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Abstract

Background: The World Health Organization identifies pregnant women as at high-risk for severe influenza, but
influenza vaccines are underutilized among pregnant women. Data on influenza burden during pregnancy are largely
limited to high-income countries and data on the impact of influenza on birth and perinatal outcomes are scarce.

Methods/design: This prospective, longitudinal cohort study of pregnant women in middle-income countries is
designed to address three primary objectives: 1) to evaluate the effect of laboratory-confirmed influenza during
pregnancy on pregnancy and perinatal outcomes; 2) to estimate the incidences of all-cause acute respiratory illness
and laboratory-confirmed influenza during pregnancy; and 3) to examine the clinical spectrum of illness associated
with influenza viruses. Through a multi-country network approach, three sites aim to enroll cohorts of 1500-3000
pregnant women just before local influenza seasons. Women aged 2 18 years with expected delivery dates = 8 weeks
after the start of the influenza season are eligible. Women are followed throughout pregnancy through twice
weekly surveillance for influenza symptoms (= 1 of myalgia, cough, runny nose, sore throat, or difficulty breathing) and
have mid-turbinate nasal swabs collected for influenza virus testing during illness episodes. Primary outcomes include
relative risk of preterm birth and mean birth weight among term singleton infants of women with and without reverse
transcription polymerase chain reaction-confirmed influenza during pregnancy. Gestational age is determined by
ultrasound at < 28 weeks gestation and birth weight is measured by digital scales using standardized methods.
Sites are primarily urban in Bangkok, Thailand; Lima, Peru; and Nagpur, India. All sites recruit from antenatal clinics
at referral hospitals and conduct surveillance using telephone calls, messaging applications, or home visits. Nasal
swabs are self-collected by participants in Thailand and by study staff in Peru and India. During the first year
(2017), sites enrolled participants during March—-May in Peru and May—July in India and Thailand; 4779 women
were enrolled.

(Continued on next page)

* Correspondence: hgj0@cdc.gov

"Influenza Division, United States Centers for Disease Control and Prevention,
1600 Clifton Rd MS A-32, Atlanta, GA 30329, USA

Full list of author information is available at the end of the article

© The Author(s). 2018 Open Access This article is distributed under the terms of the Creative Commons Attribution 4.0
International License (http://creativecommons.org/licenses/by/4.0/), which permits unrestricted use, distribution, and
reproduction in any medium, provided you give appropriate credit to the original author(s) and the source, provide a link to

the Creative Commons license, and indicate if changes were made. The Creative Commons Public Domain Dedication waiver
(http://creativecommons.org/publicdomain/zero/1.0/) applies to the data made available in this article, unless otherwise stated.


http://crossmark.crossref.org/dialog/?doi=10.1186/s12978-018-0600-x&domain=pdf
http://orcid.org/0000-0002-6609-376X
mailto:hgj0@cdc.gov
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/publicdomain/zero/1.0/

Dawood et al. Reproductive Health (2018) 15:159

Page 2 of 13

(Continued from previous page)

Discussion: This study aims to generate evidence of the impact of influenza during pregnancy to inform
decisions by Ministries of Health, healthcare providers, and pregnant women in middle-income countries about

the value of influenza vaccination during pregnancy.

Keywords: Influenza, Respiratory infection, Pregnancy, Premature birth, Birth weight

Plain English summary
Studies show that pregnant women are at an increased risk
for influenza-associated hospitalizations, but little is known
about the incidence of influenza and influenza-associated
complications during pregnancy. In addition, the few studies
that have examined the effect of influenza during pregnancy
on birth outcomes have mixed results with some studies
finding an association between influenza and pregnancy loss,
preterm birth, and poor fetal growth, while others find
no association. There are no published studies from low- or
middle-income countries of the effect of seasonal influenza
during pregnancy on birth outcomes, even though pregnan-
cies in these countries account for > 90% of births globally.
The Pregnancy and Influenza Multinational Epide-
miologic Study is a large prospective study that enrolls
pregnant women during multiple years in middle-income
countries and follows these pregnant women through the
end of their pregnancies to evaluate the effect of influenza
during pregnancy on birth outcomes. The study is con-
ducted at sites in India, Peru, and Thailand. Data are col-
lected about participants’ medical histories, symptoms of
respiratory illness during pregnancy, and birth outcomes
including standardized measurement of gestational age
and birth weight. The study also includes collection of
nasal swabs from women who have respiratory illness dur-
ing pregnancy to test for influenza virus infection. The
study aims to generate data on the frequency and impact
of influenza during pregnancy in middle-income countries
to provide policy makers, healthcare personnel, and preg-
nant women with evidence to make decisions about the
use of influenza vaccines during pregnancy.

Background

Influenza viruses cause annual epidemics of respiratory
infection globally. Pregnant women are thought to be at
increased risk for morbidity and mortality from respira-
tory infections, including seasonal influenza, because of
changes in anatomy and the immune and cardiovascular
systems that accompany pregnancy [1, 2]. Data from
high-income countries indicate that pregnant women are
at increased risk of hospitalization because of influenza
compared to non-pregnant women of childbearing age and
the general population [3, 4]. Risks of influenza-associated
hospitalization during pregnancy also appear to increase by
trimester, with women in their third trimesters at greatest
risk [3, 4].

Although studies show that pregnancy confers an in-
creased risk for influenza-associated hospitalizations, few
data are available about the incidence of influenza and
influenza-associated complications during pregnancy. Influ-
enza virus infection is hypothesized to increase the risk of
preterm birth and fetal growth restriction through the en-
suing inflammatory response and/or by triggering immune
dysregulation that may activate pathways precipitating early
labor and alter placental transfer to the fetus of nutrients or
cytokines that influence metabolism [5-7]. However, stud-
ies on the effect of influenza during pregnancy on perinatal
outcomes have mixed results [8, 9] with some studies find-
ing an association between influenza and stillbirth, spontan-
eous abortion, preterm birth and fetal growth restriction
[10-14] while others find no association [15]. There are no
studies from low- or middle-income countries of the effect
of laboratory-confirmed seasonal influenza during preg-
nancy on perinatal outcomes [8], despite the fact that preg-
nancies in these countries account for > 90% of births each
year [16]. Data from low- or middle-income countries on
the incidence of influenza virus infection during pregnancy
are only available from the placebo or control arms of a few
randomized controlled trials evaluating influenza vaccines
during pregnancy [17-19].

Influenza vaccines are the most effective method of
influenza prevention. Studies document that influenza
vaccines are safe [20, 21] and effective [17-19, 22-24]
at preventing influenza among pregnant women. Despite
the recommendation by the Strategic Advisory Group of
Experts (SAGE) on Immunization in 2012 to prioritize
pregnant women for expansion of influenza vaccination
programs [25], influenza vaccines remain underutilized or
are not used at all among pregnant women in many
countries [26]. Data about the incidence and impact of
influenza virus infection during pregnancy could in-
form decisions about the potential value of influenza
vaccines for pregnant women, particularly in low- and
middle-income countries that will likely weight the
introduction of influenza vaccines against other poten-
tial public health prevention programs. If findings dem-
onstrate the impact of influenza virus infection during
pregnancy on birth and perinatal outcomes, including
increased infant morbidity and mortality, this would
likely provide policy makers, healthcare personnel, and
pregnant women with compelling evidence about the
value of influenza vaccination [9].
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The Pregnancy and Influenza Multinational Epidemio-
logic (PRIME) study is a prospective, longitudinal cohort
study of pregnant women in three middle-income coun-
tries designed to address three primary objectives: 1) to
evaluate the effect of laboratory-confirmed influenza virus
infection during pregnancy on pregnancy and perinatal
outcomes; 2) to estimate the incidences of all-cause acute
respiratory illness, febrile acute respiratory illness, and
laboratory-confirmed influenza virus infection during
pregnancy; and 3) to examine the clinical spectrum of
illness associated with influenza viruses, including dur-
ation and severity of illness.

Methods/design

Site characteristics

Sites in low- or middle-income countries were evaluated
and selected based on prior experience enrolling preg-
nant women into research studies; ability to access local
data on pregnancy and birth outcomes to guide sample
size assumptions; ability to enroll at least 1000 pregnant
women during a three month period as supported by
previous study enrollment experiences and/or data on
number of pregnancies or live-births in the study area;
access to local reverse transcription polymerase chain
reaction (RT-PCR) laboratory testing for influenza using
U.S. Centers for Disease Control and Prevention (US
CDC) protocols; ability to measure primary outcomes
using standardized methods described below; access to
at least three years of local influenza surveillance data to
establish the typical timing of seasonal influenza epi-
demics; and ability to implement real-time electronic
data collection in the field. Sites were also selected based
on an anticipated low uptake of influenza vaccine since
effective influenza vaccination would be expected to im-
pact influenza virus infection incidence. The PRIME study
network includes three sites: Thailand Ministry of Public
Health — U.S. Centers for Disease Control and Prevention
Collaboration, Queen Sirikit National Institute of Child
Health, Armed Forces Research Institute of Medical
Sciences, and two collaborating hospitals in Bangkok,
Thailand; the U.S. Naval Medical Research Unit No. 6
and four collaborating hospitals in Lima, Peru; and Lata
Medical Research Foundation and one collaborating
hospital in Nagpur, India. Site characteristics are de-
scribed in detail in Table 1.

Design overview

The PRIME study follows women from enrollment dur-
ing pregnancy through 6-8 weeks postpartum (Table 2).
Site investigators recruit and enroll pregnant women into
the study just prior to or at the beginning of the influenza
season. At enrollment, participants complete an enroll-
ment interview and are scheduled to undergo transab-
dominal ultrasound for pregnancy dating if they have not
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already had an ultrasound at <28 weeks gestation with
pregnancy dating results that can be verified by medical
records.

Throughout cohort participation, study staff instruct
and remind participants to contact staff if they experience
influenza-like symptoms (ILS). ILS is defined as new onset
or sudden worsening of one or more of the following symp-
toms: myalgia, cough, runny nose or nasal congestion, sore
throat, or difficulty breathing; the surveillance case defin-
ition was chosen to be sensitive for detection of influenza
and include both respiratory and constitutional symptoms.
Active surveillance for ILS is also conducted twice weekly
via one or more site-specific contact methods, including
telephone calls, mobile telephone text messaging, or home
visits by study staff. Participants with illness episodes meet-
ing the ILS case definition complete acute illness and illness
follow-up interviews. If symptom onset occurred within
the last 7 days, mid-turbinate nasal swabs are collected
by trained study staff (Peru and India) or participant
self-collection (Thailand) [27-29]. Local CDC-approved
laboratories test nasal swab specimens for influenza vi-
ruses by real-time reverse transcription polymerase chain
reaction (rRT-PCR) using CDC protocols.

Study staff contact participants within 7 days of the end
of the pregnancy (i.e. delivery, spontaneous abortion, elect-
ive abortion, or stillbirth) to complete a survey about their
pregnancy course and perinatal outcomes. If women deliver
in a study hospital, study staff or hospital personnel trained
on study procedures weigh infants on the day of delivery
using study-approved digital scales. If infants are born at a
non-study hospital or outside the hospital setting, study
staff attempt to visit the woman on the day of delivery (but
no later than 48 h after delivery) when feasible to measure
the infant’s birth weight using study-approved digital scales.
If medical records of the end of pregnancy are available,
study staff abstract data for select pregnancy and perinatal
outcomes. If women report receipt of influenza vaccination
during their pregnancy, study staff also verify influenza vac-
cine receipt against available records. At 6-8 weeks post-
partum, women also complete a survey on postpartum and
neonatal course. Additional site specific methods are de-
scribed in detail in Table 3.

Eligibility

Women are eligible to participate if they are pregnant as
confirmed by urine pregnancy test and/or abdominal
ultrasound; are 18 years of age or older; have an esti-
mated date of delivery (EDD) based on last menstrual
period (LMP) or ultrasound that allows for 8 weeks of
observation during the influenza season if the pregnancy
continues to 40 weeks gestation; have had an ultrasound
at <28 weeks gestation to establish EDD at a facility
where medical records are available for verification or
are currently at <28 weeks gestation based on reported
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Table 1 Site characteristics, the Pregnancy and Influenza Multinational Epidemiologic Study

Bangkok, Thailand

Lima, Peru

Nagpur, India

Queen Sirikit National Institute of
Child Health, Thailand Ministry of
Public Health

Thailand Ministry of Public
Health—US Centers for Disease
Control and Prevention Collaboration

Primary research institution(s)

Armed Forces Research Institute
of Medical Sciences

Study laboratory?

Source population Pregnant women attending
outpatient prenatal care visits

at study hospitals

U.S. Naval Medical Research
Unit No. 6 (NAMRU-6)

NAMRU-6 Virology and Emerging
Infections Laboratory

Pregnant women attending
outpatient prenatal care visits
at study hospitals

Lata Medical Research Foundation

Dhruv Pathology and Diagnostic
Laboratory (year 1)

Pregnant women from urban
Nagpur attending outpatient
prenatal care visits at study

hospitals
Study hospitals
Number 2 4 1
Types Tertiary/referral Tertiary/referral Secondary/referral

Institutions (deliveries/year) Nopparat Hospital (6000)

Rajavithi Hospital (6000-7000)

Peruvian Maternal and Perinatal
Institute (22000)

Daga Memorial Government
Women's Hospital (14000-15000)

Arzobispo Loayza National Hospital (4000)
Dos de Mayo National Hospital (4000)
San Bartolome Hospital (7000)

Start date of local influenza 28 18

season® (epidemiologic week)

26

Study laboratories process and test respiratory specimens for influenza viruses by reverse transcription polymerase chain reaction (RT-PCR) using US Centers for
Disease Control and Prevention protocols. In Thailand, the study laboratory also tests for respiratory syncytial viruses and human metapneumoviruses by RT-PCR
PFor the purposes of recruitment and enrollment, the ‘influenza season'’ is defined as the 16 week time period in which influenza epidemics are most likely to

occur as predicted by local influenza virus surveillance data from previous years

EDD or LMP and willing to undergo a transabdominal
ultrasound for pregnancy dating as part of the study;
plan to remain in the study area for the duration of
pregnancy and plan to deliver at study hospitals; and are
willing and able to be contacted twice weekly from en-
rollment through the end of pregnancy for study surveil-
lance purposes. At the Bangkok site, women must also
be abe to speak and understand Thai (Table 3).

Enrollment

Study staff enroll participants at each site over a period
of up to 14 weeks extending from 10 weeks before the
anticipated start of the influenza season through the first
four weeks of influenza season. For the purposes of en-
rollment, the influenza season is defined as the 16 week
period in which influenza epidemics are most likely to
occur as predicted by local influenza virus surveillance
data from previous years [30—32]. The goal is to enroll
the cohort just prior to or at the beginning of the influ-
enza season so each cohort member will be under obser-
vation for the full period that she is pregnant during the
influenza season.

All sites recruit women from local antenatal care clinics
(ANCs). Study staff approach potentially eligible women
for eligibility screening while women are waiting to be
seen for ANC appointments or while awaiting ultrasound
appointments. Women provide written informed consent
to study participation prior to study screening.

Study proxies

During the enrollment process, participants are offered
the option to designate one or more proxies who may pro-
vide certain information about the participants’ health and
pregnancy if they are not reachable by study staff. Study
staff contact the participants’ proxy(ies) in the following
situations: 1) if they are unable to reach participants for
twice weekly surveillance contacts after three attempts, 2)
if they are unable to reach participants for the end of preg-
nancy interview or post-partum interview, or 3) in the
event of participant death reported by other sources (e.g.
hospital staff). The primary purpose of contacting the
study proxy during missed surveillance or interview con-
tacts is to ascertain whether the participant’s illness has
progressed in severity to the point that she is unable to
respond to study staff and/or whether the participant has
gone into labor, delivered, or otherwise experienced an
end to her pregnancy.

Study procedures and data collection

At enrollment, study staff instruct participants that they
aim to capture all potential respiratory illness episodes
during participants’ pregnancies, accurately measure body
temperature during illness episodes, and document preg-
nancy outcomes such as infants’ birth weights as close to
delivery as possible. Staff provide participants with 1) in-
formation about how to contact staff with questions or
notify them of an ILS episode; 2) digital thermometers
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Table 2 Data collection activities, the Pregnancy and Influenza Multinational Epidemiologic Study

Data collection activity Enrollment Pregnancy Delivery/end Postpartum (6-8 weeks At any time point
of Pregnancy after end of pregnancy)

Enrollment interview® X

Designation of proxy® X

Orientation to illness reporting activities® X

How to report ILS episodes
Symptom diary card
Digital thermometer use

Self swabbing (Thailand only)

Knowledge, attitudes and practices survey X

Ultrasound data collection form® X

Whole blood collection (serology sub-study participants)® (X) (X)
Twice weekly surveillance contacts to identify ILS and X

delivery/end of pregnancy’
ivery, preg Yy If ILS identified:

Symptom screening log? X)

Iliness follow-up interview" (X)

Respiratory specimen collection' X)

Delivery/end of pregnacy interview’ X

Birth weight data collection form* X

Postpartum interview! X

Influenza vaccination verification™ X)

End of pregnancy/delivery chart abstraction” X

Acute hospitalization chart abstraction® (X)
Death reporting form X)
Withdrawal form )

ILS: Influenza like symptoms defined as new onset or sudden worsening of one or more of the following symptoms: myalgia, cough, runny nose or nasal congestion, sore
throat, or difficulty breathing

Parentheses indicate activities that only occur for certain participants

a The enrollment interview collects information on socio-demographic characteristics, past medical and pregnancy history, and prenatal care for the current pregnancy

b During the enrollment process, each participant is asked to designate one or more proxies who may provide certain information about the participant’s health and
pregnancy if she is not reachable by study staff. Study staff contact the participants’ proxy(ies) in the following situations: 1) if they are unable to reach the participants for
twice weekly surveillance contacts after three attempts, 2) if they are unable to reach the participants for the end-of-pregnancy interview or post-partum interview, or 3) in the
event of participant death reported by other sources (e.g. hospital staff)

c All participants receive a study orientation that emphasizes that the study aims to capture all potential respiratory illness episodes during participants’ pregnancies,
accurately measure body temperature during illness episodes, and capture pregnancy outcomes such as infants’ birth weights as close to delivery as possible. They are given
information about how to contact study staff with questions or notify them of an ILS episode, digital thermometers and symptom diary cards with instruction on using these
items during ILS episodes. At the Bangkok site, instruction and demonstration on preforming self-collection of a

mid-turbinate nasal swab (i.e., “self-swab”) and “swabbing kits” are also provided

d All participants have an ultrasound data collection form completed close to the time of enrollment. The form collects information on the parameters used for gestational age
dating and the estimated gestational age in weeks and days

e Sites in Lima and Bangkok participate in a serology sub-study in which the sites aim to enroll 700 women per year to have whole blood collected at enroliment and within

7 days after the end of pregnancy to assess seroconversion to circulating strains during pregnancy

f Study staff contact participants twice weekly throughout their pregnancies to ascertain whether women have experienced ILS or end of pregnancy. Contacts are made by
telephone call, messaging application or home visit

g If a participant reports an illness potentially meeting ILS criteria, staff conduct a symptom screening log to confirm illness symptoms and time since symptom onset

h Participants with confirmed ILS episodes are contacted starting seven days after illness onset (and every other day up through 13 days after iliness onset) to determine when
the ILS has ended. Once they report that their ILS has ended or it is 13 days after symptom onset, they complete an illness follow-up interview in person or by telephone that
collects information on symptoms and subjective severity, duration of fever and height of highest measured temperature, missed work and/or absence from daily activities,
receipt of medical care, and use of antiviral or antibiotic prescriptions

i Participants whose ILS episodes began within the past 7 days have a mid-turbinate nasal swab collected for influenza virus testing within 24 h of illness report. Participants at
the Bangkok site self-collect their swabs

j Study staff administer a questionnaire within 7 days after delivery or end of pregnancy to collect information on prenatal course and delivery outcomes

k If participants deliver in a study hospital or clinic, infants are weighed on the day of delivery with study-approved digital scales. If participants deliver at a non-study hospital
or at home, study staff attempt to visit the woman on the day of delivery (but no later than 48 h after delivery), when feasible, to measure the infant’s birth weight using study
digital scales. In the minority of instances when a particpiant delivers at a non-study hospital and study staff cannot visit the woman, weights are abstracted from available
medical records. All weights are recorded to the nearest gram

| The postpartum interview is conducted at 6-8 weeks after end of pregnancy and collects information on postpartum and neonatal course

m For participants who report receiving influenza vaccination, study staff attempt to verify vaccination status against medical records or vaccine registries

n Study staff abstract information from any available medical records on prenatal care, pregnancy course, and delivery/perinatal outcomes

o If a woman is hopitalized during her pregnancy for reasons other than delivery, study staff attempt to abstract information on the acute hospitalization from available
medical records

and symptom diary cards with instruction on use during  “self-swab”). Women then complete an enrollment
ILS episodes; and 3) at the Bangkok site, “swabbing kits” interview about socio-demographic characteristics, past
and instruction and demonstration about performing medical and pregnancy history, and prenatal care for the
self-collection of a mid-turbinate nasal swab (i.e., current pregnancy. Women also complete a questionnaire
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about knowledge, attitudes and practices related to influ-
enza illness and vaccination.

Study staff then contact participants twice weekly
throughout their pregnancies to ascertain whether women
have experienced an ILS episode or end of pregnancy.
Staff remind women with ILS episodes to complete a
symptom diary card, measure their oral temperature daily
prior to taking antipyretics, and document the impact of
illness on their daily activities. For women with ILS, study
staff contact women every other day starting seven days
after illness onset up through 13 days after illness onset
to determine when their ILS episode has ended. Once
women report that their ILS episode has ended or at
the end of 13 days from symptom onset, women complete
an illness follow-up interview in person or by telephone;
information is collected about symptoms and subjective
severity, duration of fever and height of highest measured
temperature, missed work and/or absence from daily ac-
tivities, receipt of medical care, and use of antiviral and
antibiotic medications.

Within 7 days after the end of pregnancy, women
complete an interview that collects information about
pregnancy complications, prenatal care and health behav-
jors since enrollment, end of pregnancy complications
and outcomes, and updates on influenza vaccination sta-
tus. Staff contact women once more at 6—8 weeks postpar-
tum to complete a brief interview on postpartum medical
visits or hospitalizations by the mother or infant and in-
fant health status since delivery.

When medical records are available, study staff complete
a chart abstraction form after the end of pregnancy to col-
lect information on prenatal care, pregnancy course, deliv-
ery/perinatal outcomes, and any hospitalizations for acute
medical illnesses that occur during the pregnancy. Medical
records are also used to verify receipt of influenza vaccine
for women who report receiving influenza vaccine during
their pregnancies. In the event that a participant or her
infant dies, study staff complete a death data collection
form to compile information about the location and nature
of the death from verbal report and official death re-
cords, when available. Deaths are also reported to local
Institutional Review Boards according to local reporting
requirements.

Outcomes

Primary outcomes of the study comparing women with
versus without RT-PCR-confirmed influenza virus infec-
tion during pregnancy include: 1) the relative risk of pre-
term birth (birth at <37 weeks gestation); 2) difference
in mean gestational age at delivery or end of pregnancy;
and 3) difference in mean birth weight among all infants
and among term singleton infants. Additional primary
outcomes include episodes of RT-PCR-confirmed influ-
enza per 10,000 pregnant women months of observation,

Page 8 of 13

frequency of illness signs and symptoms, and duration
of measured fever > 38.0 degrees Celsius among women
with RT-PCR-confirmed influenza (Table 4).

Gestational age and birth weight measurement

Since prematurity and birth weight are primary study
outcomes, sites follow standard operating procedures
to ensure accurate and uniform pregnancy dating and
measurement of birth weight. Ultrasound performed at
<28 weeks gestation is used as the primary means of
dating participants’ pregnancies. For participants that
had a vaginal or trans-abdominal ultrasound at < 28 weeks
gestation for pregnancy dating as part of routine clinical
care, study staff abstract from the medical record the
method of dating, estimated gestational age and EDD
based on the ultrasound reading. For participants who
have not already had an ultrasound for pregnancy dating
or for whom ultrasound records are not available, trained
ultrasonographers hired by the study perform a transab-
dominal ultrasound according to study standard operating
procedures. Because the accuracy of gestational age dating
by ultrasound decreases with increasing gestational age
[33-35], ultrasounds done as part of the study are done as
soon after enrollment as possible. Ultrasounds performed
for study purposes focus on gestational age estimation and
do not report the sex of the fetus(es) or congenital anom-
alies on data collection forms, to hospital staff, or to the
participant or her family.

At study hospitals or clinics, investigators assess and
approve scales in the labor and delivery area for accept-
ability for study purposes prior to study initiation. Scales
must be digital, designed to measure weight with accur-
acy to the nearest 10 g, and be calibrated daily. Study
staff and collaborating hospital staff are trained prior to
study initiation and periodically throughout the study
period on weight measurement procedures which in-
clude removing all clothing from the infant down to no
clothing or a thin shirt and performing at least two birth
weight measurements consecutively. Study staff measure
a third weight if there is a difference of more than 20 g
between the first two measurements.

Sample size

The PRIME study aims to enroll 13,200 pregnant women
over at least two influenza seasons. The estimated sample
size is based on achieving adequate power to estimate
relative risk of preterm birth among women with versus
without RT-PCR-confirmed influenza during pregnancy.
According to WHO estimates, the average prevalence of
preterm births ranges from 9% in high-income countries
to 12% in low-income countries [36, 37]. Therefore, we
assumed a preterm birth prevalence of at least 10% among
pregnant women without influenza virus infection in
this study. Assuming an influenza attack rate among
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Table 4 Pregnancy and Influenza Multinational Epidemiologic Study Primary and Secondary Objectives and Outcomes

Objectives

Outcomes®

Primary Objectives

Evaluate the effects of laboratory-confirmed influenza
virus infection during pregnancy on pregnancy and
perinatal outcomes.

Estimate the incidences of any acute respiratory illness
(ARI), febrile ARI, and laboratory-confirmed influenza
during pregnancy.

Examine the clinical spectrum of illness due to influenza
virus infection among pregnant women including
duration and severity of illness.

Secondary Objectives

Evaluate the effects of ARl and febrile ARI during
pregnancy on pregnancy and perinatal outcomes
among women in middle-income countries.

Examine knowledge, attitudes, and practices (KAP)
related to influenza and influenza vaccination among
pregnant women in middle-income countries.

Estimate the effectiveness of inactivated influenza
vaccine to prevent laboratory-confirmed influenza
among pregnant women at sites where influenza
vaccine is used in pregnant women.

Compare the accuracy of last menstrual period (LMP)
versus ultrasound at < 28 weeks gestation for pregnancy
dating in the subset of women who recall their LMP.

- Relative risk of preterm birth (< 37 weeks gestation based on ultrasound
performed at < 28 weeks gestation) among women with versus those
without real- time reverse transcription polymerase chain reaction
(RT-PCR)-confirmed influenza virus infection during pregnancy (P)

- Difference in mean gestational age at delivery or end of pregnancy
among women with versus those without RT-PCR-confirmed influenza
virus infection during pregnancy (P)

- Difference in mean birth weight among all infants and among term
singleton infants born to women with versus those without RT-
PCR-confirmed influenza virus infection during pregnancy (P)

- Episodes per 10,000 pregnant women months of observation of:
o RT-PCR-confirmed influenza (P)

o serologically-confirmed influenza (P)

o ARI (S)

o febrile ARI (S)

o any ARl-associated hospitalization (S)

o RT-PCR-confirmed influenza-associated hospitalization (S)

« Frequency of illness signs and symptoms and duration of measured
fever > 380 C among pregnant women with RT-PCR-confirmed
influenza (P)

- Difference in mean gestational age at delivery or end of pregnancy
among women with versus without any ARI or febrile ARI (as separate
exposures) during pregnancy (S)

- Difference in mean birth weight among all infants and among term
infants born to women with versus without any ARl or febrile ARI
(as separate exposures) during pregnancy (S)

- Relative risk among women or infants of women with versus without
any ARl or febrile ARI (as separate exposures) during pregnancy of

0 spontaneous abortion (< 22 weeks gestation) (S)

o stillbirth (> =22 weeks gestation) (5)

o maternal death during pregnancy or within 28 days of end of pregnancy (S)

o early neonatal death (at 0-6 days of life) (S)

o neonatal death (at 0-27 days of life) (S)

- Frequencies of KAP related to influenza virus infection during pregnancy
and its impact on the mother and fetus

- Frequencies of KAP related to influenza vaccination during pregnancy,
including safety and effectiveness of the vaccine for the mother and fetus

- Frequencies of trusted sources of information about influenza and influenza
vaccination during pregnancy

- Association between KAP related to influenza and influenza vaccination
and reported influenza vaccine receipt during the current pregnancy
(at sites where influenza vaccines are available)

- Relative risk of influenza virus infection among women who received
influenza vaccine during pregnancy compared to those who did not
receive vaccine

- Mean difference in days between gestational age estimated from LMP
compared to ultrasound at < 28 weeks gestation using ultrasound as
the gold standard.

@Primary outcomes and seconday outcomes identified in the protocol are denoted by (P) and (S), respectively. Primary outcomes are those for which the study

aims to have adequate statistical power to evaluate if sample size goals are met

the cohort of 3-5% based on experience with other in-
fluenza studies and 10% cohort attrition, a sample size
of 13,200 pregnant women would provide adequate
statistical power to detect a relative risk of preterm
birth of 1.3 to 1.4 among women with influenza virus
infection during pregnancy compared to those without.

Using the same assumptions about influenza attack rate
and attrition, the same cohort size would also provide
adequate power to detect a mean difference in birth
weight of 100 g assuming a mean birth weight among
women without influenza virus infection during preg-
nancy of 3000 g with a standard deviation of 500 g.
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Substudies

The Bangkok and Lima sites conduct a substudy to esti-
mate the incidence of serologically-confirmed influenza
virus infection and estimate the proportion of serologically-
confirmed influenza virus infections that are not identified
by RT-PCR as part of ILS surveillance among pregnant
women. Each site enrolls 700 women from the main cohort
into the substudy each year. Women who received the
current season’s influenza vaccine preceding cohort en-
rollment are not eligible for the serology substudy. Par-
ticipants in the substudy have whole blood collected at
enrollment (ie. pre-influenza season) and again within
7 days of the end of pregnancy. Blood specimens will be
tested at a single central laboratory for antibodies to the
predominant circulating strains and relevant historical
strains of influenza at each site by hemagglutination inhib-
ition (HI) assay using US CDC-approved protocols; speci-
mens may also be tested by microneutralization (MN)
assays.

The Bangkok site is also conducting sub-studies to
estimate the incidences of respiratory syncytial virus
(RSV) and human metapneumovirus (hMPV) infection
during pregnancy and evaluate their effects on pregnancy
and perinatal outcomes. Nasal swab specimens collected at
the Bangkok site will be tested by RT-PCR for RSV and
hMPV using US CDC protocols. For a subset of ILS epi-
sodes, the Bangkok site will also compare specimen quality
and the number of viruses detected by participant-collec-
tion of nasal swabs versus staff-collection of nasal swabs for
the detection of influenza viruses, RSV and hMPV [28].

Laboratory methods

Local laboratories test nasal swab specimens by real time
RT-PCR assays to ascertain infection with influenza A or
B viruses and identify influenza A subtype (A/HINI1 and
A/H3N2) and influenza B lineage (B/Yamagata and B/
Victoria). Testing is completed using US CDC protocols
and with primers, probes, and reagents provided by US
CDC. Local study laboratories completed and passed
either WHO or US CDC-approved proficiency panels
for influenza RT-PCR testing within one year prior to
starting testing for the PRIME study.

Data management

Each site maintains study databases on site, including a
separate database with patient identifying information
and contact information, which is kept securely with re-
spect to privacy, cybersecurity, and patient confidentiality.
Each participant is assigned a unique identification number
and all associated data is stored in the common study data-
base using REDCap (Research Electronic Data Capture),
which is a browser-based metadata-driven software system
(Vanderbilt University, Nashville, TN). Enrollment, end of
pregnancy, and post-partum interview data are collected in
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real-time using internet-enabled personal computers or
mobile devices (tablets or smart phones). ILS surveillance
data, medical chart and death record abstractions, and
vaccination verification data are entered into REDCap regu-
larly throughout data collection. Laboratory results are
uploaded to REDCap routinely during periods of testing.
REDCap data entry fields provide quality assurance through
the use of logic and range checks and automated skip
patterns. Additional routine quality checks of the data, such
as checks for out-of-range values and missing data, are per-
formed on a weekly basis centrally by the data coordinating
center (Abt Associates Inc.)

At the Nagpur, India site, study staff use an android
application installed on sim card enabled tablets to con-
tact participants twice weekly. The application categorizes
participants into city zones based on their residential ad-
dress. Each study staff is allocated a zone and a list of par-
ticipants from that zone that she needs to follow up for
ILS. The application synchronizes with the enrolment data
of the participants from REDCap to provide staff with a
list of women that are due for a home visit, telephone call
or respiratory specimen collection. The application also
allows study staff to call participants’ phones directly from
the tablet device and records responses in real time.

Discussion

The PRIME Study is a multi-site collaboration that aims
to generate data on the impact of influenza virus infec-
tion during pregnancy among women in middle-income
countries to inform decisions about the value of influ-
enza vaccination of pregnant women in these settings.
Assessing the impact of influenza virus infection during
pregnancy on adverse pregnancy outcomes requires en-
rollment of a large number of women because of the rar-
ity of outcomes. It also requires a prospective design to
avoid biases inherent in retrospective recall of infection
and adverse outcomes and rigorous measurement of pri-
mary outcomes (e.g. birth weight and gestational age)
that are vulnerable to measurement error during stand-
ard clinical practice. The PRIME Study seeks to meet
these requirements through a collaborative network ap-
proach using a standardized protocol, data collection
tools, and standard operating procedures. The study also
uses centrally-designed trainings and frequent site moni-
toring to ensure adeherence to the the study protocol
and procedures. The PRIME study will also generate
multi-site and multi-year estimates of influenza virus in-
fection incidence during pregnancy using standardized
methods that allow comparison of estimates and a broad
case definition to capture the full spectrum of illness
from non-medically attended illness episodes to hospitali-
zations and deaths. These data will provide critical inputs
needed to model burden and cost of influenza during
pregnancy.
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Enrolling a large number of pregnant women over a
relatively short period of time and ensuring consistent
and close follow-up for many months through the post-
partum period is challenging. During 2017, the first year
of PRIME study enrollment, the network successfully
approached and screened 8034 women and fully enrolled
4779 women. A common challenge across sites was that
women who experienced adverse pregnancy outcomes
such as miscarriage or stillbirth were often less willing to
remain in the study and provide information about the
adverse outcomes. To overcome this challenge, sites spent
substantial time training study staff on developing a strong
rapport with participants, responding to adverse events
with sympathy and information about why study partici-
pation might help physicians learn to decrease adverse
outcomes for other women, and strategies to obtain key
information on adverse outcomes from other sources (e.g.
family members, the medical record) or from the partici-
pant at a later time point. Sites also found that obtaining
birth weights on infants who were born with critical ill-
ness was difficult. Through strong collaborative partner-
ships with hospital administration and clinicians, study
staff were able to find ways to collect at least one birth
weight according to the study SOP in many such cases
without delaying standard of care for critically ill infants.
In addition, the Thailand site faced challenges meeting
enrollment targets during the first year of the study be-
cause study hospitals serve immigrants who may not be
eligible for the study because they are not fluent in Thai.
Lastly, all study sites worked among populations in which
women often returned to a family home in another lo-
cation to give birth to their infants. Because collection
of birth weights and other pregnancy outcome data was
a key focus of the PRIME study, women were only
eligible to participate in the study if they indicated
that they planned to stay in the study area for deliv-
ery. Nevertheless, sites still found that a small propor-
tion of women left the study area for delivery. In
those cases, study staff either attempted to visit the
place of delivery to collect outcome information
themselves or obtain medical records from which out-
comes could be verified. Study teams have also devel-
oped additional strategies to limit enrollment to
women who will give birth in the study area during
subsequent years of the study.

Major strengths of the PRIME study include its use of
a standard protocol and rigorous outcome measurement
and enrollment of a large sample of pregnant women
that would be difficult to do at a single site. The PRIME
study also demonstrates the feasibility of implementing
real-time data collection, standard operating procedures
for birth weight and gestational age measurement including
ultrasonography in resource-limited settings, and novel
methods of influenza surveillance such as participant-
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collected respiratory specimens and use of local text and
tracking applications. An important limitation of the
PRIME study is that it was not designed to estimate the
incidence of severe influenza-associated outcomes such
as hospitalization and death which are rare and would
require a much larger sample size to assess. However,
the PRIME study does collect data on these outcomes
and will provide estimates of their prevalence.

Conclusion

The PRIME study is poised to provide estimates of the
incidence of influenza virus infection from diverse sites
in three middle-income countries during multiple influenza
seasons. The study also aims to enroll a large enough sam-
ple of pregnant women to assess the impact of influenza
virus infection on clinically important pregnancy and peri-
natal outcomes, although influenza circulation patterns will
influence whether the network achieves adequate statistical
power to addres this study objective.

Acknowledgements

PRIME Study Working Group Members.

Meredith Wesley for the United States Centers for Disease Control and
Prevention, Atlanta, Georgia, USA; Pat Schifflet, Tana Brummer, and William
Campbell for Abt Associates, USA; Joshua Mott for the Influenza Program,
Thailand Ministry of Public Health — U.S. Centers for Disease Control and
Prevention Collaboration, Nonthaburi, Thailand; Damon W. Ellison for the
Armed Forces Research Institute of Medical Sciences, Bangkok, Thailand;
Vaishali Khedikar for Lata Medical Research Foundation, Nagpur, India;
Shailendra Mundhada and Madhavi Deshmukh for Dhruv Pathology &
Molecular Diagnostic Laboratory, Nagpur, India.

Funding

This study was funded by the US Centers for Disease Control and Prevention
through the following funding mechanisms: Cooperative Agreement
1U01GH002084 with Thailand Ministry of Public Health; Interagency
Agreements 16FED1612328, 17FED1712076, and 18FED1812054IPD with
the US. Naval Medical Research Unit No. 6; and Contract # HHSD2002013M53890B
with Abt Associates.

Availability of data and materials
Please contact author for data requests.

Declarations

Yeny Tinoco is an employee of the U.S. Government. This work was prepared
as part of her official duties. Title 17 U.S.C. § 105 provides that ‘Copyright
protection under this title is not available for any work of the United States
Government’. Title 17 US.C. § 101 defines a U.S. Government work as a work
prepared by a military service member or employee of the U.S. Government
as part of that person’s official duties. Supporting data from the PRIME study
may be made available upon written request to study investigators once the
study and primary analyses have been completed.

Disclaimer

The findings and conclusions in this report are those of the authors and do
not necessarily represent the views of the Centers for Disease Control and
Prevention, the Department of the Navy, Department of Defense, nor the
U.S. Government.

Authors’ contributions

FD, MT, and EA designed the study. FD, SA, SG, DH, and DH provided overall
study oversight. AP, WK, YT, KK, GS, TC, OG, SB, BC, RF, PD, SC, and SLR
provided study oversight at their respective study sites, enrolled participants,
and collected study data. LM provided oversight of laboratory testing at the
site in Thailand. AP provided data management at the site in India. FD, AP,



Dawood et al. Reproductive Health (2018) 15:159

WK, and YT wrote the first draft of the manuscript, and all authors
contributed to the revision and final preparation of the manuscript for
submission. All authors read and approved the final manuscript.

Ethics approval and consent to participate

Local versions of the study protocol were reviewed and approved by the
ethical review committees of the Thailand Ministry of Public Health,
Nopparat Rachathanee Hospital, Rajavithi Hospital, and the Walter Reed
Army Institute of Research for Thailand; U.S. Naval Medical Research Unit No.
6, Hospital Nacional Arzobispo Loayza, Instituto Nacional Materno Perinatal,
Hospital Nacional Docente Madre Nifio San Bartolomé, and Hospital Nacional
Dos de Mayo in Peru; and the Indian Council of Medical Research and Lata
Medical Research Foundation in India. The network study protocol was also
reviewed and approved by the Abt Associates Institutional Review Board
(IRB), and the US CDC relied on the review of the Abt Associates IRB.
Informed consent is obtained from all study participants.

Consent for publication
Not applicable.

Competing interests
The authors declare that they have no competing interests.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.

Author details

'Influenza Division, United States Centers for Disease Control and Prevention,
1600 Clifton Rd MS A-32, Atlanta, GA 30329, USA. Abt Associates, Atlanta,
GA, USA. >Lata Medical Research Foundation, Nagpur, India. “Influenza
Program, Thailand Ministry of Public Health — U.S. Centers for Disease Control
and Prevention Collaboration, Nonthaburi, Thailand. *Naval Medical Research
Unit No. 6, Bellavista, Peru. °Queen Sirikit National Institute of Child Health,
Thailand Ministry of Public Health, Bangkok, Thailand. /Instituto Nacional
Materno Perinatal, Lima, Peru. 8Hospital Nacional Arzobispo Loayza, Lima,
Peru. “Armed Forces Research Institute of Medical Sciences, Bangkok,
Thailand. wHospIta\ Nacional Docente Madre Nifo San Bartolomé, Lima,
Peru.

Received: 22 August 2018 Accepted: 5 September 2018
Published online: 21 September 2018

References

1. Goodnight WH, Soper DE. Pneumonia in pregnancy. Crit Care Med.
2005;33:5390-7.

2. Laibl VR, Sheffield JS. Influenza and pneumonia in pregnancy. Clin Perinatol.
2005;32:727-38.

3. Dodds L, McNeil SA, Fell DB, Allen VM, Coombs A, Scott J, MacDonald N.
Impact of influenza exposure on rates of hospital admissions and physician
visits because of respiratory illness among pregnant women. CMAJ.
2007;176:463-8.

4. Neuzil KM, Reed GW, Mitchel EF, Simonsen L, Griffin MR. Impact of influenza
on acute cardiopulmonary hospitalizations in pregnant women. Am J
Epidemiol. 1998;148:1094-102.

5. Littauer EQ, Esser ES, Antao OQ, Vassilieva EV, Compans RW, Skountzou .
H1NT influenza virus infection results in adverse pregnancy outcomes by
disrupting tissue-specific hormonal regulation. PLoS Pathog. 2017;13:
e1006757.

6. Nunes MC, Madhi SA. Review on the effects of influenza vaccination during
pregnancy on preterm births. Hum Vaccin Immunother. 2015;11:2538-48.

7. Uchide N, Ohyama K, Bessho T, Takeichi M, Toyoda H. Possible roles of
proinflammatory and chemoattractive cytokines produced by human fetal
membrane cells in the pathology of adverse pregnancy outcomes
associated with influenza virus infection. Mediat Inflamm. 2012;2012:270670.

8. Interim report to WHO initiative for vaccine research. . (Accessed October
29, 2015, at http://www.who.int/immunization/sage/meetings/2015/april/1_
Interim_Report_WHO_Initiative_Vaccine_Research_24March_2015_
execSAGE.pdf?ua=1)

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

Page 12 of 13

Savitz DA, Fell DB, Ortiz JR, Bhat N. Does influenza vaccination improve
pregnancy outcome? Methodological issues and research needs. Vaccine.
2015;33(47):6430-5.

Hardy JM, Azarowicz EN, Mannini A, Medearis DN Jr, Cooke RE. The effect of
Asian influenza on the outcome of pregnancy, Baltimore, 1957-1958. Am J
Public Health Nations Health. 1961;51:1182-8.

Harris JW. Influenza occurring in pregnant women: a statistical study of
thirteen hundred and fifty cases. JAMA. 1919,72:978-80.

Nishiura H. Excess risk of stillbirth during the 1918-1920 influenza pandemic
in Japan. Eur J Obstet Gynecol Reprod Biol. 2009;147:115.

McNeil SA, Dodds LA, Fell DB, Allen VM, Halperin BA, Steinhoff MC,
MacDonald NE. Effect of respiratory hospitalization during pregnancy on
infant outcomes. Am J Obstet Gynecol. 2011;204:554-7.

Martin A, Cox S, Jamieson DJ, Whiteman MK, Kulkarni A, Tepper NK.
Respiratory illness hospitalizations among pregnant women during
influenza season, 1998-2008. Matern Child Health J. 2013;17:1325-31.
Hartert TV, Neuzil KM, Shintani AK, Mitchel EF Jr, Snowden MS, Wood LB,
Dittus RS, Griffin MR. Maternal morbidity and perinatal outcomes among
pregnant women with respiratory hospitalizations during influenza season.
Am J Obstet Gynecol. 2003;189:1705-12.

Lopez A, Mathers C, Ezzati M, Jamison D, Murray C. Global Burden of
Disease and Risk Factors. New York: Oxford University Press; 2006.

Madhi SA, Cutland CL, Kuwanda L, Weinberg A, Hugo A, Jones S, Adrian PV,
van Niekerk N, Treurnicht F, Ortiz JR, et al. Influenza vaccination of pregnant
women and protection of their infants. N Engl J Med. 2014;371:918-31.
Steinhoff MC, Katz J, Englund JA, Khatry SK, Shrestha L, Kuypers J, Stewart L,
Mullany LC, Chu HY, LeClerq SC, et al. Year-round influenza immunisation
during pregnancy in Nepal: a phase 4, randomised, placebo-controlled trial.
Lancet Infect Dis. 2017;17:981-9.

Tapia MD, Sow SO, Tamboura B, Teguete |, Pasetti MF, Kodio M,
Onwuchekwa U, Tennant SM, Blackwelder WC, Coulibaly F, et al. Maternal
immunisation with trivalent inactivated influenza vaccine for prevention of
influenza in infants in Mali: a prospective, active-controlled, observer-blind,
randomised phase 4 trial. Lancet Infect Dis. 2016;16:1026-35.

Munoz FM, Greisinger AJ, Wehmanen OA, Mouzoon ME, Hoyle JC, Smith FA,
Glezen WP. Safety of influenza vaccination during pregnancy. Am J Obstet
Gynecol. 2005;192:1098-106.

Tamma PD, Ault KA, del Rio C, Steinhoff MC, Halsey NA, Omer SB. Safety of
influenza vaccination during pregnancy. Am J Obstet Gynecol. 2009,201:547-52.
Black SB, Shinefield HR, France EK, Fireman BH, Platt ST, Shay D, Vaccine
Safety Datalink W. Effectiveness of influenza vaccine during pregnancy in
preventing hospitalizations and outpatient visits for respiratory illness in
pregnant women and their infants. Am J Perinatol. 2004;21:333-9.
Thompson MG, Li DK, Shifflett P, Sokolow LZ, Ferber JR, Kurosky S, Bozeman
S, Reynolds SB, Odouli R, Henninger ML, et al. Effectiveness of seasonal
trivalent influenza vaccine for preventing influenza virus iliness among
pregnant women: a population-based case-control study during the 2010-
2011 and 2011-2012 influenza seasons. Clin Infect Dis. 2014;58:449-57.
Zaman K, Roy E, Arifeen SE, Rahman M, Raqib R, Wilson E, Omer SB, Shahid
NS, Breiman RF, Steinhoff MC. Effectiveness of maternal influenza
immunization in mothers and infants. N Engl J Med. 2008;359:1555-64.
Meeting of the Strategic Advisory Group of Experts on immunization. April
2012--conclusions and recommendations. Wkly Epidemiol Rec. 2012,87:201-16.
Ortiz JR, Perut M, Dumolard L, Wijesinghe PR, Jorgensen P, Ropero AM,
Danovaro-Holliday MC, Heffelfinger JD, Tevi-Benissan C, Teleb NA, et al. A
global review of national influenza immunization policies: analysis of the
2014 WHO/UNICEF joint reporting form on immunization. Vaccine. 2016;34:
5400-5.

Ip DK, Schutten M, Fang VJ, Fung RO, Dutkowski RT, Chan KH, Leung GM, Peiris
JS, Cowling BJ. Validation of self-swab for virologic confirmation of influenza
virus infections in a community setting. J Infect Dis. 2012,205:631-4.
Thompson MG, Ferber JR, Odouli R, David D, Shifflett P, Meece JK, Naleway AL,
Bozeman S, Spencer SM, Fry AM, et al. Results of a pilot study using self-
collected mid-turbinate nasal swabs for detection of influenza virus infection
among pregnant women. Influenza Other Respir Viruses. 2015;9:155-60.

Goyal S, Prasert K, Praphasiri P, Chittaganpitch M, Waicharoen S,
Ditsungnoen D, Jaichuang S, Lindblade KA. The acceptability and validity of
self-collected nasal swabs for detection of influenza virus infection among
older adults in Thailand. Influenza Other Respir Viruses. 2017;11:412-7.
Chadha MS, Potdar VA, Saha S, Koul PA, Broor S, Dar L, Chawla-Sarkar M,
Biswas D, Gunasekaran P, Abraham AM, et al. Dynamics of influenza


http://www.who.int/immunization/sage/meetings/2015/april/1_Interim_Report_WHO_Initiative_Vaccine_Research_24March_2015_execSAGE.pdf?ua=1
http://www.who.int/immunization/sage/meetings/2015/april/1_Interim_Report_WHO_Initiative_Vaccine_Research_24March_2015_execSAGE.pdf?ua=1
http://www.who.int/immunization/sage/meetings/2015/april/1_Interim_Report_WHO_Initiative_Vaccine_Research_24March_2015_execSAGE.pdf?ua=1

Dawood et al. Reproductive Health (2018) 15:159

31

32.

33.

34.

35.

36.

37.

seasonality at sub-regional levels in India and implications for vaccination
timing. PLoS One. 2015;10:e0124122.

Chittaganpitch M, Supawat K, Olsen SJ, Waicharoen S, Patthamadilok S,
Yingyong T, Brammer L, Epperson SP, Akrasewi P, Sawanpanyalert P.
Influenza viruses in Thailand: 7 years of sentinel surveillance data, 2004-
2010. Influenza Other Respir Viruses. 2012;6:276-83.

Tinoco YO, Azziz-Baumgartner E, Uyeki TM, Razuri HR, Kasper MR, Romero C,
Silva ME, Simons MP, Soto GM, Widdowson MA, et al. Burden of Influenza in
4 Ecologically Distinct Regions of Peru: Household Active Surveillance of a
Community Cohort, 2009-2015. Clin Infect Dis. 2017;65:1532-41.

Caughey AB, Nicholson JM, Washington AE. First- vs second-trimester
ultrasound: the effect on pregnancy dating and perinatal outcomes. Am J
Obstet Gynecol. 2008;198:703 e1-5 discussion e5-6.

Kalish RB, Thaler HT, Chasen ST, Gupta M, Berman SJ, Rosenwaks Z,
Chervenak FA. First- and second-trimester ultrasound assessment of
gestational age. Am J Obstet Gynecol. 2004;191:975-8.

Verburg BO, Steegers EA, De Ridder M, Snijders RJ, Smith E, Hofman A, Moll
HA, Jaddoe VW, Witteman JC. New charts for ultrasound dating of
pregnancy and assessment of fetal growth: longitudinal data from a
population-based cohort study. Ultrasound Obstet Gynecol. 2008;31:388-96.
Preterm Birth. (Accessed 13 Apr 2018, at http://www.who.int/mediacentre/
factsheets/fs363/en/)

Blencowe H, Cousens S, Oestergaard MZ, Chou D, Moller AB, Narwal R,
Adler A, Vera Garcia C, Rohde S, Say L, et al. National, regional, and
worldwide estimates of preterm birth rates in the year 2010 with time
trends since 1990 for selected countries: a systematic analysis and
implications. Lancet. 2012;379:2162-72.

Page 13 of 13

Ready to submit your research? Choose BMC and benefit from:

e fast, convenient online submission

o thorough peer review by experienced researchers in your field

 rapid publication on acceptance

o support for research data, including large and complex data types

e gold Open Access which fosters wider collaboration and increased citations
e maximum visibility for your research: over 100M website views per year

K BMC

At BMC, research is always in progress.

Learn more biomedcentral.com/submissions



http://www.who.int/mediacentre/factsheets/fs363/en/
http://www.who.int/mediacentre/factsheets/fs363/en/

	Abstract
	Background
	Methods/design
	Discussion

	Plain English summary
	Background
	Methods/design
	Site characteristics
	Design overview
	Eligibility
	Enrollment
	Study proxies
	Study procedures and data collection
	Outcomes
	Gestational age and birth weight measurement
	Sample size
	Substudies
	Laboratory methods
	Data management

	Discussion
	Conclusion
	Acknowledgements
	Funding
	Availability of data and materials
	Declarations
	Disclaimer
	Authors’ contributions
	Ethics approval and consent to participate
	Consent for publication
	Competing interests
	Publisher’s Note
	Author details
	References

