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Project Protocol

1 Project title

Maternal and perinatal outcomes of pandemic influenza in pregnancy.

Project reference 11/46/12.

2 Planned investigation

2.1 Research objectives

a) To determine:

i) The incidence of hospitalisation with pandemic-type influenza in pregnancy.

ii) The outcomes of pandemic-type influenza in pregnancy for mother and infant.

b) To investigate:

i) The influence of demographic or pregnancy characteristics on outcomes for mother and

infant.

ii) The influence of prior immunisation with seasonal influenza vaccine or specific influenza

vaccine on outcomes for mother and infant, including an assessment of reasons for non-

immunisation.

iii) The influence of timing of delivery, particularly in relation to the use of extracorporeal

membrane oxygenation on outcomes for mother and infant.

iv) The influence of other variations in management on outcomes for mother and infant.

b) To produce guidance on the management of pandemic-type influenza infection in pregnancy

by monthly review of emerging data from this study such that outcomes for women and infants

are optimised during the pandemic.

2.2 Existing research

Evidence from the last influenza pandemic (2009/H1N1) showed that pregnant women were

particularly vulnerable to severe infection (1-5), resulting in increases in both maternal and perinatal

mortality (5-7). Further investigations, including through the UK Obstetric Surveillance System

(UKOSS) (5), highlighted specific groups of women who were at higher risk of morbidity after

2009/H1N1 infection in pregnancy. Factors associated with admission to hospital with 2009/H1N1 in

pregnancy included maternal obesity, asthma, multiparity, multiple pregnancy, black or other minority

group ethnicity and smoking among women younger than 25 years (1, 3, 5).

Active data collection on pregnant women admitted to hospital with confirmed AH1N1 influenza,

conducted using the UKOSS, as well as identifying particular subgroups of pregnant women who

were at risk of the severest disease and hence a particular target for preventive interventions, also
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pinpointed important aspects of management which resulted in improved outcomes for women,

including the importance of early antiviral treatment (5). Monthly analysis of emerging data was used

to inform ongoing clinical guidance during the pandemic. Admission to an intensive care unit, taken as

a proxy for severe morbidity, was also associated with delay in starting treatment with antiviral

medication (more than two days after the onset of symptoms) in other population studies (1, 3, 4, 8).

Most studies of 2009/H1N1 in pregnancy reported very incomplete outcomes or outcomes for only a

subset of severely affected women (table 1) (1, 3, 4, 8-10). Half of outcome rates were calculated

using subsamples of less than fifty per cent of the study cohort. The majority of studies did not follow

up women to the end of their pregnancy (3, 4, 8, 10) or in some cases the follow up time was too

short to collect outcome information on women infected at all gestations (8, 9). This approach will bias

any results towards reporting preterm births which is likely to lead to overly pessimistic results.

The UKOSS study (6) followed up 94% of the original study cohort (n=256) and demonstrated that

poor perinatal outcomes, in addition to poor maternal outcomes, were associated with 2009/H1N1

influenza infection in pregnancy. The risks of poor outcomes persisted after adjustment for maternal

and pregnancy characteristics known to be associated with poor perinatal outcomes. The study

suggested an increased risk of perinatal mortality in women infected with 2009/H1N1 compared with

the general population (perinatal mortality rate 39 per 1,000 total births (95%CI 19 to 71) compared to

7 per 1,000 total births (95%CI 3 to 13), aOR: 5.7; 95%CI 2.2 to 15.1), which was explained almost

entirely by an increased risk of stillbirth. The study was cited by the European Center for Disease as

an important European advance, strengthening the evidence for offering routine immunisation to

pregnant women in Europe (11).
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Table 1: Studies of pregnancy outcomes among 2009/H1N1 infected women

Study Study period Study population Number
of

pregnant
women

reported

Number of
women with

outcome data
(%)

Pregnancy
outcome

Number
affected

(%)

Siston 2010
(4)

14/04/2009
–
21/08/2009

Pregnant women
with 2009/H1N1
influenza, USA

788
a

169 (21) Preterm
delivery

51 (30)

200 (25) Spontaneous
Abortion

8 (4)

Louie 2010
(3)

23/04/2009
–
11/08/2009

Women with
confirmed
2009/H1N1
requiring intensive
care, California,
USA

18 12 (67) Preterm
delivery

10 (83)

Hospitalised (>24
hrs) or dead women
with confirmed
2009/H1N1,
California, USA

94 37 (39) Spontaneous
Abortion

2 (5)

Creanga
2010 (8)

01/05/2009
–
30/06/2009

b

Hospitilised women
with H1N1v
infection, New York,
USA

62 40 (65) Preterm
delivery

6 (15)

Neonatal
death

2 (5)

Hewagama
2010 (10)

20/05/2009
–
31/07/2009

Hospitalised
pregnant women
with 2009/H1N1
infection, Victoria,
Australia

43 15 (35) Preterm
delivery

6 (40)

24 (55) Stillbirth
d
/

Neonatal
death

3 (13)

ANZIC
2010 (1)

01/06/2009
–
31/08/2009

Pregnant or
recently postpartum
women admitted to
intensive care unit
with 2009/H1N1,
Australia and New
Zealand

64 61 (95) Miscarriage
c

2 (3)

Stillbirth
d

4 (7)

Preterm
delivery

22 (37)

Low birth
weight

18 (31)

Dubar 2010
(9)

01/08/2009
-
31/12/2009

e

Pregnant women
admitted to hospital
with confirmed
2009/H1N1, France

314 146 (46) Stillbirth 2 (1)

Loss of
pregnancy
prior to 24
weeks

4 (2)

Low birth
weight

22 (16)

Preterm birth 26 (19)

Pierce
(UKOSS)
2011 (6)

01/09/2009
-
31/01/2010

Pregnant women
admitted to hospital
with confirmed
2009/H1N1, UK

272 256 (94) Loss of
pregnancy
prior to 24
weeks

5 (2)

Stillbirth 7 (3)

Neonatal
death

3 (1)

Preterm birth 59 (24)
a

Including 509 hospitalised women.
b

Followed up until 18/09/2009
c

Defined as in utero death <20 weeks gestation
d

e
Followed up until 31/04/2010
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In addition to the mortality risk, infants were at greater risk of preterm birth (aOR 4.0, 95%CI 2.7 to

5.9). The data suggest that women with 2009/H1N1 infection who gave birth preterm were more likely

to have been infected in their third trimester. Secondary infection with pneumonia played an important

role in preterm delivery in this 2009-10 cohort; secondary pneumonia was also associated with

preterm birth in women with pandemic influenza in 1919 (12). In the UK data, the risk of preterm birth

associated with 2009/H1N1 infection persisted even after accounting for the role of secondary

pneumonia which suggests that the excess risk cannot be explained by this factor alone.

Almost half of the infants delivered preterm were delivered early because of maternal compromise.

Women are typically delivered during the third trimester in order to aid mechanical ventilation.

However, emerging evidence suggests that when women are referred for management with

extracorporeal membrane oxygenation (ECMO), in the absence of fetal compromise there may not be

an indication to deliver the fetus early (13). This is noted particularly at gestations below 30 to 32

weeks, when the size of the uterus is unlikely to affect mechanical ventilation. Increased availability

and use of ECMO may therefore have the potential to impact positively on infant outcomes even in

the presence of maternal critical illness.

Overall, these studies show a clear increase in risk of poor maternal and pregnancy outcomes in

women infected with AH1N1v influenza. Importantly, immunisation against AH1N1v influenza for

pregnant women is thus likely to have a significant impact on health outcomes for both mother and

baby. Almost half of the preterm deliveries were due to early delivery for maternal compromise,

indicating that the health of pregnant women, which is improved with rapid treatment with antiviral

agents, is an important public health priority in future waves of this and other influenza pandemics.

In a future pandemic, however, these observed patterns may differ, and a rapid study of this

susceptible group will be important to inform both ongoing preventive and management policies. In

particular, a number of clinical questions remain unresolved, which would be informed by the

proposed study. In particular, it is important to establish whether pregnancy can be successfully

continued in women managed with extracorporeal membrane oxygenation (ECMO). Anecdotal

evidence currently exists that pregnancy can be continued during and after ECMO treatment, but

further data are needed to fully inform management guidance and also service planning. Additionally

it will be important to investigate whether the current seasonal influenza immunisation at the time of

the pandemic protects women against pandemic influenza. Immunisation policy changed subsequent

to the most recent pandemic, such that pregnant women are now offered seasonal influenza

immunisation as part of a routine programme. However, uptake remains relatively low. In a new

pandemic situation, establishing whether pregnant women have any protection from existing
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vaccines, as well as establishing reasons for non-immunisation, will inform immediate public health

actions.

2.3 Research methods

2.3.1 Research Design

This will be a national prospective observational cohort study using the UK Obstetric Surveillance

System (UKOSS). UKOSS is a well-established national system to collect information about severe

maternal morbidity through more than 700 collaborating clinicians in all 222 hospitals with consultant-

led maternity units throughout the UK (see www.npeu.ox.ac.uk/ukoss for further information). All

hospitals in the UK with a consultant-led maternity unit collaborate in UKOSS, and thus it is an ideal

mechanism to collect comprehensive information about women hospitalised with pandemic influenza

in pregnancy, their management and outcomes. In view of the ethical and other difficulties of

conducting clinical trials in pregnant women, the collection of national observational data in this way

provides the best rapidly available quality evidence to inform ongoing clinical and public health policy

and management guidance. This system has been demonstrated to be able to be used to rapidly

collect information to inform policy and guidance in a previous pandemic (5, 6).

2.3.2 Cohort Identification

Cases will be identified through the UKOSS network of nominated reporting clinicians in each

consultant-led maternity unit in the UK. Nominated reporting clinicians will be asked to report all

pregnant women with confirmed pandemic influenza admitted to their unit. In view of the need for

rapid and ongoing data analysis and production of guidance, we will use a specific web-based rapid

reporting and data collection system for this study to enable UKOSS nominated clinicians to report

cases as they occur. In addition, nominated clinicians will be sent a standard UKOSS reporting card

each month to further enhance case ascertainment.

Information about comparison women will be obtained from previously collected UKOSS data. The

UKOSS database currently contains detailed demographic, pregnancy and delivery information

about a cohort of over 1500 women giving birth in the UK identified from the same hospitals as

cohort women and data collection is ongoing. Data from comparison women giving birth in the UK

in the two years prior to any future pandemic, and not reported to have been infected with

influenza, will be used to minimise any potential bias introduced by service changes, which might

be possible if an older historical comparison cohort were used.

DOI: 10.3310/hsdr03060 HEALTH SERVICES AND DELIVERY RESEARCH 2015 VOL. 3 NO. 6

© Queen’s Printer and Controller of HMSO 2015. This work was produced by Knight et al. under the terms of a commissioning contract issued by the Secretary of State for
Health. This issue may be freely reproduced for the purposes of private research and study and extracts (or indeed, the full report) may be included in professional journals
provided that suitable acknowledgement is made and the reproduction is not associated with any form of advertising. Applications for commercial reproduction should be
addressed to: NIHR Journals Library, National Institute for Health Research, Evaluation, Trials and Studies Coordinating Centre, Alpha House, University of Southampton Science
Park, Southampton SO16 7NS, UK.

39



Project reference 11/46/12 version 2 21/03/12

Page 6 of 13

2.3.3 Data Gathering

On receiving a case report, the central team will ask the clinician to complete an electronic data

collection form (see appendix for draft), asking for further detailed information about women's

characteristics, diagnosis, management and outcomes. All data collected will be anonymous; no

names, addresses, postcodes, hospital or NHS numbers will be collected. Patients will be identified

using a unique UKOSS number supplied by the central team. If a completed data collection form is

not received back by the central team after three weeks, a further reminder will be sent out. If there is

still no response after a further three weeks, the clinician will be contacted by telephone.

2.3.4 Monitoring Data Collection

Information concerning pandemic influenza in pregnancy will be compared with information from the

Health Protection Agency and from the Intensive Care National Audit and Research Centre (ICNARC)

database. In addition, adult ECMO centres functioning at the time of the pandemic will be contacted

directly to identify cases. The organisation responsible for monitoring perinatal and maternal deaths

(currently under review) will also be contacted and asked to provide information on fatal cases of

pandemic influenza in pregnancy, or consequent stillbirths or neonatal deaths. If any cases are

identified through these sources which have not been identified through UKOSS, the nominated

UKOSS clinician in the relevant hospital will be contacted and asked to provide further information on

management and outcomes.

2.3.5 Study activation

UKOSS is an ongoing research system with a rolling programme of studies. Preparation of the

relevant paperwork (study protocol and data collection form) and programming, together with

obtaining UKOSS Steering Committee, ethics committee and NHS management approval in advance

(as appropriate) would allow the study to be activated very rapidly (within two weeks) in the event of a

future pandemic.

2.4 Planned inclusion/exclusion criteria

The cohort will be all pregnant women in the UK admitted to hospital with confirmed pandemic

influenza. Women not meeting the inclusion criteria will be excluded.

In order to facilitate a rapid study without placing an additional data collection burden on clinicians

in the context of an influenza pandemic, information about comparison women will be obtained

from previously collected UKOSS data. This approach was successfully used in the most recent

2009-10 influenza pandemic (5, 6). The UKOSS database currently contains detailed

demographic, pregnancy and delivery information about a cohort of over 1500 women giving birth
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in the UK identified from the same hospitals as cohort women and data collection is ongoing. Data

from comparison women giving birth in the UK in the two years prior to any future pandemic, and

not reported to have been infected with influenza, will be used to minimise any potential bias

introduced by service changes, which might be possible if an older historical comparison cohort

were used.

The denominator population will be all women giving birth in the UK.

2.5 Ethical arrangements

This study seeks to collect anonymous information only about women who have pandemic influenza

during pregnancy. This information is key to identifying evidence to inform ongoing policy and

guidance in the context of a pandemic. The collection of information about individuals in this way

raises these main ethical issues:

1. Consent. It will not be practicable to obtain consent for data collection from individual women, as

this would prevent the achievement of the primary objective of the study, namely to document the

numbers of women who are affected in the UK. Accurate measurement of incidence requires

documentation about ALL cases occurring in the UK. The National Information Governance Board

(NIGB) Ethics and Confidentiality Committee considers that organisations seeking to use NHS

information for research purposes without consent should seek anonymised or pseudonymised

data only and not any personally identifiable information (14). Accordingly, this study will not collect

names, addresses, postcodes, dates of birth, NHS or hospital numbers. Collection of anonymised

data in this way in the absence of consent is unlikely to cause significant harm. This UKOSS

(study reference 04/MRE02/45).

2. Confidentiality and data security. In order to maintain patient confidentiality, no names,

addresses, postcodes, dates of birth, hospital or NHS numbers will be collected as outlined above.

The security of all data will be maintained by storage on a secure University network, accessible

only by the key researchers and responsible members of the University of Oxford who may require

access to data to ensure compliance with regulations. Access by any other individuals for the

purposes of any other study will only be allowed after review by the UK Obstetric Surveillance

System Steering Committee and further reference to a Research Ethics Committee. Prof Jenny

Kurinczuk, Director of the National Perinatal Epidemiology Unit, University of Oxford will act as

custodian of the data.

2.6 Proposed sample size

As the study we propose is a national observational study, the study sample size will be governed by

the disease incidence. As an estimate, based on our experience in the 2009-10 pandemic, we

anticipate identifying 300-500 infected pregnant women admitted to hospital. Information on up to

DOI: 10.3310/hsdr03060 HEALTH SERVICES AND DELIVERY RESEARCH 2015 VOL. 3 NO. 6

© Queen’s Printer and Controller of HMSO 2015. This work was produced by Knight et al. under the terms of a commissioning contract issued by the Secretary of State for
Health. This issue may be freely reproduced for the purposes of private research and study and extracts (or indeed, the full report) may be included in professional journals
provided that suitable acknowledgement is made and the reproduction is not associated with any form of advertising. Applications for commercial reproduction should be
addressed to: NIHR Journals Library, National Institute for Health Research, Evaluation, Trials and Studies Coordinating Centre, Alpha House, University of Southampton Science
Park, Southampton SO16 7NS, UK.

41



Project reference 11/46/12 version 2 21/03/12

Page 8 of 13

1500 comparison women is available from existing UKOSS data. We have estimated the study size

based on estimated incidence and not any specific outcomes. However, as a guide, the table below

indicates the odds ratios detectable by a study of this size, assuming 80% power and a 5% level of

significance with a 3:1 ratio of unexposed to exposed:

Frequency of outcome in comparison cohort Odds ratio detectable by the study

1% 2.8

5% 1.8

10% 1.6

20% 1.4

2.7 Statistical analysis

The following analyses will be conducted:

a) Estimation of the incidence of hospitalisation with pandemic influenza amongst pregnant

women with 95% confidence intervals, using the denominator of total maternities in the UK

over the relevant time period.

b) Comparison of the rates of individual adverse outcomes (maternal death, level 3 critical care

unit admission, other major complication, preterm birth, congenital anomaly, stillbirth, early

neonatal death, perinatal death) between women infected with pandemic influenza admitted to

hospital and the comparison cohort. Adjustment for potential confounders will be undertaken

using Poisson regression (for rare events) or logistic regression (if the outcomes are more

frequent). Confounders included in the model will be those known to be associated with the

relevant outcomes (age, parity, marital status, ethnicity, smoking status, socioeconomic status,

previous preterm delivery, previous perinatal death).

c) The management of pregnant women hospitalised with confirmed pandemic influenza will be

described. Differences in outcomes will be explored in different subgroups according to

management. The initial subgroups examined will be as follows (although note that these may

be revised as more becomes known about the patterns of disease during the pandemic):

Antiviral treatment received within 48hr of symptom onset (Yes/No)

Type of antiviral received

Dose of antiviral received

Use of ECMO during pregnancy

Delivery prior to institution of respiratory support (Yes/No)

Mode of delivery

Guidance on the management of pregnant women with pandemic influenza in pregnancy, informed by

ongoing data analysis, will be produced and reviewed monthly with the relevant organisations, for

example, the Department of Health, Royal College of Obstetricians and Gynaecologists, Royal
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College of Midwives and Royal College of General Practitioners, in order to improve outcomes for

women and infants based on the available evidence.

2.8 Proposed outcome measures

The following outcomes will be compared between women with influenza and comparison women,

and explored in different subgroups according to management variations:

Maternal death

Maternal level 3 critical care unit admission

Other major maternal complication

Preterm birth

Congenital anomaly

Perinatal death

2.9 Research governance

Research Ethics Committee and NHS management approval will be obtained as appropriate prior to

the start of the study. The University of Oxford will act as sponsor of the study.

The overall conduct of the study will be monitored by a Management Group consisting of the Co-

Applicants, Information Scientist, Researcher, Project Programmer, Statistician and other external

members as considered necessary for the project.

3 Project timetable and milestones

3.1 Timetable

Pre-activation phase (provisional start date 1 June 2012)

June 2012 Apply for necessary approvals, develop web-based reporting systems,

finalise and format data collection form and clinician information.

Activation phase

Week 1 Study information mailed/emailed to clinicians

Week 3 Data collection commenced

Months 2-6 Ongoing reporting of new cases, data analysis, production of

management guidance and dissemination.

Months 7-10 Collection of remaining pregnancy outcome data

Month 12 Final pregnancy outcome analysis, production of guidance and

dissemination
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3.2 Milestones

Pre-activation phase

July 2012 Web-based reporting system in place, data collection form finalised and

formatted

August 2012 Approvals completed (assuming no expedited process)

Activation phase

Month 2 First data analysis, first guidance issued

Months 3-5 Ongoing monthly data analysis, revised guidance issued

Month 6 Final report on immediate maternal and pregnancy outcomes, revised guidance

Month 12 Final report on complete pregnancy outcomes, including data on pregnancy

outcomes of women undelivered at the time of interim reports

4 Expertise
The research team has the necessary expertise to carry out this comprehensive national study,

including public health (MK, JK), congenital malformations (JK), perinatal epidemiology and statistics

(MQ, MK, JK, PB), obstetric surveillance (MK), guideline development (JK, PB), and obstetrics (PO’B,

PB).

The National Perinatal Epidemiology Unit (NPEU) has a national and international reputation for

conducting studies which change policy, influence practice and improve the care of women and their

babies. MK developed and launched UKOSS and led the initiative from its inception; since its

establishment in 2005, UKOSS has generated evidence to improve prevention and management of a

range of severe pregnancy complications in the UK involving a network of over 700 collaborating

clinicians at all 222 hospitals with consultant maternity units throughout the UK. The infrastructure is

thus in place to allow rapid identification of women hospitalized with pandemic influenza infection in

pregnancy through an established active surveillance system.

PO’B is the Royal College of Obstetricians and Gynaecologists lead for pandemic influenza planning

and will provide a direct link to produce ongoing updated guidance through the RCOG pandemic

influenza planning group.

5 Service Users
Lay representatives from the UKOSS Steering Committee and Sands, the stillbirth and neonatal death

charity, have been consulted about the development and acceptability of the study protocol, data

collection form, information and other materials.
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As all data collected will be anonymous, we cannot feedback results directly to women whose data

are included in the study. The research team will therefore work directly with Sands, the stillbirth and

neonatal death charity, and the NCT (formerly National Childbirth Trust), as well as available net fora

such as Mumsnet, to ensure that results and advice are disseminated widely to pregnant women and

their partners. The NPEU has an active user and voluntary organisations advisory group through

whom dissemination will also be undertaken.

6 Flow diagram

Analysis, report and guidance
production

UK Maternity Units

Obstetricians
Midwives

Anaesthetists

Case reporting

UKOSS Admin team

Data checking and entry

UKOSS Analysis team
Study Management group

Additional case
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Department of Health
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Practitioners
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