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Abstract
Background: The global plight of stillbirths and neonatal 
mortality is concentrated in low- and middle-income coun-
tries. The ambitious targets introduced by the World Health 
Organization in the Every Newborn Action Plan demand a 
commitment to research that promotes equitable perinatal 
outcomes. Objectives: The aim of this review was to under-
stand the opportunities for global perinatal research and the 
accompanying challenges. Methods: We conducted a litera-
ture search to identify research prioritization exercises from 
2014 to 2018 pertaining to global perinatal health. The top 
50 questions with the highest research prioritization scores 
were extracted and analyzed. Results: The greatest priorities 
centered on community-based, implementation research 
targeting major causes of stillbirth and neonatal mortality in 
low-resource settings. The priorities are saddled with pre-
requisite conditions, design obstacles, and ethical consider-
ations that require attention. Conclusions: While the chal-
lenges are undeniable, the need to make the perinatal peri-
od healthier for babies worldwide has never been clearer.

© 2018 S. Karger AG, Basel

Introduction

Every year 2.6 million newborns die [1], with an addi-
tional 2.6 million stillbirths occurring annually [2]. While 
progress has been made in reducing the global neonatal 
mortality and the stillbirth rate, the pace has been much 
slower than improvements in childhood survival [1]. Be-
cause of this disparity in progress, neonatal deaths now 
account for nearly half of all deaths under the age of 5 
years.

Neonatal deaths and stillbirths are not evenly distrib-
uted across the globe. The majority of neonatal deaths 
and stillbirths occur in low- and middle-income coun-
tries (LMICs), with half of all neonatal deaths concen-
trated in just 5 countries: India, Pakistan, Nigeria, the 
Democratic Republic of the Congo, and Ethiopia. Even 
within countries that have a high neonatal mortality rate, 
poor perinatal outcomes disproportionately affect fami-
lies with certain risk factors, such as relative poverty, low 
maternal education, and rural residence [3, 4].

To combat the tide of neonatal deaths and stillbirths, 
the World Health Organization and UNICEF endorsed 

This paper is part of the special series “Research Methods in Neonatal 
Medicine” (Guest Editor: Bill McGuire, York, UK).
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the Every Newborn Action Plan (ENAP) in 2014 [5]. 
ENAP commits to the ambitious goals of reducing the 
global neonatal mortality rate to 10 deaths per 1,000 live 
births and the global stillbirth rate to 10 stillbirths per 
1,000 total births by 2035. To put these goals into perspec-
tive, it is important to remember that countries like Ice-
land already register only 1 neonatal death for every 1,000 
live births, while countries like Pakistan currently have 46 
deaths for every 1,000 live births [1]. ENAP targets, there-
fore, can be understood as a call for equity in perinatal 
care and perinatal outcomes. 

Prioritizing Research Agendas 

Global health research plays a vital role in attaining the 
goals set forth by ENAP. However, the landscape of re-
search ideas to improve global neonatal health is as di-
verse as the numerous public and private sector stake-
holders that partake in such research [6]. As a result, there 
has been a push in the past decade to prioritize global 
health research aims using standardized and transparent 
methodologies, the most ubiquitous being the Child 
Health and Nutrition Research Initiative (CHNRI) exer-
cise [7].

The CHNRI method is a multistep process of demo-
cratic and transparent research prioritization [8]. First, 
a small management team defines the context for re-
search priorities, including the health issue, the affected 
population, the timeframe for investment returns, the 
type of investment, and the expected return from in-
vestment. Second, the management team crowdsources 
research ideas from technical experts using the pro-
posed context. To classify the myriad of potential re-
search idea, the CHNRI uses a “4D framework,” in 
which research questions are classified as either “de-
scription,” “discovery,” “development,” or “delivery” 
questions. Next, researchers score all proposed research 
questions against priority-setting criteria on a scale of 
0–100. The predetermined criteria often include an-
swerability, effectiveness, deliverability, reduction of 
disease burden, and impact on equity. In the final step, 
external stakeholders can set different values for each of 
the priority-setting criteria based on the needs of the 
community to produce an overall research prioritiza-
tion score (RPS). 

To understand the research priorities that can facili-
tate ENAP targets of reducing stillbirths and neonatal 
mortality, we undertook a literature review of relevant 
CHNRI exercises. Special attention was given to priorities 

with a high score of impacting equity given that ENAP 
focuses on equitable perinatal outcomes. An analysis of 
these research priorities will lead to an understanding of 
both the opportunities and challenges that face the global 
perinatal research community.

Methods

Perinatal CHNRI exercises were identified in Medline and EM-
BASE using the following keyword search strategy: CHNRI OR 
“Child Health and Nutrition Research Initiative” OR “research 
priorit*” AND (perinat* OR maternat* OR neonat* OR newborn* 
OR stillb*). The publication year was limited to 2014–2018 inclu-
sive, given that ENAP targets were formerly endorsed in 2014. The 
top 50 research questions with an RPS greater than or equal to 80 
were extracted and analyzed. 

Summary of Findings 

Seven CHNRI exercises related to global perinatal 
health were identified [9–15]. Five of the exercises ad-
dressed comprehensive perinatal research priorities [10–
14]. One exercise focused exclusively on complex human-
itarian emergencies [9], while another exercise focused 
exclusively on integrating early childhood development 
with other perinatal research priorities [15].

Altogether, 1,700 research priorities were proposed 
and subsequently paired down to 675 scored questions 
[9–15]. The number of scored research questions in each 
CHNRI exercise ranged from 30 to 205 questions. The 
number of participants involved, either through question 
submission or question scoring, ranged from 24 to 339 
stakeholders in each study.

The RPS for the top 50 questions ranged from 80 to 95 
(Table 1). Five of the CHNRI exercises incorporated im-
pact on equity scores which ranged from 66 to 93 for the 
included questions [9, 10, 13–15].

What Types of Research Are a Priority? 

Thirty-five of the eligible CHNRI questions (70%) 
can be classified as “delivery” ideas that study how best 
to implement existing health interventions. Nine ques-
tions (18%) are “development” projects which focus on 
improving existing health interventions to increase their 
efficacy or suitability for a specific population. Six ques-
tions (12%) were epidemiological in nature and there-
fore fell into the “description” category. None of the 
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Table 1. Top 50 global perinatal research priorities

Research priority RPS Equity 
score

CHNRI

Evaluate the effectiveness and costs of strategies to improve the quality and utilization of 
maternity services (e.g., maternity waiting homes, improved communication via mobile phones, 
community awareness strategies) to improve early detection and management of antenatal and 
intrapartum complications

95.00 90.00 Souza [10], 
2014

Develop and evaluate strategies for locally appropriate transport, communication, and referral 
systems for obstetric and newborn emergencies

94.00 93.00 Souza [10], 
2014

Evaluate the effectiveness and cost of strategies to prevent, detect, and treat causes of anemia in 
pregnancy (e.g., malaria, occult bleeding disorders, nutritional deficiencies)

93.00 92.00 Souza [10], 
2014

How can interventions and packages to reduce neonatal mortality be expanded to include ECD 
and stimulation interventions?

93.52 93.00 Sharma [15], 
2017

Evaluate the effectiveness and cost of training interventions for frontline healthcare workers 
(paramedics, doctors, CHWs, midwives, nurses) to diagnose, manage, and refer women with 
obstetric hemorrhage 

92.00 90.00 Souza [10], 
2014

Evaluate the effectiveness and cost of a package of community-level interventions for preterm 
babies (e.g., implementing and providing guidelines for kangaroo mother care, home visits by 
CHWs, infection prevention strategies)

92.00 94.00 Souza [10], 
2014

How can sensory stimulation best be integrated with nutrition interventions for small for 
gestational age infants to significantly improve their developmental outcomes over the long-term?

90.04 90.00 Sharma [15], 
2017

Can a simplified neonatal resuscitation program delivered by trained health workers reduce 
neonatal deaths due to perinatal asphyxia?

90.00 92.00 Yoshida [13], 
2016

Evaluate the effectiveness and cost of training frontline healthcare workers, including nurses, 
midwives, and CHWs, to detect and treat neonatal sepsis (or to provide prereferral treatment 
only)

90.00 92.00 Souza [10], 
2014

Evaluate the effectiveness of midwife-led care when compared to other models of care across 
various settings, particularly on rates of fetal and infant death, preterm birth, and low birthweight

89.80 – Kennedy 
[12], 2016 

Determine which indicators are most valuable in assessing quality maternal and newborn care 89.70 – Kennedy 
[12], 2016

Identify and describe aspects of care that optimize, and those that disturb, the biological/
physiological processes for healthy childbearing women and fetuses/newborn infants and those 
who experience complications

89.30 – Kennedy 
[12], 2016

Evaluate the effectiveness of midwifery care in providing culturally appropriate information, 
education, and health promotion (e.g., nutrition, substance use, domestic violence, and mental 
health)

89.10 – Kennedy 
[12], 2016

Identify and describe enabling factors from examples of successful implementation of evidence-
based maternal and newborn care across a variety of settings

89.00 – Kennedy 
[12], 2016

Describe and evaluate the effectiveness of midwives working with others (such as health 
professionals, CHWs, and traditional birth attendants) in achieving quality maternal and newborn 
care including, but not limited to: timely transfer of women to appropriate level/site of care; 
management of emergency situations; maximal use of skills and competencies; shared decision-
making and accountability

89.00 – Kennedy 
[12], 2016

Assess the views and preferences of women and families across a variety of settings about their 
experiences of maternal and newborn care including, but not limited to, care providers and sites 
of care (e.g., place of birth, antenatal care)

88.80 – Kennedy 
[12], 2016

Develop setting-specific benchmarks to assess measurable progress on implementation of quality 
maternal and newborn care

88.30 – Kennedy 
[12], 2016
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Research priority RPS Equity 
score

CHNRI

How can the health worker’s skills in preventing and managing asphyxia be scaled up? 88.00 86.00 Yoshida [13], 
2016

Evaluate the effectiveness and cost of a package of interventions for the prevention, early 
detection, and treatment of puerperal sepsis (e.g., sterile birth kits, access to antibiotics, automated 
thermometers)

88.00 80.00 Souza [10], 
2014

Identify and describe aspects of maternal and newborn care that strengthen or weaken women’s 
psychosocial wellbeing and mental health

88.00 – Kennedy 
[12], 2016

Assess whether new measures of morbidity are needed to more effectively evaluate outcomes of 
maternal and newborn care

88.00 – Kennedy 
[12], 2016

Evaluate the effectiveness and cost of training interventions for skilled birth attendants to gain and 
maintain competence in the management of obstructed labor, and assisted delivery techniques

88.00 82.00 Souza [10], 
2014

Evaluate the effectiveness and cost of training skilled birth attendants in intrapartum fetal monitoring 
and neonatal resuscitation for reducing stillbirths and deaths/disability due to perinatal asphyxia

88.00 78.00 Souza [10], 
2014

Evaluate the effectiveness and cost of a package of mobile service interventions delivered at the 
community level, including mobile clinics and home-based care, on maternal and perinatal health 
outcomes

87.00 92.00 Souza [10], 
2014

Develop and evaluate the effectiveness and cost of strategies to improve access of women with 
obstetric hemorrhage to blood and blood replacement products in settings without transport 
capabilities

87.00 87.00 Souza [10], 
2014

Develop and evaluate the effectiveness of strategies to increase access of women to misoprostol at 
the community level where oxytocin is not available/feasible, by dispensing it antenatally as part of 
a birthing kit, or at the time of delivery via the attending CHW or nurse/midwife, to prevent and 
treat postpartum hemorrhage

87.00 90.00 Souza [10], 
2014

Can simple clinical algorithms used by the CHW identify and refer neonates with signs of 
infection and consequently reduce newborn mortality?

86.00 88.00 Yoshida [13], 
2016

How can exclusive breastfeeding in low-resource contexts be promoted to reduce neonatal 
infections and mortality?

85.00 86.00 Yoshida [13], 
2016

Develop and evaluate strategies to increase appropriate use of the partograph, including decision-
making and action, to improve maternal and perinatal health outcomes

85.00 76.00 Souza [10], 
2014

Assess the effectiveness and cost of implementing a package of screening and treating syphilis and 
HIV in women of reproductive age to improve maternal and perinatal health outcomes

85.00 82.00 Souza [10], 
2014

What strategies are effective in increasing demand for and use of skilled attendance? 84.60 85.20 Morof [9], 
2014

How can smart phone integrated community case management apps be implemented to 
accurately identify newborns and children under 5 years old requiring referral from their 
communities to a health facility?

84.23 66.00 Sharma [14], 
2017

What is the feasibility, effectiveness, and cost of approaches to increase coverage of clean delivery 
practices in facilities and in homes?

84.10 90.80 Morof [9], 
2014

What is the additional burden of neonatal mortality in different emergency situations (e.g., 
conflict, acute vs. protracted, natural disaster)?

83.30 85.80 Morof [9], 
2014

Develop and evaluate a health systems package for effective task shifting for the management of 
obstetric emergencies, including protocols, supervisory systems, and metrics

83.00 87.00 Souza [10], 
2014

Can simplified pregnancy surveillance at the community level be used to measure neonatal 
mortality?

83.00 86.70 Morof [9], 
2014

Table 1 (continued)
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questions proposed “discovery” studies that would re-
sult in the generation of completely new health interven-
tions. 

It is no surprise that the majority of the research ques-
tions focus on how to deliver effective interventions. 
The opportunities for delivery research in the realm of 
perinatal health are abundant. A recent review for the 
Every Newborn series in The Lancet found more than 50 
evidence-based interventions in the domains of: (1) in-

tegrated antenatal care; (2) quality care at birth; (3) es-
sential newborn care, and (4) care of small and ill new-
borns, which have already been proven to reduce mater-
nal mortality, stillbirths, and neonatal mortality [16]. If 
delivery of these interventions improved to 90% cover-
age, over 3 million lives could be saved at a cost of USD 
1.15 per person.

Table 1 (continued)

Research priority RPS Equity 
score

CHNRI

Develop and evaluate the effectiveness and cost of learning tools to gain and maintain competence 
in performing simple obstetrics procedures (e.g., e-learning, simulation exercises, mannequins) 
for frontline healthcare providers to improve maternal and perinatal health outcomes

83.00 82.00 Souza [10], 
2014

Can simplified verbal autopsy tools be adapted for use in emergency settings to capture the main 
causes of neonatal mortality?

82.80 87.20 Morof [9], 
2014

What is the feasibility, impact, and costs of adding newborn care (including PNS, home visits, 
treatment of infection, and caring for the newborn and children in the community) to the iCCM 
package?

82.74 – Wazny [11], 
2014

Develop and validate strategies to identify preterm babies at the community level by CHWs and 
family members

82.60 85.50 Morof [9], 
2014

How can the administration of injectable antibiotics at home and first level facilities to newborns 
with signs of sepsis be scaled up to reduce neonatal mortality?

82.00 84.00 Yoshida [13], 
2016

Which risk factors for neonatal sepsis can be identified in emergency settings and can these 
mothers and babies be given extra support? e.g., low birth weight, short gestational age, 
unhygienic delivery, skin and umbilical cord care, hypothermia, poor feeding practices

81.80 86.80 Morof [9], 
2014

Can pregnancy surveillance at the community level contribute to increased uptake of facility-
based delivery?

81.60 79.30 Morof [9], 
2014

Can a standardized newborn kit (simple bag/mask, clean blades/knives, and cord clamps) with 
appropriate education reduce newborn mortality and morbidity?

81.54 90.00 Sharma [14], 
2017

What is the feasibility, effectiveness, and cost of different approaches to increase the coverage of 
syphilis screening in pregnancy, treatment, and partner treatment?

81.40 81.40 Morof [9], 
2014

What is the feasibility, effectiveness, and cost of different approaches to promote handwashing 
among caregivers?

81.20 80.70 Morof [9], 
2014

What is the incidence of neonatal sepsis in emergency settings? 80.30 86.10 Morof [9], 
2014

Can community-based initiation of kangaroo mother care reduce neonatal mortality of clinically 
stable preterm and low birth weight babies? 

80.00 77.00 Yoshida [13], 
2016

How can facility-based initiation of kangaroo mother care or continuous skin-to-skin contact be 
scaled up?

80.00 81.00 Yoshida [13], 
2016

How can chlorhexidine application to the cord be scaled up in facility births and in low neonatal 
mortality rate settings to reduce neonatal infections and neonatal mortality?

80.00 81.00 Yoshida [13], 
2016
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Where Should the Research Occur? 

Thirteen questions (26%) specifically focus on com-
munity-based research ideas. An additional 5 questions 
(10%) target the link between the community and health 
facilities. 

Research ideas that focus on community-based deliv-
ery platforms have become a necessity given the paucity 
of highly skilled health workers and inaccessibility of 
medical facilities in LMICs [17]. Community health 
workers (CHWs), who are local workers with limited, tar-
geted training on basic maternal and newborn care, have 
demonstrated the capacity to change neonatal outcomes 
if given the appropriate support [18]. Interventions, such 
as clean delivery kits, tetanus immunization, skin-to-skin 
care, and breastfeeding support, can be bundled into 
packages and delivered by CHWs. Such community-
based packages have been shown to reduce stillbirths by 
19% and neonatal mortality by 25% [19].

What Problems Should the Research Address?

Thirty-one (62%) of the research questions targeted 
one or more specific health conditions. Nineteen (38%) 
of the proposals concerned either birth asphyxia, prema-
turity, and/or infection. These 3 problems are known to 
be the leading causes of neonatal mortality and account 
for more than 80% of all neonatal deaths [20].

Eight questions (16%) dealt with obstetrical emergen-
cies. Given that half of all stillbirths occur during the pro-
cess of labor [2], ideas targeting obstetrical emergencies 
can be understood to facilitate a reduction in stillbirths.

What Research Prerequisites Need to Be Considered? 

Researching how to deliver interventions that save 
newborn lives in low-resource settings is not without its 
challenges. Table 2 lists sample interventions from the 
eligible CHNRI along with specific prerequisites that 
should be met prior to engaging in implementation stud-
ies. A few challenges common to all of the eligible re-
search questions deserve more detailed explanation, as 
outlined below.

Confirming Efficacy and Effectiveness in  
Low-Resource Settings
Prior to researching how a certain intervention can be 

delivered, it is crucial to confirm that the intervention 

benefits the specific population of interest. Many health 
interventions implemented in LMICs have been adapted 
from therapies designed in high-income countries. A dif-
ferent context may lead to differing results. Low-resource 
settings require their own efficacy trials and effectiveness 
trials prior to establishing an intervention as recom-
mended. 

The importance of this prerequisite has recently been 
highlighted with the controversy surrounding the use of 
antenatal corticosteroids in LMICs. Antenatal corticoste-
roids have significantly reduced mortality and morbidi-
ties associated with preterm birth in high-income coun-
tries. In 2013, the WHO added dexamethasone for wom-
en at risk of preterm delivery to its list of essential medicine 
despite the fact that all trials up to that point had occurred 
only in high-income countries [21]. In 2015, Althabe et 
al. [22] published results from the Antenatal Corticoste-
roids Trial (ACT), the first cluster randomized controlled 
trial to study the effects of antenatal corticosteroids for 
women at risk of preterm delivery in 6 LMICs. Shock-
ingly, the study showed a statistical increase in maternal 
infection, neonatal mortality, and stillbirths in the inter-
vention cluster.

The reason for the poor results in low-resource set-
tings is likely multifactorial but may be related to the in-
ability to accurately date gestational age, higher level of 
baseline maternal and neonatal infection, and less skilled 
obstetrical care in LMICs. Such contextual consider-
ations may demand modification of how this therapy is 
used across the globe [23]. As a result of ACT, the WHO 
in partnership with the Bill and Melinda Gates Founda-
tion has announced a multicountry double-blind place-
bo-controlled randomized controlled trial to determine 
whether antenatal corticosteroids are safe and efficacious 
when prescribed in facilities in low-resource settings 
[24].

Accurate Outcome Measurement 
The study of any health intervention demands the abil-

ity to measure the change in relevant outcomes. For im-
plementation research aimed at reducing the stillbirth 
rate or neonatal mortality rate, a basic count of all births 
and all deaths during the first month of life in the popula-
tion of interest is a prerequisite. Nevertheless, the coun-
tries with the highest neonatal mortality and morbidity 
have the poorest vital registration coverage [20].

Currently, most high-burden countries rely on house-
hold survey data collected every 2–5 years to measure 
births and deaths. Given the time-lag and accuracy con-
cerns, this methodology is less than ideal from a research 
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perspective. An ENAP objective is to count every new-
born with the ultimate goal of establishing a minimum 
perinatal dataset that allows for the comparison of con-
sistent outcome metrics across high-burden regions [5].

More than 70% of the included CHNRI research ideas 
target specific health conditions which require the ability 
to measure cause-of-death. In low-resource settings, the 
majority of stillbirths and neonatal deaths occur at home. 
Without medical certification, defining cause-of-death 
becomes an additional obstacle. For the past decade, the 
WHO verbal autopsy tool, a lengthy, structured interview 
with the next of kin, has become the primary method for 
ascertaining cause-of-death [25]. When compared to 
hospital data, verbal autopsy has been shown to have a 
specificity above 90% and a sensitivity greater than 75% 
for the top 3 causes of neonatal death [26]. Therefore, any 
implementation research aimed at reducing a specific 
cause-of-death must allocate sufficient resources and 
time to both collect and interpret verbal autopsies.

Ensuring the Ability to Scale-Up
Scaling-up the implementation of health interventions 

remains the greatest challenge for delivery research. To 

scale-up an effective intervention, stakeholders must be 
engaged, knowledge must be disseminated, and barriers 
must be found and addressed. These steps are all the more 
complicated in LMICs where cultural practices are di-
verse, infrastructure is underdeveloped, and resources are 
limited. 

The challenge of scale-up is currently being played 
out with community-based management of neonatal in-
fections. Researchers have developed a simplified anti-
biotic regimen for suspected neonatal sepsis that can be 
delivered in the home or outpatient setting when hospi-
tal referral is not possible. Randomized trials of ill neo-
nates in sub-Saharan Africa and South Asia have dem-
onstrated similar outcomes between these regimens and 
the standard combination of parental penicillin/ampi-
cillin with gentamicin [27–29]. As a result, in 2015, the 
WHO published guidelines for how CHWs can identify 
and treat possible serious bacterial infections in neo-
nates with amoxicillin and gentamicin in the commu-
nity [30].

However, the ability to train large swaths of CHWs, 
adapt to local conditions, and provide adequate coverage 
of this therapy in LMICs remains uncertain. A recent 

Table 2. Prerequisites for sample health interventions

Health intervention Prerequisites

Emergency obstetric care 1. Understand how mobile technology can facilitate emergency 
preparedness

2. Develop protocols for identifying and task shifting emergency obstetric 
care

3. Develop locally appropriate referral and transport systems

Clean birth practices at home 1. Ensure early distribution of supplies and birth preparation
2. Develop accountable cohort of skilled birth attendants
3. Understand how clean birth practices can be incorporated into local 

cultural birth practices

Neonatal resuscitation at home 1. Establish accurate pregnancy surveillance
2. Determine the minimum criteria for CHWs to be competent in 

neonatal resuscitation
3. Train and support CHWs
4. Develop a referral system for postresuscitative care

Kangaroo mother care (KMC) 
for preterm infants

1. Determine the minimum threshold of KMC exposure needed to 
achieve impact on neonatal mortality

2. Achieve parental buy-in with social support
3. Arrange facility-based space to engage in KMC

Community-based antibiotics 
for neonatal sepsis

1. Map communities with and without access to healthcare facilities
2. Understand local care-seeking behavior and openness to referral
3. Study whether CHWs are equipped with the time and resources to 

diagnosis and treat suspected neonatal sepsis
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cluster randomized controlled trial in rural Pakistan sug-
gested that busy public sector CHWs may not be able to 
cope with the additional duties of diagnosing and treat-
ing infections [31]. Therefore, the WHO in collaboration 
with multiple other stakeholders has designed a multi-
country trial to study the implementation, monitoring, 
and evaluation of its 2015 guidelines [32]. This study will 
be essential in deconstructing the barriers to sustained 
coverage of community-based management for neonatal 
infections.

Ethical Considerations for Global Perinatal Health 
Research

Perinatal health research in LMICs raises unique ethi-
cal challenges that may not be present with research  
in high-income countries [33]. Since 1982, the Council 
for International Organizations for Medical Sciences  
(CIOMS), under the auspices of the WHO and UNESCO, 
has published internationally vetted guidelines for ethical 
research [34]. The guidelines, most recently updated in 
2016, pay particular attention to the ethical issues of re-
search in LMICs.

The controversy surrounding HIV treatment trials in 
low-resource countries highlights the unique ethical is-
sues facing global health research. At the end of the 20th 
century, a variety of interventions to prevent perinatal 
HIV transmission were studied in comparison to control 
groups that were denied any treatment, despite the prov-
en effectiveness of zidovudine [35]. International organi-
zations and high-income countries sponsoring these pla-
cebo-controlled trials defended their decision to with-
hold treatment from women in the control arms by 
arguing that the zidovudine regimen was not a standard-
of-care in low-income countries.

Yet, it was obvious that similar trials would never have 
stood ethical muster in high-income countries. The dou-
ble standard in low- versus high-income countries raised 
outcries over postcolonial exploitation and has changed 
the global health community’s approach to research eth-
ics [36]. While interventions must be tailored to the local 
context, lack of access to an effective intervention is no 
longer sufficient justification for designing placebo-con-
trolled trials [34].

Addressed for the first time in the 2016 CIOMS guide-
lines is the need for community engagement in the design 
and implementation of research in LMICs. While many 
LMICs have started to build their own research agendas, 
the vast majority of global health research remains fund-

ed and spearheaded by governments or organizations 
based in high-income countries [37]. This postcolonial 
imbalance necessitates the participation of local commu-
nities both to ensure that the research is responsive to the 
community’s needs and to guarantee respect for the com-
munity norms [33]. Community engagement is especial-
ly important in the planning and execution of informed 
consent so that the process is grounded in participants’ 
understanding rather than the legal protection of the re-
searchers [38].

Conclusion

Engaging in global perinatal health research is essen-
tial for reducing stillbirths and neonatal deaths. Research 
in LMICs must be prioritized given the unequitable dis-
tribution of preventable stillbirths and neonatal deaths 
across the globe. However, research in low-resource set-
tings comes with unique opportunities and challenges 
that need to be addressed. Prior to engaging in perinatal 
health research in LMICs, investigators should consider 
the following questions:
• How does the proposed research promote equity in 

perinatal health outcomes?
• Will the proposed research align with established 

CHNRI research priorities?
• Does the proposed research consider the unique con-

text of low-resource settings?
• Are the outcomes clear and measurable in low-re-

source settings?
• Will the results be generalizable across low-resource 

settings?
• Does the proposed research meet international ethical 

standards?
By addressing this checklist, researchers have the po-

tential to meet the ambitious goals of ENAP and improve 
the lives of newborns across the globe.
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