepartum, intrapartum, and postpartum
complications, the number of interventions, and mortality among pregnant women)?

54 What is the effectiveness of various methods to improve initial home-based
management (first aid stabilization), safe referral to care, and maternal health outcomes
for pregnant women?

55 What is the effectiveness and cost-effectiveness of various methods of training
traditional birth attendants (TBAs) in improving maternal health behaviors, thought to
mediate positive pregnancy outcomes, and in improving maternal health outcomes for
mothers cared for by TBAs?

56 Compared to usual care, what is the safety, effectiveness, and cost-effectiveness of
interventions involving lay health workers (LHWSs) in improving maternal health
outcomes?

57 Compared with professional healthcare providers, what is the effectiveness, safety,
and costeffectiveness of having lay health workers (LHWSs) provide interventions in the
fields of health education, promotion, and disease management in improving maternal
health outcomes?

58 Is critical incident audit and feedback effective in reducing the perinatal mortality
rate, the maternal mortality ratio, and severe neonatal and maternal morbidity?

59 What are the indicators to better assess the short- and long-term outcomes of
caesarean section and vaginal birth?

60 Compared with other models of care for childbearing women and their infants, what
is the effectiveness of midwife-led models of care in improving access to care,
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continuity of care, and improving maternal health outcomes, among pregnant women
classified as low- or high-risk for complications?

61 Compared with other models of midwife-led care, what is the effectiveness and
cost-effectiveness of the community-based “case load model” of midwife-led care in
improving maternal health outcomes, continuity of care, and satisfaction among
pregnant women?

62 What is the most effective and cost-effective way to organize midwife-led care to
improve maternal health outcomes under varying conditions?
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10.3 ARTICULOS ADICIONALES
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Protocolos de revisiones Cochrane encaminados a cubrir las brechas que
surgieron en este estudio.

Primer protocolo
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Segundo protocolo
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Otra publicacion relacionada
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7.4 Fortalezas y limitaciones

Fortalezas

Los hallazgos de este trabajo de tesis muestra la utilidad de las revisiones
sistematicas para identificar lagunas de investigacion en el campo de salud materna.
Al mismo tiempo permiten desarrollar de manera directa preguntas de investigacion
en formato PICO con la seguridad de que es improbable que se dupliquen los temas
de investigacidn porque las revisiones sistematicas Cochrane no se repiten. Por otra
parte, la priorizacion de esas preguntas de investigacion podria ayudar a informar el
proceso de establecimiento de la agenda de investigacion en salud materna, a nivel
nacional e internacional, siendo esto util no solo para los investigadores sino también
para los responsables politicos, financiadores y consumidores de atencion médica.
Pensamos también que el uso de estos métodos sistematicos y transparentes podria

ser de utilidad para otros problemas de salud.

Las revisiones sistematicas no solo contribuyen a mostrar las lagunas de
conocimiento sino el espectro de evidencia disponible y ademas, cémo va
evolucionando en el tiempo la calidad de los estudios individuales contenidos en las
mismas. Otra contribucion relevante es promover la investigacion en sistemas de
salud que conduzcan a intervenciones que prevengan la muerte y la discapacidad

durante el embarazo y el parto.

Limitaciones
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Las revisiones sistematicas no obedecen a ningun proceso de ordenamiento de
prioridades de salud por lo que pueden existir algunas lagunas que no se reflejan en
los trabajos recolectados. El hecho usar una sola fuente de revisiones sistematicas
también podria haber limitado el mapeo de lagunas de conocimiento que pudieran

estar en otras fuentes.

Con respecto a la administracion de las encuestas para el proceso de priorizacion, no
fue posible obtener las caracteristicas de aquellos participantes que no respondieron
la encuesta por lo que no se pudo comparar sus caracteristicas con aquellos que si lo
hicieron, lo que la hace susceptible a potencial sesgo de seleccion. La distribucion
desigual de los participantes de cada grupo Cochrane y el interés que el tema podria
tener para ellos podria haber afectado la respuesta, ya que todos eran expertos pero
en diferentes campos. Otra cuestidon técnica se relaciond con errores de clasificacion
de algunas preguntas, o preguntas de investigacion que podrian ser aplicables a mas

de un grupo vy, arbitrariamente, fueron asignados a uno solo.

Finalmente, hay que sefalar que no fueron incluidos en el proceso de priorizacién
otros actores tales como usuarios (organizaciones o individuos) y gestores de salud,
como por ejemplo los encargados ministeriales o locales de programas de salud
relacionados con el tema. Su inclusiéon probablemente nos hubiera dado un espectro
mas completo de las brechas, aunque la idea inicial de este proyecto fue incluir solo
participantes de los cuatro grupos Cochrane que sumaban mas de dos mil

participantes y en los que también se incluyen consumidores.
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8. CONCLUSIONES
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8.1 Implicaciones para la practica

140

Las revisiones sistematicas permite descubrir los vacios de conocimiento sobre
un tema especifico, en este caso la salud materna. Este trabajo de tesis ha
validado su utilizacibn como recurso para determinar aquellas lagunas de
conocimiento que deben completarse para alcanzar objetivos sanitarios.

Es importante que aquel proceso se haga con la construccién de preguntas de
investigacion estructuradas que permiten mayor especificidad y no sobre
grandes temas que podrian impedir una mayor profundizacién y definicion del
problema o laguna a estudiar.

Hacer un proceso de priorizacidén de las lagunas de conocimiento detectadas
con la participacion de los principales actores del tema en estudio puede
favorecer que el proceso sea de alta calidad. Sin embargo, es necesario
garantizar el conocimiento de algunos antecedentes minimos que permitan
comparar el grupo de respondedores con aquellos que no lo hicieron. Deberia

también incluirse de manera explicita a decisores, proveedores y usuarios del



sistema de salud en el proceso, lo cual permitiria una mirada mas amplia al

problema y no solo desde el punto de vista de los investigadores.

8.2 Implicaciones para la investigacion
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Es necesario idear estrategias de como mejorar los procesos de priorizacidon
de investigaciones a través de recursos en linea como por ejemplo Internet.

El hecho de que las revisiones Cochrane como las del grupo Pregnancy and
Chilbirth tengan al mes de septiembre de 2014 cerca de 600 revisiones
sistematicas, nos inclina a pensar que estan cubriendo un gran espectro de
lagunas de conocimiento en salud materna. Sin embargo, seria importante
indagar los contenidos tematicos de otras revisiones no Cochrane para evaluar
el impacto de nuestro trabajo en el tiempo, usando herramientas de busqueda
como por ejemplo, la de la iniciativa Epistemonikos [95].

Deberian también estimularse que todas las revisiones sistematicas que se
produzcan sefalen de manera explicita y lo mas especifica posible las
implicaciones para futuras investigaciones, las cuales seran la base para
delimitar los vacios existentes.

Indagar la calidad de los estudios que se incluyen en las revisiones sistematicas
y su relacion con la subestimacion de dichos vacios por la presencia de sesgos,
podria ser un punto relevante.

Para la produccién de mas investigacion, el listado de preguntas derivadas de
las lagunas de investigacion deberia compartirse con organizaciones que estan
interesadas en la salud publica, especialmente de paises de menores recursos,

como por ejemplo la Organizacion Mundial de la Salud.



- Finalmente, seria importante realizar un seguimiento temporal acerca de si el
nuevo conocimiento producido en base a estos ejercicios de priorizacion, se

traduce en acciones sanitarias y en un impacto positivo en la salud publica, el

desarrollo y la equidad.
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