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Abstract

Background

This thesis presents the QUOTE (Qualitative Understanding of Trial

Experience) Study. The study explored women's views and experiences of

participating in a large multi-centre randomised controlled trial - The Magpie

Trial. The Magpie Trial was designed to test the hypothesis that in women

with pre-eclampsia treatment with magnesium sulphate reduces the risk of

eclampsia, and so improves outcome. Women recruited to the Magpie Trial

all had sufficiently severe pre-eclampsia to warrant consideration of

magnesium sulphate for seizure prophylaxis. They were therefore being

recruited at a time when they were likely to be having intensive monitoring,

and there was often concern about their health and that of the baby. At

present little is known about the experiences of pregnant women recruited to

trials, especially when in potentially life-threatening situations. Issues

regarding the randomisation of pregnant women to trials have been identified

as needing special consideration. The QUOTE Study allowed for exploration

of pregnant women's experiences around the time of recruitment to the
Magpie Trial.

Aim and Objectives

To increase knowledge of pregnant women's perceptions regarding trial

involvement, with the aim of improving design and recruitment procedures in

future trials, and hence participant experience.

Methodology

Data concerning participants' experience of taking part in the Magpie Trial

were obtained in two ways:

(i) Postal questionnaires: The Magpie Trial involved a follow up study, which

aimed to find out whether treatment with magnesium sulphate affects

women's longer-term risk of death or serious morbidity. All those who took

part in the follow up study (761 women) were sent a questionnaire; a



response was received from 81% (619 women). Three questions included in

the postal questionnaire gave women the opportunity to express their views

regarding participation in the Magpie Trial.

(ii) Semi-structured interviews: Following completion of the postal

questionnaire, a sub-set of the women were offered the opportunity to take

part in a semi-structured interview to find out, in more detail, about their

experiences of joining the trial. Forty women were selected using a sampling

matrix based on their characteristics at trial entry and mother and baby post-

natal outcomes. Semi-structured tape-recorded interviews were conducted

and transcribed verbatim. A coding scheme was created to identify themes,

facilitated by a qualitative computer package.

Results

Overall the findings from the trial experience questions on the postal

questionnaire confirmed that the majority (85%) of the women were happy

with their participation in the trial. From the semi-structured interviews, it

highlighted that there is a need for consent processes to recognise the

different circumstances under which consent may be given. Self-interest and

trust in the clinician was key to participation. Distinction between research

and routine clinical care can be unclear. Women appreciate being informed

about trial results and welcomed long-term trial follow-up.

Conclusions

The QUOTE Study advances understanding of the experiences of those

participating in randomised controlled trials. As data of the type reported here

accumulate, clinicians and researchers will have the opportunity to modify

research strategies to reflect actual participants' concerns and needs.
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Chapter 1

Introduction and background to the QUOTE Study
1.1 Introduction

This thesis presents the QUOTE (Qualitative Understanding of Trial

Experience) Study. The study explored women's views and experiences of

participating in a large multi-centre randomised controlled trial - The Magpie

Trial (MAGnesium sulphate for Prevention of Eclampsia), a randomised trial

of prophylactic anticonvulsants for women with severe pre-eclampsia

(toxaemia). The Magpie Trial was designed to test the hypothesis that

treatment with magnesium sulphate for women with pre-eclampsia reduces

the risk of eclampsia, and so improves outcome.

It is undisputed that clinical research is important for the continued

development of healthcare provision and the wellbeing of society. With this

need comes the moral responsibility for researchers to ensure trials are

performed in the most ethical way. To assess the understanding and

experience of those participating in trials is one way of working towards this

goal. The QUOTE study was designed to explore women's views and
experiences of participating in the Magpie Trial. The aim of the QUOTE

Study was to determine the women's understanding of the purpose of the

Magpie Trial, what their views were about taking part in the trial, and their

reasons for joining. It also aimed to find out whether the women felt any

pressure to join, as well as to evaluate their views on the written and oral

information given to them at the time of recruitment. The issues of

understanding the methodology of the trial, in particular the concepts of

equipoise, randomisation, and blinding, were also explored.

1.2 Background to the research question

At present little is known about the experiences of pregnant women recruited

to trials, especially when in potentially life-threatening situations. Although the

benefits and problems of carrying out large randomised trials are otten

highlighted in the medical press, until recently the impact to the trial
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participant remained relatively unknown. Issues regarding the randomisation

of pregnant women to trials have been identified as needing special

consideration (Mohanna and Tunna 1999, Lupton and Williams 2004).

Women undoubtedly feel responsible for the child they carry to the extent

that they often modify their habits and lifestyle during pregnancy. Pregnancy

may affect their ability to make free choices: they may feel bound to accept

interventions that might benefit the unborn child which they would rather

decline for themselves, or they may refuse treatment for themselves in case

it should harm the baby. Pregnancy does bring extra considerations that

researchers must bear in mind when asking women to participate in research

(Mohanna 1997).

Reviewing the literature identified some of the problems and difficulties

women may face when considering joining a randomised trial whilst

pregnant. However, there is a scant amount of research that either focuses

on pregnant women as a distinct group, or provides an insight into their

unique experiences. Although the published literature goes some way to

understanding their complex perspectives, there is also much less focus on

understanding the views of those needing to consider joining a trial when in a

critical situation at a life-changing time in their lives. It was against this

background that the present research question evolved.

1.3 Personal context

Prior to conception of the QUOTE Study the co-ordinators of the Magpie

Trial, particularly the clinical co-ordinator Professor Lelia Duley, had an

interest in exploring participants' experiences of joining trials and saw the

Magpie Trial follow up study as an excellent opportunity to do this. This

resulted in three questions relating to the women's trial experience being

included in the postal survey conducted as part of the UK component of the

follow up study. The interest in trial participation by the co-ordinators of

Magpie reflected my own curiosity in wanting to explore the views and

experiences of those recruited to trials.
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This interest stemmed from 13 years of working as a research midwife in

perinatal trials. I have been fortunate to work on two large multi centre

randomised controlled trials: the Oracle Trial (Overview of the Role of

Antibiotics in Curtailing Labour and Early delivery) and the Magpie Trial. My

involvement in both trials was predominately to maximise recruitment and

therefore meant liaising with midwives and obstetricians. During these

meetings they would talk to me about the difficulties they experienced when

recruiting women in clinically complicated situations, and would express

concern about approaching women in such stressful situations as preterm

labour and pre-eclampsia. Many were worried about the potential conflict

between maximising recruitment, and providing adequate information to the

women in order for them to make an informed decision. Others clearly share

such experiences, as recruiting enough participants in a trial is one of the

biggest challenges in clinical research; large multi-centre trials often have to

be stopped early due to recruitment targets not being achieved.

Working as both a clinical and research midwife at the same time gave me

the fortunate opportunity to recruit women to both the Oracle and Magpie

Trials. This practical experience together with having an understanding of the

importance of maximising recruitment to trials and appreciating the difficulties

some clinicians experienced in doing so was the starting point for my interest

in understanding more about the way participants were approached and

recruited into trials, and more importantly, what this experience was like for

those taking part.

The QUOTE study was devised as a result of my experience of working as

research midwife for the Magpie Trial and its UK follow up study. My initial

involvement in the Magpie Trial was while the main trial itself was still in

progress. It had been recruiting for 12 months and had a further two and a

half years to run before completion at the time I joined the study team. I was

based in Liverpool, and this meant frequent visits to the co-ordinating centre

in Oxford throughout my time working on the trial. The main Magpie Trial was

followed by a follow up survey of the women and their children. Involvement

in the UK component of the follow up study brought me closer involvement
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with the women, their children and families by visiting them in their homes.

Listening to the women talk about their experiences of being involved in the

Magpie Trial, and sometimes the difficulties they experienced, further fuelled

my interest in the issues around trial participation.

During this period I was encouraged to develop further my interest in trial

participation as well as expand my own skills necessary to carry out

research. The clinical co-ordinator, Professor Lelia Duley, was fundamental

in this support. I was given responsibility for analysing the data obtained from

the three questions relating to trial experience that were included in the

women's follow up postal questionnaire. However, I wanted to explore in a

more detailed way the experiences of the women taking part in the Magpie

Trial, and was keen to develop a qualitative study that would enable me to do

this. Further discussions with Professor Duley led me to Professors Diana

Elbourne and Ann Jacoby to talk more about my interests in trial

participation, which enabled me to examine in detail my research plans.

These meetings were instrumental in facilitating the development and

formulation of the research question, and so the QUOTE study began to be
developed.

Throughout this journey I felt it was essential to explore more in-depth the
women's feelings and perceptions than was possible from the postal

questionnaire. Therefore a qualitative approach using semi-structured, in-

depth interviews was indicated; and this ultimately formed the main method

of data collection for the QUOTE Study. Though the women's responses to

the three structured questions included in the Magpie Trial follow up study

postal survey do not therefore form the main focus of this thesis, data gained

from them are described and analysed within it. The postal survey allowed

information to be obtained from a large number (619) of women about their

Magpie Trial experience; the semi-structured interviews explored this further

with 40 of these women. Analysing the data from the responses to the three

questions included in the postal survey relating to the women's experiences

complemented the qualitative interview material and the two approaches in

combination had the potential to produce data that added to the knowledge
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base in a more effective way than using either method of data collection

alone.

The Magpie follow up study provided the framework for me to design a study

asking women about their experiences of joining the trial. This backdrop

enabled both quantitative and qualitative approaches to be used in order to

understand better the experiences of those participating in randomised trials.

The reporting of these experiences forms the basis of this thesis.

1.4 Background to the QUOTE Study

This section provides the background to the QUOTE Study by presenting a

brief description of the Magpie Trial, and its follow up study. Most (78%)

women when asked to join the Magpie Trial in the UK were experiencing a

severe form of pre-eclampsia. Severe pre-eclampsia can be life threatening

for both the woman and her unborn child; therefore many women randomised

to the Magpie Trial were extremely ill. In order to appreciate trial experience

from the women's perspectives it was thought necessary to consider what

the background considerations were for them at the time of recruitment. The

section begins with presenting a definition and clinical picture of pre-

eclampsia and eclampsia; followed by an overview of the clinical

management of a woman with pre-eclampsia. A brief description of the
Magpie Trial and its results is then provided, concluding with a description of

the UK component of the follow up study and my own involvement. .

1.4.1 Pre-eclampsia and eclampsia

Pre-eclampsia

Hypertension (high blood pressure) is a common clinical condition during

pregnancy. In the UK, the condition occurs in 10 -15% of all pregnancies

(Symonds & Symonds 2004:99). The syndrome pre-eclampsia (toxaemia), a

multisystem disorder, is defined as hypertension accompanied by proteinuria

(protein in the urine) (NHBPEP 2000); and complicates between 2-8% of

pregnancies (WHO 1988). It usually occurs any time from 20 weeks gestation

onwards and resolves within 6 weeks of delivery, although blood pressure

may remain elevated up to 3 months postpartum (Nelson-Piercy 2006:5). For
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women who have hypertension alone, pregnancy outcome is similar to that

for women with normal blood pressure. Outcome deteriorates once

proteinuria develops (Meher et al 2005).

Eclampsia

Eclampsia may be defined as a convulsion superimposed on pre-eclampsia.

Seizures may occur antepartum (38%), intrapartum (18%), or postpartum

(44%). More than a quarter of women experience their first convulsion before

the development of hypertension and proteinuria (Sibai 2007). The national

incidence of eclampsia is 2.7 per 10,000 births, and is associated with a

considerably higher morbidity and mortality (Douglas and Redman 1994,

Knight 2007). As a third of eclamptic fits occur postpartum, intensive

monitoring is required, usually for 48 hrs after delivery. Although eclampsia

has been reported beyond this time it is unlikely to be associated with serious

morbidity. Blood pressure is frequently at its highest 3-4 days after delivery

(Shennan 2004:179).

1.4.2 Definitions of pre-eclampsia

Classification and definitions of pre-eclampsia have, in the past, been

controversial (Meher et al 2005). More recently there has been a move
towards agreeing standard definitions, and ensuring they are relevant for

clinical practice (Brown et al 2001). What follows is based on current

consensus.

Pre-eclampsia:

Pre-eclampsia is part of a spectrum of conditions known as the hypertensive

disorders of pregnancy. Hypertension in pregnancy is usually defined as a

systolic blood pressure ~140 mm Hg or diastolic blood pressure ~90 mm Hg

on two occasions (ideally at least four hours apart). Pre-eclampsia is defined

as hypertension and proteinurea detected for the first time in the second half

of pregnancy (after 20 weeks gestation) (Meher et al 2005).
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Severe pre-eclampsia:

There is no widely accepted definition of pre-eclampsia. Nevertheless, the

following are generally regarded as features of severe pre-eclampsia: systolic

blood pressure of at least 160 mm Hg or 110 mm Hg diastolic, proteinurea

(~0.3 g/24h), reduced urinary volume «400 ml to 500 ml in 24 hours),

neurological disturbances such as headache, visual disturbances, and

exaggerated tendon reflexes, upper abdominal pain, pulmonary oedema

(fluid in the lungs), impaired liver function tests, high serum creatinine, low

platelets, intrauterine growth restriction or reduced liquor volume (ACOG

1996, Brown et al 2000, Brown et al 2001, Meyer et al 2005).

1.4.3 Symptoms and signs

A frequent characteristic of mild pre-eclampsia is that women feel relatively

well and generally have no symptoms. Women with severe pre-eclampsia,

however, may feel unwell with symptoms such as headache, visual

disturbances, epigastric or right upper quadrant pain, nausea, and vomiting

or rapidly progressing oedema. Signs of pre-eclampsia include epigastric or

right upper quadrant tenderness, intrauterine growth restriction / death and

placental abruption (Nelson-Piercy 2006:6). Because of the multi-organ

nature of pre-eclampsia, the presenting signs and symptoms can vary

enormously; some women follow a slow and steady progress from mild
through moderate to severe disease, others reaching catastrophic

proportions within a very short time frame (Redman and Walker 1992:5).

1.4.4 Complications

Although outcome is generally good, pre-eclampsia is a major cause of

morbidity and mortality for the woman and her child. It is a multi-system

disorder with unpredictable, variable and widespread manifestations (Nelson-

Piercy 2006:16). Pre-eclampsia accounts for an estimated one fifth of

antenatal admissions (Rosenberg and Twaddle 1990), two thirds of referrals

to day care assessment units (Anthony 1992) in the UK, and a quarter of

obstetric admissions to intensive care units in France (Bouvier-Colle et al

1996). In 2003-2005 18 women died from eclampsia or pre-eclampsia in the

UK (CEMACH 2007). Causes of severe maternal morbidity and mortality
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from eclampsia were surveyed through UKOSS (United Kingdom Obstetric

Surveillance System) from February 2005 to February 2006 (Knight 2007).

Over thirteen months of the study, 209 confirmed cases of eclampsia were

reported. This represented an estimated incidence of 2.7 cases per 10,000

births with a 95% confidence interval from 2.4 to 3.1.

There is a growing awareness of the high level of health problems women

experience, even after an uncomplicated pregnancy and childbirth. Around

14% of women report health problems such as back pain, exhaustion,

anaemia, haemorrhoids, headaches and emotional difficulties in the first eight

weeks after the birth; and such problems continue for 10% in the subsequent

12-18 months (Glazner et al 1995). For women with pre-eclampsia, who are

more likely to have had complications such as caesarean section or preterm

birth, long term morbidity is probably higher (Brown et al 2000). In the Magpie

Trial follow up study, only one third of women did not report any health

problems, and even this may represent under-reporting (Magpie Trial Follow

Up Study Collaborative Group 2007b). Women in the UK reported similar

levels of health problems to women in other countries who participated in the

Magpie Trial. However, mental health problems were reported by a quarter of

women in the UK follow up, compared to just 6% of women overall in the

Magpie Trial follow up (Magpie Trial Follow up Study Collaborative Group

2007b). This difference probably reflects substantial under-ascertainment in

low and middle-income countries. The UK data are based on self-reporting

and information from general practitioners; the true level of mental health

morbidity may be even higher.

Pre-eclampsia can lead to problems in the liver, kidneys, brain, and to

abnormalities in the clotting system (Meyer et al 2005). A range of life-

threatening complications includes eclampsia, HELLP syndrome

(Haemolysis, Elevated Liver enzymes and Low Platelets), disseminated

intravascular coagulation (a combined liver and blood clotting disorder); and

cardiovascular disease later in life. The commonest causes of death in pre-

eclampsia are stroke and adult respiratory distress syndrome. Perinatal

mortality is also increased with pre-eclampsia (CEMACH 2007).
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There is also growing evidence that women who have had gestational

hypertension or pre-eclampsia may be at increased risk later in life of

hypertension, stroke, and ischaemic heart disease (Hannaford 1996:647,

Wilson et al 2003, Bellamy et al 2007). For many women, developing pre-

eclampsia can be a difficult and unexpected experience, especially if they

become extremely ill, give birth too early, or if their baby dies. Psychological

morbidity following a difficult pregnancy or labour, or perinatal death is well

documented (Hughes 1998:145, Lyons 1998:123), although there are few

data specific to pre-eclampsia (Meyer et al 2005).

1.4.5 Risk to the baby

The placenta is involved in pre-eclampsia, and so risks for the baby are

increased. The placental manifestations lead to poor growth, placental

abruption (premature separation of the placenta), and in severe cases,

intrauterine death (Nelson-Piercy 2006:8). Pre-eclampsia is a major cause of

perinatal mortality, contributing to 59 deaths per 10,000 births in the UK

(Knight 2007). As delivery is the only cure, the hypertensive diseases

become the commonest causes of iatrogenic prematurity (Hewitt and
Newnham 1988, Shennan 2004:179). Such babies are at an increased risk of

developmental delay and chronic ill health in childhood (Taylor 2000:345,

Meyer et al 2005).

1.4.6 Aetiology

The underlying causes of pre-eclampsia and eclampsia remain unknown.

Factors that appear to have a role include the placenta, maternal immune

response, genetic predisposition, maternal disease, and diet. Whether an

individual woman will develop this syndrome probably depends on which of

these factors she has, and how they interact (Meyer et al 2005).

Placenta:

Pre-eclampsia is fundamentally a placental disorder. A common feature of

pre-eclampsia can be uteroplacental ischaemia, and can be due to poor

implantation or an excessively large placenta, for example in pregnancies

complicated by diabetes, a multiple pregnancy (Nelson-Piercy 2006:8), or a
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hydropic fetus (Vatish et al 2004). Pre-eclampsia can occur in pregnancies

without a fetus (molar pregnancies) and in abdominal pregnancies,

suggesting the placenta is of paramount importance (Campbell and Lees
2000:160).

Maternal immune response:

An immunological element to the disease process is evidenced by the effect

of exposure to the paternal antigen (Shennan 2004:180). Normal pregnancy

requires adaptation of the maternal immune response, so that the fetus, who

also carries the father's genes, is not rejected as foreign tissue (Meyer et al

2005). Pre-eclampsia occurs more commonly in first pregnancies; in

subsequent pregnancies with the same partner the immune intolerance is

more complete, and the risk of pre-eclampsia is therefore lower (Meyer et al

2005). Miscarriages or terminations of pregnancy provide some reduction in

risk in subsequent pregnancies (Shennan 2004:185).

Genetic predisposition:

Although the inheritance of pre-eclampsia has yet to be characterised, there

is a strong familiar predisposition: a family history in either mother or sister

increases the risk of pre-eclampsia four-eight fold (Shennan 2004:181). A

number of genes are currently under evaluation for possible links with pre-

eclampsia (Pridjian and Pushett 2002, Stanczuk et al 2007, Nishizawa et al

2008).

Maternal disease:

Underlying medical disorders, particularly those involving vascular disease

increase the risk of pre-eclampsia. Thrombophilia is associated with severe

early onset of pre-eclampsia (Dekker et al 1995). This is a group of

conditions with a tendency for thrombosis, or blood clotting. They include

disorders such as protein S deficiency, activated protein C resistance, Factor

V Leiden mutation and autoimmune diseases such as antiphospholipid

syndrome and systemic lupus erythematosus (Meyer et al 2005). Pre-existing

diabetes and a pre-pregnancy body mass index (BMI) of ~35 almost

quadruple the risk: pre-existing hypertension, a booking diastolic blood
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pressure ~80 mm Hg and renal disease increase the risk, but it is not clear by

how much (Duckitt and Harrington 2005).

Diet:

Nutritional factors have been suggested to be linked to the risk of pre-

eclampsia. These include high calcium intake, oily fish, magnesium, zinc,

selenium, vitamins C and E, folic acid, garlic and rhubarb (Meher et al 2005).

1.4.7 Identifying women at risk of pre-eclampsia

Women with pre-eclampsia are usually asymptomatic when the disease is

first manifest therefore much antenatal care (measuring the blood pressure

and checking the urine for protein) is directed at screening for this condition.

There is no diagnostic test for pre-eclampsia, but there are risk factors with a

particularly high association with pre-eclampsia. These include: maternal

diabetes (Conde-Agudelo and Belizan 2000, Lee et al 2000), pre-existing

hypertension (Caritis et al 1998, Conde-Agudelo and Belizan 2000), and

renal disease (Cunningham et al 1990). Thrombophilia and autoimmune

disease have a strong association with severe early onset pre-eclampsia

(Pattison et al 1993, Stamilio et al 2000). Obstetric factors associated with

high risk are multiple pregnancy (Long and Oats 1987, Coonrod et al 1995),

history of pre-eclampsia in a previous pregnancy especially if severe or early

onset (Sibai et al 1991, Caritis et al 1998, Hnat et al 2002), and a current

hydropic (Scott 1958), or molar pregnancy (Taylor 1988:223). Other factors

linked with pre-eclampsia, but associated with lower risk include first

pregnancies (Taylor 1988, Coonrod et al 1995, Brown et al 2001), age less

than 20 or more than 35 years (Ness and Roberts 1999, Conde-Agudelo and

Belizan 2000), a family history of pre-eclampsia (Arngrimsson et al 1990,

Cincotta and Brenneck 1998), and raised body mass index (BMI) (Sebire et

al 2001, van Hoorn et al 2002), although more recently BMI has been

questioned (Cnossen et aI2007).

1.4.8 Predicting pre-eclampsia

Despite continued research (Hofmeyr et al 2006, Brown et al 2007, Stanczuk

et al 2007), there is still no test or tool to aid the early diagnosis of pre-
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eclampsia or identify women at risk of developing eclampsia. Raised blood

pressure and proteinuria are signs of this condition. Because, however, these

are largely 'silent' to the woman, most women experience no symptoms of

the illness and can become acutely ill without much warning in what appears

to be a very short period of time. Based on recent UK estimations of

eclampsia; most women who present with eclampsia will not have had a

recent blood pressure or urine analysis test that was sufficiently abnormal to

have identified them as at risk (Knight 2007). Blood pressure and proteinuria

cannot be relied upon alone. Severe pre-eclampsia can develop within days

of entirely normal observations in the antenatal clinic making the prediction

difficult (CEMACH 2007). Consequently, pregnant women continue to

present with severe pre-eclampsia that requires urgent and effective

management. Although pre-eclampsia is the most common medical

complication of pregnancy and is a dangerous condition, its complexity

makes it poorly understood by doctors and midwives. Women are often

unaware of both the condition and that they might be at risk of developing it.

Whatever the physical seriousness of the condition for the woman it is one

that creates considerable psychological stress and anxiety about her own
health and that of her unborn child. It remains unclear to what extent stressful

experiences such as these impact on long-term psychological morbidity of
women. Data from one study (Engelhard et al 2002) suggest that pre-

eclampsia may predispose to posttraumatic stress disorder (PTSD). The data

from this study recognise that PTSD may result from exposure to extreme

psychological stress; stressful conditions being typically unpredictable and

uncontrollable. It follows then that pre-eclampsia should be considered a

condition with a potentially strong psychological impact and that the women

recruited to the Magpie Trial were at risk of long-term psychological morbidity

(Smyth et al 2008).

The following two sections describe the Magpie Trial and its follow up study.

Much of the text has been taken directly from the trial protocols (Magpie Trial

Protocol 1998, Magpie Trial Follow Up Study Protocol 2004) and the ensuing

results papers (Magpie Trial Collaborative Group 2002, Magpie Trial Follow
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Up Study Collaborative Group 2007a), Magpie Trial Follow Up Study

Collaborative Group (2007b).

1.5 Why the Magpie Trial was needed

In 1995, magnesium sulphate was shown to be the anticonvulsant of choice

for women with eclampsia (The Eclampsia Trial Collaborative Group 1995).

The trial included 1680 eclamptic women, and produced compelling support

for the use of magnesium sulphate. Women had a 52% lower risk of

recurrent fits after treatment for a first fit with magnesium sulphate compared

to diazepam or phenytoin. They were also less likely to die after being treated

with magnesium sulphate than with diazepam or phenytoin (although these

changes in death rates were not statistically significant). No clear evidence

emerged that treating women with magnesium sulphate was either

advantageous or disadvantageous to the fetuses, at least not in the short

term. These results had major impact on both practice and policy throughout

the world. As a result magnesium sulphate for the treatment of eclampsia

was included in the essential drugs list of the World Health Organisation

(WHO 1997) and recommended in the practice guidelines produced by the

Royal College of Obstetricians and Gynaecologists, London (RCOG 1999).

Having switched to magnesium sulphate for women with eclampsia, many

clinicians were also reviewing their policies for anticonvulsant prophylaxis.

Consequently some obstetricians began using magnesium sulphate for

women with pre-eclampsia, leading a number to propose that all women with

pre-eclampsia should receive it (Anthony and Rush 1998, Graham 1998,

Khan et al 1998). However, others remained in equipoise and challenged

widespread prophylactic use in pre-eclampsia (Thornton 2000), considering

that at this time there was a window of opportunity to properly evaluate the

use of magnesium sulphate for women with pre-eclampsia (Rubin 1998). A

survey of obstetricians in the UK and Republic of Ireland around the same

time confirmed that many would consider collaborating in a controlled trial of

magnesium sulphate versus placebo in women with pre-eclampsia, providing

further justification for the need for the Magpie Trial (GOlmezogluand Duley

1998).
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1.6 The Magpie Trial (MAGnesium sulphate for Prevention of Eclampsia)

The Magpie Trial was a large international randomised placebo controlled

trial designed to evaluate the effects of magnesium sulphate on women and

their babies. It was funded by The Medical Research Council (UK)

[ISRCTN86938761]. The aim was to find out if, overall, women with pre-

eclampsia or their children, or both, did better when given magnesium

sulphate rather than placebo, regardless of whether treatment was started

before or after delivery and irrespective of any previous anticonvulsant

therapy. Women were eligible for trial entry if they had pre-eclampsia and

there was clinical uncertainty about whether to use magnesium sulphate.

Women were included irrespective of whether they had given birth (24 hours

or less postpartum) or their pregnancy was singleton or multiple. Most

women were recruited whilst on the labour ward. The decision to offer

participation was usually made by the obstetrician; either an obstetrician or a

midwife could enrol women.

A detailed description of the Magpie Trial and its results is provided in the

main results paper published in The Lancet in 2002 (Magpie Trial

Collaborative Group (2002) Do women with pre-eclampsia, and their babies,

benefit from magnesium sulphate? The Magpie Trial: a randomised placebo-

controlled trial. The Lancet; 359: 1877-90, see Appendix 1). For purpose of
context, Magpie was conducted in 33 countries and involved 10,141 women.

A follow up study was conducted in 19 countries, involving 4782 women.

Hereafter information presented within this thesis relating to the Magpie Trial

and its follow up study will only relate to the UK component.

1.7 The Magpie Trial Follow up study
The main objective of the follow up study was to assess whether in utero

exposure to magnesium sulphate has any clinically important effects on the

child's chance of surviving without major neurosensory disability. The specific

research questions were whether, for the offspring of affected mothers

exposure to magnesium sulphate affects: the risk of the child dying, the risk

of severe cerebral palsy, the risk of blindness or deafness or the risk of
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developmental delay. For the woman whether it affects her longer-term risk

of death or serious morbidity.

1.7.1 Methods

Children born to women randomised to the Magpie Trial were part of the

follow up study (n=B41). Ascertainment of deaths after discharge from

hospital was through the Office of National Statistics. The families' current

address was obtained from a range of sources, including trial data collected

at discharge from hospital, the Office for National Statistics, and the National

Health Service Tracing Scheme. Families were contacted if there was at

least one surviving child. If the mother had died, the child's carer was

contacted. Between July 199B and November 2001, B04 women were

recruited to the Magpie Trial at 67 UK hospitals. Follow up was from October

2002 until May 2004. Thirty women were excluded from tracing leaving 774

eligible for follow up (Figure 1.1).
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I 10141 women randomised at 175 centres in 33 countries I
804 women randomised in the UK

- 626 before delivery
- 178 after delivery

30 women excluded from
follow up

- 17 no surviving
I--

children
- 12 opted out
- 1 child fostered

774 women eligible for follow up
- 605 randomised before delivery
- 169 randomised after delivery

12 women lost to follow up
f-- - 8 left NHS

- 4 not traceable

1 woman died after
- discharge

from hospital

761 women traced and included in follow up
- 593 randomised before delivery
- 168 randomised after delivery

Figure 1.1 Consort flow diagram for women recruited in the UK and followed up

The clinical co-ordinator (LD) and I wrote to identified families describing the

follow up study, enclosing a change of address card so they could let us

know if they moved, and giving them an opportunity to 'opt out' from

participating in it (Appendix 2). This letter was sent with a birthday card for

the child's first birthday (Appendix 3). For some children the follow up study

started after their first birthday and a greeting card was sent instead. After

receiving the information about the follow up study some women telephoned,
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either to find out more about pre-eclampsia, or about the Magpie Trial and its

follow up. This gave them the opportunity to talk about their experiences of

pre-eclampsia and joining the trial. It was apparent from these conversations

that although recruitment to the trial was some time ago, their memories of

the experience were still very detailed.

The women's general practitioner was sent a questionnaire when the child

was 18 months old. If the woman and child had different general

practitioners, both were contacted. The general practitioner questionnaire

included questions about the child's general health since birth, recent

consultations (excluding routine assessments and immunisations),

neurosensory function, any diagnosis, prescribed medication, and admission

to hospital. A separate section asked about the mothers' health, possible

long-term sequelae of pre-eclampsia, prescribed medication, and admission

to hospital. Those general practitioners who did not respond were sent

reminders, or contacted by telephone.

When the child was around two years old, a questionnaire pack was posted

to the family. The questionnaire relating to the child incorporated the Ages

and Stages Questionnaire (ASQ) (Squires et al 1999) (Appendix 4). Parents

or carers, with or without help from a health worker, could complete the

postal questionnaires. The ASQ included 30 questions covering five

domains: communication, gross motor, fine motor, problem solving and

personal-social. Responses are 'yes', 'sometimes' and 'not yet'. These are

scored and sub-totalled by domain. To be classified as having no

developmental delay, the child has to score at least adequately in all five

domains. Questionnaires are relevant for children aged 4 months to 5 years.

Up to 24 months, age is adjusted for gestation at birth. Each questionnaire is

valid for four weeks either side of the target age. Another section of the ASQ

addresses general parental concerns and was not scored. Two questions

were added about use of health service resources.

Enclosed with the child's questionnaire was a questionnaire asking women

about their own health (Appendix 5). Some questions related to the woman's
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fertility, and how this had been influenced by her experience of pre-

eclampsia. It also asked three simple questions about her experience of

participating in the Magpie Trial. Responses to these three questions form

part of the analysis presented in this thesis, and are reported in detail in
Chapter 4.

Children who scored adequately on the ASQ for their own age, or for an older

age group, were considered screen negative, and therefore not needing

further evaluation as it was unlikely that they had any developmental delay.

Children who did not score adequately on the ASQ (regardless of whether it

was completed within the correct time frame) were considered to be screen

positive and as possibly having some form of developmental delay. Also

considered screen positive were children with a problem reported in the

general questions, (which covered any parental concerns relating to walking,

talking, hearing, understanding and vision), any whose ASQ was incomplete

and could not be scored, and those who scored adequately on the ASQ for

children in a younger age group. All screen positive children and a sample of

screen negative children were invited for a clinical and neurodevelopmental

assessment using the Bayley Scales of Infant Development (BSID-II) (Bayley
1993).

I was responsible for contacting families by telephone to offer a home visit,

for further assessment. Most families, although often surprised that a

member of the study team contacted them, were receptive to the idea of a

home visit. The aim of the home visit was to confirm whether or not the child

had neurodevelopmental delay, or any other significant problem; and if so, to

collect information that would, if possible, establish a diagnosis. Parents were

asked about their child's current health and development, and the child was

tested using the Bayley Scales of infant Development (BSID-II) (Bayley

1993). The visits were conducted by myself or a psychologist, both trained in

the use of the BSID-II. We met every three months and conducted some joint

visits.
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Overall, 140 children whose mothers were randomised in utero were

considered screen positive, of whom 108 had a home visit. One hundred and

twenty four 'screen negative' children were also offered a home visit, and 94

were performed. At the time of the home visits most children were between

25-36 months old. A full description of characteristics of women included in

the follow up study is provided in Chapter 3. All assessments of children and

their mothers were made blind to treatment group. If women asked about

their allocation, this information was sent once data collection was complete.

When a home visit was conducted, the opportunity was taken to measure the

woman's blood pressure and to ask her about possible hypertension and

problems or concerns with her own health. Home visits lasted approximately

two - three hours.

During the time the follow up study was in progress the main Magpie Trial

results were published (Magpie Trial Collaborative Group 2002) (Appendix

1), and soon after a lay summary was posted to all women (Appendix 6).

1.8 Description of women recruited to the Magpie Trial in the UK

The following section provides a brief summary of the characteristics and

circumstances of the women recruited to the Magpie Trial. This is given in

order to contextualise the literature review (Chapter 2) and convey how

published empirical qualitative work has been concerned little with the unique

experiences of those recruited to perinatal trials whilst experiencing a life

threatening illness.

The women were recruited at a time when they were likely to be having

intensive monitoring, and there was often a concern about the health of the

baby as well as of the women themselves. Care would usually consist of bed

rest, restriction of oral fluids, close clinical monitoring (blood pressure

checked every 15-30 minutes, tendon reflexes checked hourly, and the urine

measured hourly), insertion of urinary catheter and intravenous infusion and,

sometimes, the baby being delivered early. Care that was attributed solely to

the Magpie Trial was an extra intravenous line and frequent unobtrusive
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observation of the respiratory rate. Clinicians also made the decision to

deliver women within 24 hours of recruitment to Magpie.

Of women recruited to the Magpie Trial in the UK (n=804), most (78%) were

pregnant at the time, just under half (44%) had their labours induced, and

nearly half (47%) were delivered by caesarean section. The decision to

deliver women within 24 hours of recruitment to Magpie was often made by

the recruiting clinician. As a consequence over a quarter (29%) of women

delivered their babies preterm (less than 34 weeks gestation), often resulting

in increased mortality and morbidity.

Although many women entering the Magpie Trial were not in acute

emergency situations, many were experiencing a dangerous and frightening

condition; just under half (46%) had severe pre-eclampsia and a quarter

(27%) imminent eclampsia. Since severe pre-eclampsia can be life

threatening for both the woman and her unborn child, most women (85%)

taking part in the Magpie Trial were cared for on an obstetric high

dependency unit (HDU). As a third of eclamptic fits occur postpartum,

intensive monitoring was often continued for 48 hours after delivery.

For many women developing pre-eclampsia is an unexpected and very

difficult experience. Women offered randomisation to the Magpie Trial were

extremely ill and many had very little warning of the disease developing. Due

to this unpredictability and the speed at which it can develop, many women

may have had little understanding of the disease before it became evident,

causing further anxiety.

1.9 Outline of the thesis
The thesis consists of 9 chapters. This opening chapter has provided an

introduction to the QUOTE Study and the context in which I undertook the

study. The background to the QUOTE Study is then provided. It begins with a

comprehensive overview of pre-eclampsia (and eclampsia); which is the

most common medical complication of pregnancy. These are presented in

order to put in to context the situation the women were in when they were
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asked to consider taking part in the Magpie Trial, as most were experiencing

a severe form of pre-eclampsia. The chapter also provides an overview of the

Magpie Trial and its follow up study. Chapter 2 provides a critical review of

the literature pertaining to the wider context of participation in clinical trials in

health care. The chapter begins with focusing on the experiences of pregnant

women in trials. Because of the paucity of available evidence exploring the

experiences of women recruited to clinical trials during pregnancy,

particularly those having experienced a pregnancy-related emergency, other

related clinical trial situations in health care are explored and offer useful

illustrations as a way of understanding and learning about trial experience.

The study design and rationale for the selection of a multi-method approach

and theoretical basis are presented in Chapter 3. As described the study was

carried out in two distinct parts: questionnaires and interviews. A description

of study procedures, selection of participants and data analyses at each point

are provided. Chapters 4 - 8 present the results from the study. Chapter 4

pertains to the data obtained from the postal questionnaires; Chapter 5

contains the results from the semi-structured interviews. A description of the

sample, the response rate and characteristics of the women are also

presented. Chapters 6 - 8 provide a detailed description of the results. The

final chapter, Chapter 9 presents a discussion and summary of the study

results. Focus is placed on the issues taken into account by the women when

considerinq joining the Magpie Trial. The background influences and the

impact pre-eclampsia had on their decision-making experience are also given

attention. The methodological limitations of the study and the consequences

these may have had on the study findings are also considered. Further

consideration is given to the implications of my findings for future research

and practice.
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Chapter 2

Literature review of participants' views of taking part in trials
2.1 Introduction

In modern healthcare there is greater democracy, with public and patient

involvement in health care being actively encouraged (Best Research for

Best Health 2008). One aspect of this is the involvement of users in the

conduct of health care research. There is drive for promoting the hands-on

involvement of users in all aspects of design and conduct of research

(Hanley et al 2001, Hanley et al 2003, Oliver et al 2004, NICE 2006, WHO

2006, MRC 2007, NRES 2008) also coming from users themselves

(AIMS/NCT/MA 1997, Goodacre and Lockwood 1999, Thornton 2006,

Thornton 2008, Cochrane Consumer Network 2008). Groups such as

INVOLVE (2008) are committed to promoting public interest in NHS, public

health and social care research. Involvement includes, for example, the

public advising on which research should be performed, as well as assisting

in the design and running of projects. Another group, the James Lind Alliance

(2007) acknowledges the importance of user involvement and partnership in

the identification and design of research. The remit of the James Lind
Alliance is to help researchers and clinicians identify areas in need of

research relevant to users and promote researchers to ask the right

questions in the right way, so ensuring research therefore is relevant to users

by promoting their involvement in the process. These groups emphasise the

significance of user involvement and partnership in the identification and

design of research. Exploring the views of trial participants is one part of this

spectrum of activity and the value of understanding the experience of taking

part in trials from the perspectives of those involved is now recognised.

Prompted by these proposals (and others before) a growing body of research

has begun to study participants' or potential participants' views of health care

research, including randomised trials. There is a wealth of literature exploring

the many components of participant involvement, and which can be

considered under a number of broad categories. Most studies to date have
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concentrated on the ethical issues of performing research trials in clinical

practice (Howard-Jones 1982, Herxheimer 1988, Verdu-Pascual and

Castello-Ponce 2001, Knudson 2001, Brody et al 2005), and whether

research participants are fully informed (Hewlett 1996, Joffe et al 2001, litis

2006) and therefore adequately consented before agreeing to take part in

trials (Hansson 1998, Ferguson 2001, Stevens and Pietsch 2002). The

double standards regarding consent for research and consent for clinical care

have also been debated (Chalmers and Silverman 1987, Oxman et al 2001,

Mazur 2003, Worthington 2004). Others have explored reasons for

participating in (Pickersgill et al 1998, Ellis et al 2001, Madsen et al 2002,

Eng et al 2005) and declining participation (Verheggen et al 1998, Jenkins

and Fallowfield 2000, Salomons et al 2002, Snowdon et al 2005, Snowdon et

aI2007); as well as barriers to participation (Fallowfield et a11997, Langley et

al 2000, Grunfeld et al 2002, Sharp et al 2006). The possible interventions

that can be used to improve recruitment to research have also been explored

(Albrecht et al 1999; Donovan et al 2002, Cambron et al 2004). In-depth

qualitative interviews have been conducted in order to appreciate

participants' understanding of trial design (Snowdon et al 1997, Fallowfield et

al 1998, Featherstone and Donovan 2002, Robinson et al 2004, Canvin and

Jacoby 2006), as well as informing partlcipants about study results (Partridge

and Winer 2002, TACT 2006, MacNeil and Fernandez 2006, Avins et al

2008) and their response to receiving them (Garcia 1987, Snowdon et al

1998a, Kenyan et al 2006, Shalowitz and Miller 2006).

This chapter presents an overview of this literature in order to explore the

issues that I perceived as salient to the QUOTE Study. There is a wealth of

literature published about the views of participants in randomised trials. Little,

however, explores the unique experiences of those being recruited whilst

pregnant and even less explores the perspectives of those recruited around

the time of delivery, whilst experiencing a pregnancy related illness. In order

to identify systematically and present a representative body of literature that

relates to women's experiences of joining perinatal research two separate

literature searches were conducted with the support of two independent
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information retrieval specialists (LH, AB). No restriction was placed on type or

country of publication.

2.2 Search strategy

The research questions addressed were as follows: to assess the

experiences of pregnant women being recruited to randomised trials; to

provide a critical overview of the issues as identified by the women

themselves. Both information specialists used the same electronic

bibliographic database to search: Medline (1966 to June week 2 2006), AB

also searched CINAHL (Cumulative Index to Nursing and Allied Health

Literature) (1982 to June week 2 2006). Both were provided with a thorough

description of the study prior to searching; however both identified different

medical subject headings (MeSH) in order to do the searching. Identifying

publications involved a variety of other techniques carried out solely by

myself. For example, citation tracking was used (following up reference lists

in the bibliographies of papers and reports). Work citing authors known to be

active in the field was also followed-up. Contacts with experts were made to

identify other potentially relevant published or unpublished studies.

Handsearching of journals and texts were also performed and the websites of

the Department of Health, Cochrane Qualitative Research Methods Group

and the NHS Health Technology Assessment Programme were utilised.

Several difficulties in electronic searching of the literature were encountered,

even with the combination of literature searching expertise and my own

subject knowledge. Most difficulties related to developing a strategy that

would identify qualitative studies that have explored participants' views of

quantitative methodologies. It became apparent there was varied and

imprecise use of the term qualitative. This was emphasised by the wide

range of study designs and collection methods cited in the publications.

Searches for qualitative studies triangulated with quantitative methodologies

exploring the research area can identify a number of potentially relevant

records. The first search retrieved an unmanageable number of potentially

eligible records (n=6185). Viewing their titles identified that the vast majority

were false positives, e.g. papers that had little to do with pregnant women

24



and trial participation. This first search made retrieval to eliminate or include

reports on an individual basis logistically impossible. The second search

resulted in a more targeted and precise retrieval of literature (n=177). The

third search using CINAHL identified 3,348 reports. It was evident that after

performing the added searches (those carried out solely by myself) much of

the relevant literature was not identified. The additional searching therefore

proved to be extremely worthwhile in identifying additional empirical studies.

The electronic bibliographic database search strategies are fully described in

Appendix 7.

The literature presented within this chapter will initially centre on the specific

experiences of those recruited to studies in pregnancy. Research to date in

this area has predominately focused on the experiences of those recruited to

trials whilst in early pregnancy rather than around the time of delivery. These

situations are not directly applicable to women recruited to the Magpie Trial,

as those joining Magpie were recruited close to the time of delivery. The

research does though provide a valuable insight into understanding pregnant

women's experiences of joining research. Because of the paucity of

pregnancy-related literature, the wider issues of trial involvement, drawing on

research from other areas of health care, have also been examined. There is

a wealth of publications exploring the views of those involved in many
aspects of health care research. It was considered worthwhile to draw upon

this literature in order to provide additional insight into the complex

components of trial participation. Limiting the review to the perinatal

experience would have omitted some of the important literature that has, in

part, influenced this study. However, caution should be exercised when

drawing conclusions from comparing trial experiences between different

disciplines of health care. Conclusions may not always be easily transferable.

Reviewing this literature does, however, provided useful insights into the

broader, more general aspects of trial involvement.

25



2.3 Exploring participants' views of randomised trials in the perinatal

period

Although trial investigators and clinical staff have undoubtedly acquired much

anecdotal information about participants' views of their trial experience, few

empirical studies have been carried out that explore participants' views and

experiences of joining trials relating to the perinatal period. Only ten

published empirical studies (13 reports) were identified in the literature

search that have formally investigated pregnant women's views of trial

participation and therefore relate very closely to this present study. Much of

this work has explored the decision-making processes of pregnant women

being asked to participate in trials, and has identified factors affecting their

willingness to agree (East and Colditz 1996 & East et al 2006) or decline

participation (Mohanna and Tunna 1999, Dorantes et al 2000, Baker et al

2005). Other studies have focused on participants' understanding of trial

information (Ferguson 2000, Kenyon and Dixon Woods 2004, Kenyon et al

2006 and Dixon-Woods et al 2006), or views about being involved generally

in research (Elbourne 1987). In some studies women were asked to

hypothesise about unreal situations (Weston et al 1997, Rodger et al 2003,

McLeod et al 2004). Little of the reported work however, was conducted with

women experiencing a pregnancy related illness, and so it has only indirect

relevance to the women participating in the Magpie Trial. Additionally much

of the data were derived from postal surveys alone (7 studies), therefore

lacking the richness of information that can be gained from in-depth

interviews.

These ten empirical studies have been explored and key areas identified that

have particular relevance to the QUOTE Study (see Table 2.1 for summaries,

pages 42, 43, 44). The first of these areas was an examination of the

potential benefits of providing information to women about trials in the

antenatal period.
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2.3.1 Benefits of providing information about perinatal trials in the

antenatal period have not been confirmed

It is currently recommended that women should not be asked to consent to

take part in perinatal research unless they have been given written

information about it earlier in the course of their pregnancy (AIMS/NCT/MA

1997). User groups have recommended whenever possible information about

trials should be given in early pregnancy and a period of time allowed for

discussing the trial; consent could then be given at a later stage. In response

to this suggestion, those involved in perinatal trials more recently have

provided study information to be given to women in the antenatal period (see,

for example, the Oracle, Magpie and Release Trials).

However, the benefits of providing perinatal trial information early in

pregnancy are not clear nor have they been adequately evaluated or

confirmed. Those that have explored this issue with trial participants have

done so only at a relatively superficial level, as the focus of their research

was on reasons for withholding consent (Mohanna and Tunna 1999) or

general attitudes to the trial (Ferguson 2000, East and Colditz 1996, East et

al 2006). Nonetheless, their conclusions cast doubt on the claim that

informing women early in their pregnancy about perinatal trials leads to

greater understanding and satisfaction with the information they receive or

with their trial experience overall.

The study by Mohanna and Tunna (1999) concluded that informing pregnant

women early in their pregnancy about a trial they might become eligible for

has different implications for different women. Many of those interviewed

could not see the relevance of the research to their situation; and even

women who were identified as at high risk of becoming eligible, stated they

would decline participation as the trial was not relevant to them. This study

highlighted the difficulties some women can have envisaging their situation if

a potential risk is realised; and how they will respond to that situation.

Providing trial information prior to a clinical event or talking to women about

the likelihood of them becoming eligible for enrolment may not therefore be

valuable for all women.
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The time lapse between information provision and actually becoming eligible

can also be problematic, as during the intervening period many women may

forget being told about the trial specifics or even about the trial itself. One

study by East and colleagues (2006) found that some women expressed a

preference for study information earlier in their pregnancy, even though study

brochures had been widely distributed at parenting classes and antenatal

visits. This indicated that women either did not recall receiving this

information during their pregnancy or in fact did not receive it. Similarly

Ferguson (2000) found that a high proportion (88%) of women could not

recall being told about a perinatal trial in the antenatal period, several being

adamant that this had not occurred, although the trial protocol specified that

one of the researchers would attend antenatal classes in order to inform

women and midwives about it. Informing women about possible perinatal

trials antenatally is not therefore without its difficulties. Indeed, these studies

suggest that attempts to inform women in advance, for whatever reason, are

largely unsuccessful.

There are other potential difficulties with routinely presenting women with

research information antenatally. For many the risk of experiencing adverse

events in their pregnancy is small and to present all women with a detailed

discussion of each potential complication of pregnancy and then the

accompanying trial information, can further increase the 'medicalisation' of

childbirth and unnecessarily detract from it being a normal event. Informing

women early in their pregnancy may in fact cause needless anxiety for them,

especially when there is so much information pregnant women need to know

and understand during the antenatal period. A study by Baker et al (2005)

identified that women do recognise the difficulties clinicians face when

conducting perinatal trials, and they appreciate that informing women who

are not actually experiencing the particular clinical event is not always

appropriate. The difficulty here, as occurred in the Magpie Trial, is predicting

which women will have the adverse event. Giving information in advance to

all does have the potential to cause unnecessary worry. Vernon and

colleagues (2006) have questioned this way of telling women about research.

They propose that informing women in the antenatal period can bring about a
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conflict with promoting 'normality' in pregnancy and labour; and routinely

presenting women with research information about possible complications

and risks unnecessarily detracts from labour as a normal physiological

process, as for many women the risk of experiencing these problems is

small.

In conclusion there is little consensus regarding the most appropriate time in

pregnancy to provide information about perinatal trials. There are perceived

benefits (discussing the study with women at a time when they are less likely

to be rushed and under stress); however, they are not clear and have yet to

be confirmed.

2.3.2 Benefit to woman herself or baby are key motives to participating

in perinatal research

Factors that influence women's decisions about whether to participate in

research during their pregnancy have been explored by several researchers

(Elbourne 1987, Mohanna and Tunna 1999, Dorantes et al 2000, Ferguson

2000, Rodger et al 2003, McLeod et al 2004, Baker et al 2005, Kenyon et al

2006). It is evident that pregnant women participate in research for many

reasons, and there are many influences on the decision-making process. The

design of the trial, the type and style of information available, the manner in

which it is conveyed, and by whom, all appear to effect the likelihood of a

woman agreeing to take part (Mohanna and Tunna 1999). Other influences

include whether the participant understands the nature of the study (Dorantes

et al 2000), as well as the process of recruitment and practical issues such

as convenience (Baker et aI2005).

Principal motivators for trial participation, however, appear to be the

perceived benefit to the women themselves and/or their baby and altruism -

the belief that joining will help other women and their babies and medical

research. With the exception of two studies identified in the literature

(Elbourne 1987, McLeod et al 2004), women's desire and willingness to help

other women is only expressed in the context of there also being some

benefits to either themselves or their baby. Kenyon and colleagues (2006)
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examined trial participants' interpretation of study information provided for a

perinatal trial and concluded the main motivation for trial participation was the

possibility of an improved outcome for the baby. The second and less

prominent motivation was the opportunity to help others, but this was

conditional on there being no personal risks to either themselves or the baby.

Other researchers report similar findings. Rodger and colleagues (2003)

asked pregnant women whether they would be willing to participate in a

hypothetical trial of heparin injections. Potential benefit to the health of the

unborn child was ranked as the most important determinant of willingness to

participate, followed by benefit to personal health, and altruism. Ferguson

(2000) confirms this finding; a large proportion of women join perinatal trials

in order to secure better treatment, help future women or to assist the doctor.

Others have identified a perception of low risk to either the women

themselves (Baker et al 2005) or the baby (Dorantes et al 2000) as primary

motivators.

What is noteworthy is that those identifying altruism alone as a motivator for

participation were involved in what could be considered low risk trials; one a

hypothetical situation (McLeod et al 2004), the other assessing pregnant

women's preferences about holding their own obstetric records throughout

pregnancy (Elbourne 1987). The first of these studies (McLeod et al 2004)

sought the views of pregnant women regarding their participation in a

hypothetical trial comparing planned vaginal birth to planned caesarean

section for twins. Of the sixty-four women recruited, altruism was the most

common (90%) reason given by the women for agreement. Preference for a

specific mode of delivery was the reason given by those declining

participation by all women. Women participating in the hand-held records

study (Elbourne 1987) discussed their wish to help others, both at the time of

the study and in the future.

The issue of pregnant women withholding consent to trials has been explored

(Mohanna and Tunna 1999). The purpose of the study was to explore why

women chose not to participate in a preterm drug trial. The results indicated
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that a protective duty to the unborn baby and the difficulty associated with

balancing potential adverse events or side effects against the consequences

of not taking part were influential.

These findings cumulatively indicate that the most important factors in a

woman's decision to consent are related to her own situation. Ultimately,

when women are asked to consider joining research trials it is the prospect of

either protection or benefit to the woman herself or her baby more than the

duty to be a 'good citizen' that influences their decision. Altruistic motives are

just one of many factors that influence trial participation. Relatively few

studies, however, have directly sought the views of women regarding this

issue.

2.3.3 Double standards of consent to research and clinical practice

Recently there has been debate and controversy in the literature regarding

the different standards of consent required for clinical procedures compared

with what is required for clinical research. Mazur (2003) argues that the need

for patients to fully understand is greater in clinical research because

participation is voluntary, alternatives may exist, the participant may not

benefit and could be harmed by participation. His position is supported by

Worthington (2004) who makes a clear argument proposing the need for

different criteria for consent in the trial setting, compared with what is

required in clinical practice. He acknowledges exchange of information is

crucial in both settings, albeit in different ways and, argues that while

unknowns apply in any medical situation, the risk/benefit equation is different

in the research setting, especially if the participant can derive little personal

therapeutic benefit. In the research situation choices may well be governed

by altruism or financial gain, rather than individual medical needs; there may

also be less empirical data available to offer the volunteer, in order to inform

or reassure him/her about likely outcomes of a drug or medical procedure.

Worthington concludes: consent issues are not the same in the two settings,

even if the ethical principles are.
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In contrast Thornton (2005:468) questions this divergence of requirement for

consent to treatment and consent to research. A trial participant herself

(breast ductal carcinoma in situ trial) she asks "Why should randomisation -

often to treatments that are 'standard' - require especially onerous informed

consent?" She advocates a much more flexible approach and recommends

that trial participants and patients be given every opportunity for easy access

to the fullest possible information. Others also raise questions regarding the

double standards required for consent in clinical practice and that which is

required for research (Chalmers 1986, Chalmers and Silverman 1987,

Chalmers 2003). Anxiety remains about the process of informed consent for

researchers; however, the level of information provided in a formal research

setting is often much greater than ordinary clinical practice. In clinical practice

patients may receive little or no information and no guarantee that their

experience of treatment will be used scientifically to evaluate care for others

in the future (Chalmers and Silverman 1987).

In ordinary clinical practice it is necessary that clinicians evaluate how to

impart information, and to what extent they will make clear the consequences

of treatment choices, especially if they are uncertain. Although in all

disciplines of health care a truthful and open approach is desirable, one of

the challenges is to be able to estimate how much information should be

given and at what time. Provision of the right amount of information for a

particular patient is an important part of clinical practice. Little distinction,

however, is made in current literature or in published guidance between the

requirements for consent in research and consent in ordinary clinical

practice. A document that has recently come into effect provides doctors with

guidance on decision-making in the context of treatments, and states the

same guidance applies to include decisions in taking part in research (GMC

2008).

On an every-day basis clinicians provide patients with medical treatments,

(many of which have never been scrutinised in a randomised trial), after

providing very little background information about the intervention. It is not

clear why an intervention already being used in routine health care requires
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informed consent within the research setting. In ordinary clinical practice,

well-intentioned practitioners may prescribe the same intervention in good

faith. It is proposed that it seems illogical to require a higher level of consent

to a treatment given in a trial than would be required in normal clinical

practice (Chalmers and Lindley 2000:266, Chalmers 2003). In the words of

the paediatrician Richard Smithells: "I need permission to give a drug to half

my patients, but not to give it to them all" (Smithells 1975, cited by Chalmers

1986).

In the absence of evidence from randomised controlled trials, it has been

suggested that clinical decisions are often made randomly and in a

haphazard way (Chalmers and Silverman 1987). Why then is there so much

concern when the randomness is formalised in a controlled way? Properly

designed experiments are more effective than poorly controlled experiments

in containing the risks posed to individuals by the unpredicted adverse effects

of treatments (Chalmers and Silverman 1987). It cannot be assumed that trial

participation places people at disadvantage compared with standard care.

The contrast between the procedures required in research and everyday

clinical practice is striking. The distinction and apparent double-standard

between research and routine care places a greater responsibility on

researchers than clinicians to satisfy the consent process. There are

established ways of giving information to patients and of obtaining consent in

normal clinical practice, and it has been argued that we should think carefully

about changing these merely because a controlled trial is being carried out

(Chalmers 2003). Trials cannot be considered unethical just because

participants have suboptimal understanding (based on the researcher's

denotation). Lindley (1998) argues that randomisation into a well conducted,

randomised controlled trial may well be 'best practice' for many clinical

situations, perhaps even 'better' practice than is given in clinical care. Double

standards for the consent process promote informal therapeutic experiments

on uninformed patients that comprise much of everyday clinical practice - the

corollary being that these people are perceived to be in less need of

protection than are the relatively small number who are involved in planned,

properly controlled clinical research (Chalmers and Silverman 1987).
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2.3.4 Participants' understanding of the purpose of trials is often

incorrect; trial practices including placebo, randomisation & blinding

are poorly understood

There has been much debate, much beyond the remit of pregnancy and

childbirth, about the ethical problems associated with the quality of informed

consent and how problematic that can be for both the researchers (Hansson

1998, Pullman and Wang 2001, Tattersall 2001, Cassell and Young 2002)

and those participating (Snowdon et al 1997, Power 1998, Stuijvenberg et al

1998, Thornton 1998, Goodare and Lockwood 1999, Goodare 2002, Spencer

and Dawson 2004, Goodare 2006). In conducting clinical trials, researchers

must meet certain ethical standards, first established by Nuremberg Code on

research ethics in 1947. The type and degree of information required as part

of an informed consent process has more recently been set out by the World

Medical Association's Declaration of Helsinki, which states that the potential

participant must be adequately informed of the aims, methods, sources of

funding, any possible conflicts of interest, the affiliations of the researcher,

anticipated benefits and potential risks of the study and the discomfort it may

entail (WMA 2004).

An interesting finding in Ferguson's (2000) work relates to the responses

from the participants when asked to compare information they received as a

clinical trial participant with information they were given in clinical practice. In

general, participants felt they received more information when participating in

trials. Several were keen to emphasise that the greater amounts of

information they received during the trial were no reflection on their

caregivers' usual practice.

That consent is the key issue for both researchers and participants is not

disputed, but how to resolve the problems around informed consent has

received less attention and is less clear. Given the concerns about ensuring

fully informed consent, is it surprising that participants' understanding of

perinatal trials and the methods involved have received so little empirical

attention. Some interest has begun to be shown in understanding how

informed participants are about participating in clinical research. Participants
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are now being asked whether they felt they had received enough information

about the research study, how well they felt they understood this information,

and whether they were given sufficient time and encouragement to ask

questions (Ferguson 2000). There is evidence that participants do not always

adequately understand the purpose of the trials they join. Understanding the

purpose and the perceived importance of a study have been identified as

significant factors influencing the decision to join (Dorantes et al 2000). In a

review of the literature however only a few studies have focused on asking

participants to assess the information they receive.

Two of these studies, which are perhaps most closely linked to the situation

of those recruited to the Magpie Trial, are by Ferguson (2000) and Kenyon

and Dixon-Woods (2004) and (2006). Both groups of researchers explored

trial participants' understanding of the research as their primary focus, each

having their distinct approach. Ferguson (2000) used structured interviews to

explore participants' understanding of an intrapartum trial. The author did not

attempt to determine how much each participant had in fact understood;

rather the focus of the study was understanding of the trial from the point of

view of the participant regardless of whether or not their recollections were

'accurate'. The issue under investigation was not: are clinical trial participants

adequately informed, judged by some objective criterion; but rather, do

participants themselves feel that they are adequately informed?

In comparing levels of satisfaction with trial information between women

participating in a labour drug trial with those who took part in other medical

research trials, Ferguson (2000) concluded that women in the labour trial

were generally less satisfied than those in the other trials with the information

they had been given. They reported lower levels of understanding of trial

information (91% versus 100%), they asked fewer questions and were less

satisfied with the answers given. Information that women would have found

useful to know included more detail about the way the drug worked, possible

side-effects, alternative treatment options and their potential side-effects.
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Although Ferguson (2000) found that in general women felt they were given

appropriate amounts of information, and reported a reasonable level of

understanding of that information, this cannot be assumed to mean that

participants are able to assimilate the information they are given.

Participants' perception is one issue; the reality of the situation could be quite

different. Participants may feel they have reasonable grasp of a concept, but

if this were to be tested it might not, in fact, be correct.

Kenyon and Dixon-Woods used postal questionnaires (Kenyon and Dixon-

Woods 2004) and interviews (Kenyon et al 2006), to focus on establishing

whether participants' perceptions of the Oracle Trial were actually 'accurate'.

The researchers evaluated participants' interpretation of trial information

given to them. They used content analysis to analyse the text given in

response to a question on a postal questionnaire asking why the trial was

being carried out. The 1462 responses were then assessed against a

framework of five key points about what the trial involved (e.g. clinical

condition, trial hypothesis, intervention, outcomes, design used). The

researchers concluded that trial participants are unlikely to be able to show

that they had interpreted the purpose of the trial and the terms and concepts

involved exactly as the researchers intended. Additional interview data with a

sub-set of the women (n=20) (Kenyon et al 2006) identified that trial practices
including use of placebos, randomisation, and blinding also appeared to be

poorly understood.

Two further studies (Weston et al 1997, Rodger et al 2003) explored

pregnant women's assessment of trial information with the view to

participating in a hypothetical trial. The studies were aimed at improving trial

recruitment (Weston et al 1997) and determining women's likelihood of

joining a proposed trial (Rodger et al 2003). The study by Weston et al (1997)

suggests that an information video combined with an information sheet may

result in increasing women's knowledge of the research trial and

consequently in greater participation. Rodger and colleagues (2003) tested

women's comprehension of study information by interview and questionnaire.

All women understood the nature of the intervention; most had a good
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understanding of the risks of the intervention; however only a slim majority

(57%) understood the overall purpose of the trial, the remaining women

classified as having only partial understanding. However these findings do

not portray real life and therefore could be misleading.

In summary, these studies give some insight into trial participants'

understanding of trial information. When examining the quality of the

informed consent process it has been identified that participants often have

misconceptions about trials and knowledge can vary widely between

participants (Ferguson 2000, Kenyon and Dixon-Woods 2004, Kenyon et al

2006). Major deficiencies in knowledge include not being aware of the

potential risk associated with the trial treatment, the unproven nature of the

treatment and the uncertainty of benefit to self (Rodger et al 2003, Kenyan et

al 2006). The findings raise doubts about the supposition that informed

consent is attainable and raise questions about whether the consent process

for research has been overstated as a means of satisfying ethical imperatives

and protecting the interests of participants.

2.3.5Women appear to want to be informed about trial results;

however, there is little consensus how best to do this

It might be considered surprising that clinical researchers do not routinely

offer study participants the results of clinical trials. Within clinical research the

intention should be to treat each individual participant with the utmost respect

and as a partner in the research. In support of this approach, results should

be shared, as doing so could be considered the correct course of action

when working towards the common goal of partnership. Some ten years ago

the Association for Improvements in Maternity Services, and the National

Childbirth Trust and Maternity Alliance, in their charter for ethical research in

maternity care, recommended that women should have the right to see the

results of research they participated in (AIMS/NCT/MA 1997). Since the

Charter was written the practice of offering results to research parncipants

has received growing attention and is considered good practice for the ethical

conduct of research. The offer to provide research results at study

completion is based on the principle that respect for persons should continue
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following study completion, to avoid treating research participants as simply a

means to an end. Among other benefits a summary of results acts as an

acknowledgement of the valuable contribution to science that has been made
by their participation.

Recent government initiatives and several prominent groups in the UK have

issued policy statements addressing the provision of research results. The

second edition of the Department of Health's Research Governance

Framework recommends that findings from research work be disseminated

promptly and fed back as appropriate to participants (OH 2005). Researchers

conducting research in the UK with human participants when applying for

ethical approval are required at the outset to state if they will provide study

results to participants following completion, as well as how they will deal with

a situation where information becomes available part way through the study

that may affect a participant's willingness to remain in the study (NRES

2008).

EXisting written policies governing the return of research results to

participants therefore promote the universal recommendation that results be

offered to all research participants. The practice is promoted as a key part of

ethical research, and consequentially an automatic assumption is made that

providing participants with results, an intervention in itself is beneficial. These

recommendations may promote researchers to provide participants with

study results; there is, however, no guidance as to when and how this

process should occur, adherence to the policies and format of provision

being left to the individual researchers. Nor is there any recognition of the

possibility that sharing research results may in fact harm participants,

causing anxiety and unnecessary concern.

The potential benefits (and potential harms) of offering research results to

research participants are largely unknown, despite data suggesting

participants are interested in learning about study results (Elbourne 1987,

Mohanna and Tunna 1999). Although the results of studies have been

shared with study participants, for example in the Oracle Trial (Dixon-Woods
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et al 2006} there is no systematic approach to the provision. There is

currently very limited information to indicate how research participants feel

about receiving research results, especially those participating in perinatal

trials.

Researchers from the Oracle Trial (antibiotics for preterm labour / preterm

rupture of the membranes) offered a summary of the results to the 11,154

included women (Dixon-Woods 2006). The researchers found that less than

a fifth of women desired a summary of the results. A possible explanation for

the modest interest shown are that those women that requested a copy of the

results shortly after joining (n=1803; 20%) were required to re-confirm they

still wished to receive them once the trial was complete (n=1524; 17%). The

trialists then assessed the participants' reactions by conducting qualitative

interviews with 20 of those who received the summary. Reactions to

receiving the results was generally positive or neutral, although some women

had difficulty understanding the leaflet, and there was evidence of possible

negative implications for women who had adverse outcomes. Women

appeared to request the results because they were interested in being able to

complete their own personal trial participation journey. They wished therefore

to know to which arm of the trial they had been allocated and the implications

for their own pregnancy, and they were disappointed in receiving a generic

summary. Individualised results for example unblinding, and communication

of summary findings may be separate issues to researchers, but participants

are unlikely to make this distinction.

2.3.6 Women's personal accounts of participating in perinatal trials

Women's personal accounts of joining trials that demand intrapartum consent

give some valuable insight into the trial experience. For example, Moran

(1993) describes the difficulty she was faced with when considering joining a

trial whilst in preterm labour with twins. She was offered participation in the

pilot study that preceded the Oracle Trial (antibiotics for women in preterm

labour or with preterm rupture of the membranes). She acknowledges that

participating in the trial ensured she was given all the available choices and

treatment options. She relates a feeling of altruism after joining; but at the
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time her concern had been for her unborn babies and she felt the possible

benefits of the antibiotics outweighed any potential risks.

Some women will want to know about all the possible risks associated with

pregnancy and research being conducted that they may potentially be eligible

to join, while others may not wish to know about such risks prior to them

taking place. Sudlow (2005) presents a conflicting picture regarding the

ethical issues she was faced with when considering consenting to a trial. A

neurologist and clinical researcher herself, she describes her reaction when

moments before undergoing a caesarean section, a research nurse sought

her consent for a trial. Taking part in the trial required some umbilical cord

blood being taken from her placenta after delivery for stem cell research.

Before signing the consent form it was obligatory for her to read the one page

leaflet and respond to several questions about her understanding of the trial.

Although not unwell and having a medical background, she found she had to

concentrate fully in order to understand the leaflet. At first she thought she

was being asked for some of her baby's blood and wanted to know more

about the risks. Once she appreciated that the blood was to be taken from

the placenta prior to disposal and not from the baby, making (in her view) the

research entirely non-invasive and not at all harmful, she was more than

happy to sign, and did so feeling that she need not have been asked at all.

Sudlow argues that the consent procedure was designed simply to satisfy the

research ethics committee; the process of gaining her consent was an

unnecessary intrusion and increased her own anxiety, and as a result it was

the only harmful part of the trial. She argues that (in a heightened emotional

state) had she misunderstood what was being asked of her and so refused

consent to the study the placenta would have been needlessly discarded,

without the sample of blood being taken. The need for consent, she states,

did not protect any right she may have had for the cord blood to be discarded

when something useful and non-harmful could easily come out of it. And, if

research is publicly funded, she asks what about the rights of taxpayers not

to have their money wasted on a process that increases costs because of the

additional resources needed to seek and document consent; and that
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prolongs the research because of the wastage of samples where no consent

is obtained. This account highlights the difficulty associated with giving the

appropriate amounts and type of information to potential trial participants.

Different women will require different amounts and type of information. Some

women may wish to know the full details of a research trial and what their

involvement will mean, whilst others may wish to know very little.

Washington (1995) in her account describes a time when she refused to give

her consent to having an intrauterine pressure catheter inserted to measure

contractions. She refused to participate in the research as she was under the

impression that the obstetrician thought she was not in labour: She also

questioned how effectively she would have taken in information about

possible risks and given 'informed' consent in this situation.

These various studies and personal accounts indicate that there is a

significant deficit in current understanding about the need for the provision of

research results to participants. Existing standards and empirical research

provide little guidance. The potential for extreme and negative responses to

trial results means that communication constitutes an intervention in its own

right. It therefore requires appropriate evaluation. While government

initiatives, users, and research ethics committees are generally supportive of

the concept, the needs and attitudes of participants are relatively unknown. It

is difficult to determine from the ten empirical studies identified in the

literature review how many, if any, provided their participants with the study

results. It seems reasonable to assume that the trials did not have any policy

on providing results to the participants, as they would, presumably, have

demonstrated this had it been the case. To date, there is little published

evidence to suggest either positive or negative outcomes of sharing perinatal

trial results.
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The remainder of this chapter is divided into sections reflecting the different

issues participants can be presented with when considering joining a trial.

Comparisons are made between the situation that women were in when

asked to consider joining the Magpie Trial and situations experienced by

those taking part in trials in other areas of health care not related to

pregnancy (for example the experiences of those having to make decisions

to join whilst in a critical care situation and those faced with considering

joining oncology trials). Although not fully applicable to pregnancy, these

studies do provide useful insights; as do trials where considerations for a

third party (newborn) was necessary. The review concludes with literature

exploring trial participants reactions to the methods used within randomised

trials. This literature is relevant in order to appreciate the women's

understandings of the Magpie Trial and is applicable to the analysis and

interpretation of the QUOTE study findings.

2.4 Trials involving an emergency situation

Consent to join a trial while in a clinical emergency situation can be required

in a number of settings, including accident and emergency, anaesthesia, or

prior to surgery. Studies taking place in accident and emergency settings

include conditions that involve a severe trauma; such as head injuries (Foex

2001), cardiac arrest, acute stroke, congestive heart failure, sepsis,

haemorrhage or a drug overdose (Passamani and Weisfeldt 2000). In these

types of circumstances the nature of the condition may undermine the

capacity of the patient to consider joining a trial. This will be compounded by

feelings of vulnerability and anxiety while undergoing unforeseen urgent

treatment, likely similar to the feelings experienced by women with severe

pre-eclampsia (Redman andWalker 1992:157).

One such situation was explored by Williams and colleagues (2003); who

evaluated informed consent to a research trial for the treatment of acute

myocardial infarction. Consent was required at a time when worry, fear, pain

and treatment with morphine might have compromised the ability of patients

to comprehend information about the trial and give informed consent. The

study assessed whether patients could understand the written and oral
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information given to them and whether they were competent to give

autonomous informed consent to participate in the trial. The study included

399 patients with acute myocardial infarction in 16 hospitals in New Zealand

and Australia who were eligible for participation in the Hirulog and Early

Reperfusion or Occlusion (HERO) -2 trial of two antithrombin regimens

(bivalirudin versus heparin) administered adjunctively with streptokinase. All

participants were asked whether or not they had read the trial information

sheet. The questionnaire aimed to capture self-reported comprehension of

the oral and written information they were provided with. Only 63 (18%) had

read the trial information leaflet before giving or refusing consent to

participate. Patients who gave consent (n=367) were more likely to report

good or partial comprehension of the information provided than were those

who refused consent (n=32): 272 (74%) versus 14 (44%), respectively. In an

assessment of competence to make an autonomous decision, 75 of 145

(52%) were ranked at the lowest grade and 26 (18%) were considered not

competent to consent. The authors of the study acknowledged that little is

known about factors that affect patients' decisions to give or decline consent

to clinical trials and that although the consent process for HERO-2 met

regulatory requirements for clinical trials, it was inappropriate for the needs of

most patients. They conclude the patients' comprehension of the information

provided and their competence to autonomously give consent was less than

optimal.

Other empirical research (Montgomery et al 1996, Yuval et al 2000,

Gammelgaard et al 2004a, Gammelgaard et al 2004b, Demarquay et al

2005) has confirmed the finding that participants' comprehension of research

trials in highly stressful situations may be sub-standard. Participants reported

that they felt pressurised to take part in trials, in the sense that they were

approached at a time (before major surgery) when they had felt vulnerable

and stressed and considered they were not really capable of making a

decision (Montgomery et al 1996). In one study less than a third fully

comprehended the trial, the majority reporting having only partial or no

understanding at all (Yuval et al 2000). In one study (Gammelgaard et al
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2004a) participants failed to understand they had consented to a randomised

trial but believed they were consenting to routine medical treatment.

Clinicians acknowledge the problems faced with the issue of consent in

emergency medicine research (Lindley 1998, Anon 1999, Foex 2001, Verdu-

Pascual and Castello-Pone 2001, Satchithananda et al 2001, L6tj6nen 2002,

Schmidt et al 2004). Schmidt et al (2004) acknowledge that the emergency

setting presents unique barriers to informed consent both because of the

time frame in which the research is performed and because patients in the

emergency department are a vulnerable population. Informed consent by the

patient is always preferred to consent by a representative or, exceptionally, to

waiving consent altogether; it follows that the information given to the patient

in urgent circumstances should be particularly concise and understandable.

Therefore, the focus of informing the patient in a very anxious state should be

on the core elements: the purpose and nature of the intervention as well as

its consequences and risks (Lotjonen 2002).

An exception to the requirement of prospective informed consent, a waiver of

informed consent in acute emergency situations, has been long awaited by

emergency care researchers (Baren et al 1999, Biros et al 1999, Crash Trial

2004, Shakur et al 2007). An amendment of the UK's Medicine for Human

Use (Clinical Trials) Regulations 2004 came into force in 2006. The

amendment allows unconscious patients in emergency situations to be

enrolled in clinical trials without prior consent, provided that the appropriate

ethics committee has approved this.

2.5 Trials involving making a decision on behalf of a third party

Neonatal and paediatric research provides interesting examples of where

parents have been required to consent for their baby; the baby is often very

ill, there is usually clinical urgency, and the situation can be compounded by

great parental distress (Modi 1998, Elbourne et al 2001, Cooke 2005).

Neonatal (up to 28 days after birth) trials generally involve highly complex

medical issues; mothers are commonly affected by a combination of blood

loss, pain, exhaustion, and potent medications; and in many cases both
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parents are under profound emotional distress because of serious illness or

malformation of the baby (Tyson and Knudson 2000). The parents' consent is

often requested whilst their baby is under the care of the clinician making the

request. Parents' may feel powerless, their medical knowledge may be poor,

and they may not understand the complex medical arguments put to them.

Parallels can therefore be drawn from the accounts of parents in these

situations with the situation of those joining the Magpie Trial. Concern has

been raised regarding methods used for obtaining consent for neonatal

research, as these are not circumstances best suited to understanding the

need for, as well as the nature of, clinical research. The inevitable time

constraints compromise understanding and voluntariness, which are

essential components of adequately informed consent (Modi 1998, Nicklin

and Spencer 2004). Furthermore, evidence suggests that parents do not

always fully understand the research process (Anon 1995, Levene et al 1996,

Zupancic et al1997, Stuijvenberg et al1998, Anon 1999, Allmark et al2001,

Campbell 2001, Stevens and Pietsch 2002, Kupst et al 2003, Ballard et al

2004, Dawson and Spencer 2005, Eiser et al 2005, Hoehn et al 2005,

Kassam-Adams and Newman 2005).

Mason (2000) reports the views of neonatologists and parents who gave

consent for their baby to be entered into a trial and those who declined.

Views were collected from 107 neonatologists and the parents of 200 infants

in nine UK counties using semi-structured interviews. Assessments were

made of the information provided, parental understanding, parental

competence, and voluntary nature of the consent. Interviews with parents

revealed that there had been problems with each of these four components

in 10-22% of consents sought. The parental interviews also revealed that in

more than two-thirds of all consents sought there had been a problem with at

least one component. This percentage was three-fold greater for trials of

emergency therapies than for trials of non-urgent therapies. Nevertheless,

parents highly valued the consent process. Neonatologists in contrast

seemed less convinced of its value; their responses were perhaps influenced

by the belief held by 47% of them that the requirement to obtain informed

consent sometimes prevented useful neonatal research. Consequently
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researchers were reluctant to approach parents who were in any way

distressed, because of the difficulty in ensuring consent (Mason 2000).

Evidence from other studies has identified a significant proportion of parents

who, give written consent for a trial in the early neonatal period, do not later

remember having done so (Snowdon et al 1997, Elbourne et al 2001, Ballard

et al 2004, Nicklin and Spencer 2004, Stenson et al 2004). Once the trial is

underway, some mothers experience regrets and self-recriminations about

their decision to consent (Stevens and Pietsch 2002). Concerns have also

been expressed regarding extremely high consent rates (Campbell 2001;

Stenson et al 2004), parents being more likely to consent to a trial when their

infant was critically ill soon after birth than they were a week later (Levene et

al 1996). This could be explained by the fact that parents are so anxious

about the welfare of their newborn that they are not 'consent competent' and

their consent may not be truly voluntary (Burgess et al 2003), nor will they be

able to understand complex medical information; hence their

consent/permission will not be appropriately 'informed' (Anon 1995).

The parents of 199 infants entered into a randomised trial of pulmonary

function testing were sent a short questionnaire eighteen months later to

investigate their recollections of consenting and to determine their views

about the need for consent (Stenson et al 2004). By enrolling their infant in

the trial, 12% thought they might get better care. A quarter of parents

became more anxious regarding their infants' condition after having the trial

explained to them. Explaining the trial necessitated a detailed description of

the baby's condition and introduced medical uncertainty about the optimal

treatment. Clinicians acknowledged that obtaining fully informed consent

placed extra emotional burden on them too.

Other examples of exploring the views of parents who have consented their

critically ill newborn baby have identified important issues relevant to those

concerned with trials (Snowdon et al 1997, 1998a, 1998b). Snowdon et al

(1997) interviewed the parents of 21 infants who were enrolled in the ECMO

(Extra Corporeal Membrane Oxygenation) trial. They found that some
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parents were unsure whether their babies were in a trial or not and the nature

of the trial was often poorly understood. The random basis of the allocation of

treatment and the rationale behind this approach were also problematic

issues. Some parents did not perceive a random element in the process at

all. The same authors (Snowdon et al 1998a) extended their work by

assessing the views of parents about receiving the ECMO trial results.

Information about mortality was well understood by the parents, but morbidity

was less clearly understood. Even when the content was emotionally

exacting, the information was still wanted, as it removed uncertainty;

provided an endpoint to difficult events; promoted further discussion within

couples; and acknowledged their contribution to answering an important

clinical question. The parents in this study thought that participants of a trial

should be provided with the results.

An earlier account from one of the parents involved in the ECMO Trial

describes her decision to refuse consent for her son to enter the trial. Blewitt

(1994), a midwife herself, was asked to consider consenting her son born

with persistent pulmonary hypertension of the newborn and requiring

ventilation. The trial was presented as her baby's last chance. Both parents

felt certain their son would die so the trial seemed to offer only a prolongation

of the situation. Their decision to reject the trial, described as the hardest

decision of their lives, was made to preserve their son's dignity and prevent

further suffering.

Snowdon and colleagues (2007) furthering their work interviewed five parents

(two couples, one mother) who declined to enrol their baby in the CANDA

Trial (comparing two forms of a lung expander compound given shortly after

birth to very premature babies). The declining parents saw no intended or

likely benefit from participating, but an over-stated sense of risk and threat.

The authors term this flipside to the therapeutic misconception as 'injurious

misconception' .

This appropriateness or otherwise of burdening parents with the additional

responsibility of decision-making at a time of great psychological stress
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warrants further consideration. Mason (1997) recognises the additional stress

the process of consent can place on parents, but balances this against the

need for randomised trials in order to improve clinical care. Others have

suggested use of the Zelen (1979) design, in order to minimise the stress

caused by asking frightened and confused parents to make complex

decisions (Anon 1995). This alternative to the consent process was explored

by Snowdon et al (1998b). Parents of surviving infants enrolled into the

ECMO trial were interviewed to find out their views on the concept of Zelen

randomisation. It was proposed that in a trial such as ECMO, written consent

would be sought only if the baby were to receive ECMO; thus avoiding further

distress to already frightened parents by asking them for written consent for

randomisation and conventional ventilation. More parents of infants not

randomised to receive ECMO considered it unacceptable than did parents of

infants randomised to ECMO, indicating that those who it aimed at protecting

generally rejected the Zelen approach. There is, however, evidence that

people have difficulties with the consent process outside research situations

(Habiba 2000). When asked to compare information they received as a

clinical trial participant with the information they generally were given as a

patient, Ferguson (2002) (previously discussed) showed that in general

patients do receive more information when participating in trials.

2.6 Adequacy of trial information

It is evident from the literature (Chalmers 2003, Kenyon and Dixon-Woods

2004, Snowdon et al 1997) that uncertainty exists about what research

participants ought to understand about the purpose of clinical research.

There is some consensus that they should understand that research has

scientific goals. However, there are differences regarding what should be

understood about the goals of research and whether these goals involve

potential for clinical benefit (Henderson et al 2007). The lack of appreciation

that proposed treatments are not always beneficial and interpretation of the

research intervention as a true therapeutic option was first described by

Appelbaum (1982) as 'therapeutic misconception'. Appelbaum and

colleagues (1982, 1987) report the findings from case studies of two

psychiatric research projects: the first examining the effect of social skills
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training for people with chronic schizophrenia (non-randomised), and the

second addressing the efficacy of two medications for the treatment of

personality disorder (randomised). In examining the participants'

understanding of the respective projects, the researchers concluded

participants from both judged the research interventions to be assigned on an

individual basis, based on the patient's particular need, sometimes by

fabricating a therapeutic basis for the process. For example, they believed

allocation was based on either: each person needing different treatments, the

patients' 'thinking capacity', how they performed in the consent interview,

their mental ability, or IQ score. Although some patients did state the trial

treatment was by random allocation, they too were unable to accept this was

so in their instance, and preferred to believe their trial treatment was based

on their own clinical need.

Informing parents antenatally about the possible need for emergency

neonatal research, with presumed consent and scope for opting out, would

possibly address these problems. It would spare parents of sick neonates,

already terrified by their baby's illness, further distress (Manning 2000).

Another way of improving this process is to ensure that when parents give

consent, they also get a leaflet that summarises the trial and indicates who

they could contact if they have further questions (Goodare and Williamson

2001; Tarnow-Mardi 1999). As well as including provision of information

about appropriate trials before delivery, there would also be more time for

reflection (Burgess et al 2003; Dawson and Spencer 2005). The presence of

a nurse at the time of information giving has been strongly associated with

parental understanding (Kadish et al 2004). However, as previously

discussed, informing potential participants of research is not without its

difficulties.

Many studies have examined the type of written and oral information

provided by researchers about trials and how participants make sense of this

information. Examples of oncology trials were explored by Bjern et al 1999,

Fallowfield et al 1998, Featherstone and Donovan 1998,2002, and Jenkins

et al 1999. Jenkins and colleagues (1999) audio-taped discussions between
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doctors and patients in which consent was being obtained, in order to

evaluate the type of oral information presented to trial participants. Eighty-two

discussions conducted by five clinical oncologists took place. In most cases

(96.3%) describing that uncertainty exists about treatment decisions was

discussed. In almost every case it was in a general sense (95.1%), but some

clinicians mentioned personal uncertainty (14.6%). The process of

randomisation (in 95.1%), treatments (in 82.9%) and possible side effects (in

87.8%) were described frequently. An area of concern was that no written

information about the trial was given to over a quarter (28%) of participants,

no explanation by the trialists being given in the report. The majority of

patients (85.4%) raised general questions about the trial, ranging from a fear

of being experimented on to reservations that one of the treatments may be

inferior to the other. In addition nearly half (46.3%) of the patients specifically

questioned the potential side effects of treatments, not a surprising finding

given the research was on oncology. The researchers conclude that UK

clinicians adopt individual methods when providing information and soliciting

consent to trials.

Another study from which evidence was gained involved women with breast

cancer randomised in a trial of adjuvant therapy (Hietanen et al 2000). A

questionnaire was developed to inquire about the adequacy of the oral and

written information given prior to recruitment. Information provided was

regarded as easy or quite easy to understand by 91% (1231/255) and

adequate for decision-making by 72% (1841254) of the women, while 15%

(371254) had found it less than adequate and 4% (10/254) very insufficient.

For 55% (125/226) of the women written information had been helpful for

decision-making, while 7% did not find it helpful, and 8% women could not

remember having received the written information. For 7 women (3%) the

doctor did not explain anything about the trial. Sixty-eight percent of women

thought they had enough time for decision-making while 17% would have

liked to have more time.

Uncertainties therefore exist as to the best way of presenting trial information.

Marteau (1994) in a letter to the British Medical Journal proposes that when
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there is behavioural uncertainty, such as over how to inform participants

about trials, randomised trials should again be the research method of choice

for resolving it. Such studies would compare the effects on different groups of

participants of different methods of informing them about trials. These

methods could vary in the amount and type of information provided, the

training of the person providing the information, and the period over which

information was given and decisions sought. The impact of these different

approaches on emotions, cognitions, and decisions could be assessed.

Subsequently Aaronson et al (1996) evaluated the impact of information

provision on trial participation in a randomised trial. One-hundred and eighty

patients who were approached to participate in a cancer trial were

randomised to a standard informed consent procedure based on oral

explanations from the treating physician plus written information or the same

plus a follow-up telephone call from an oncology nurse for a further

discussion of the trial. Face-to-face interviews were performed a week later

to evaluate the intervention. Patients receiving the extra discussion were

better informed than the standard consultation group about the clinical trial,

the voluntary nature of participation, the randomisation process, the right of

withdrawal and treatment alternatives; and were no more anxious than the

standard group. However the intervention had a negative effect on accrual,

as this group was also more likely to decline trial participation (13% versus

24%).

More recently, a systematic review by Flory and Emanuel (2004) of

interventions to improve research participants' understanding of informed

consent for research concluded that efforts to improve understanding through

the use of multimedia and enhanced consent forms have had only limited

success. Having a study team member or a neutral educator spend more

time talking one-an-one to study participants appears to be the most effective

available way of improving research participants' understanding of a trial;

however, the authors concluded further research is needed. Conclusions

were based on a review of 30 studies describing 42 trials. Of 12 trials of

multi-media interventions, three showed significant improvement in
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understanding. Of 15 trials of enhanced consent forms, six showed

significant improvement in understanding, but 5 of the 6 were of limited

quality, casting doubt on their practical relevance. Of five trials of extended

discussion, three showed significant improvement of understanding and two

showed trends toward improvement. Of five trials that tested participants'

knowledge about the trial, all showed significant improvement in recall, but

were potentially flawed in that they may have mistaken rote memorisation for

improvement in understanding. The remaining five trials had varying impact

on understanding. Three showed a significant increase; two using extended

discussion and one where participants underwent some research protocol

procedures before deciding whether to give consent. The remaining two

interventions did not show a significant increase in understanding. The

authors also identified that lower education was associated with less

understanding. Satisfaction and willingness to enrol were never significantly

diminished by any of the interventions.

Such educational efforts to improve the understanding of prospective clinical

trial participants are being addressed, perhaps unintentionally, by the

National Curriculum (Education Reform Act 1988). For example science at

key stages 1 and 2 (year 3 and 4, ages 7-10 years) children are being taught

the attributes of a 'fair test', which focuses on the design issues, which

underlie the purpose of scientific experiments. This could possibly produce

substantial improvements in prospective trial participants' understanding of

the key elements of scientific design.

2.7 Participants' understanding and reactions to trial design
The scientific justification for the basic principles of trial design: equipoise,

allocation concealment, randomisation, use of placebo and blinding has

already been described in a previous chapter. Here consideration is given to

the relevant literature describing how trial participants are presented with

these overlapping concepts and what understanding they attach to them.

This evaluation will give an insight into the women's experiences of the

Magpie Trial.
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2.7.1 Equipoise

An ethical cornerstone of the randomised trial is that it should only be carried

out when the effects of the intervention are unclear. This state of genuine

unknowing regarding the comparative therapeutic merits of treatments in

each arm in the trial is termed 'equipoise' (Freedman 1987), and means that

the level of uncertainty is such that there is no preference between

treatments (Sackett 2000). Uncertainty therefore is a moral prerequisite for a

controlled trial; if we know what we should do, we should do it, not study it

(Enkin et al 2000). Freedman (1987) challenged the idea that an individual

clinician must be in a state of complete indifference with regard to two

alternative treatments in order to randomly assign patients to those

treatments, suggesting this as an untenable situation. The alternative

concept he suggests is "clinical equipoise", being satisfied that there is

genuine uncertainty within the expert medical community as a whole, and not

necessarily on the part of the individual investigator about the preferred

treatment (Freedman 1987).

The concepts of individual equipoise and collective equipoise have been

frequently discussed (Chard and Lilford 1998, Shapiro and Cranley Glass

2000, Weijer et al 2000, Lilford 2001). Individual clinicians who lack personal

equipoise are advised to accept clinical or communal equipoise, based on

current unresolved disagreement among the medical profession (Alderson

1996). Lack of individual equipoise should not be taken to mean that it is not

therefore reasonable for an individual clinician to join a clinical trial.

Sackett (2000) proposes that the 'uncertainty' principle (individual equipoise)

acknowledges that most clinicians and patients do have hunches about a

treatment's effectiveness, but are 'uncertain' about whether their hunches are

correct. Clinical (collective) equipoise, he proposes, permits individual

clinicians and patients to have hunches as long as they recognise that

colleagues whom they consider responsible and competent prefer their less-

favoured treatment. Fergusson and Herbert (2000) continues the argument

by stating that clinical equipoise, unlike uncertainty can never be "possessed"

by individuals. It is a collective concept, it allows for genuine uncertainty at
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the level of the medical community to coexist with the possibility of

uncertainty at the individual level.

Published literature suggests trial participants often show signs of

misunderstanding the basis of their treatment allocation, and assume that

one treatment is already known to be better than the other or others

(Snowdon et al1997, Mohanna and Tunna 1999, Featherstone and Donovan

2002, Mills et al 2003, Robinson et al 2004). However it is not clear from the

literature if potential participants are given the correct information by

clinicians in order to have a full appreciation. Participants may expect

clinicians to assign them to treatment based on their specific symptoms,

clinical findings, and age rather than at random (Featherstone and Donovan

1998).

Participants themselves also have preconceptions about the relative merits of

the study treatments (Lilford 2003). Participants may have joined trials in the

hope of better personal treatment accruing by nature of receiving the

experimental arm of the trial (Halpern 2003; Welton et al 1999). Alternatively

treatment preferences among participants have been shown to decrease

their willingness to enrol (Baker et al 2005; Jenkins and Fallowfield 2000).

Robinson at al (2004), evaluating the lay public's understanding of equipoise,

concluded that the public have difficulty in accepting the possibility that a

doctor could be completely unsure about the best treatment. One such

example is provided by Toynbee (1997). On hearing the background trial

evidence she chose her treatment, rather than agreeing to be randomised;

the decision was made on the basis it was what her doctor thought was best,

even if he didn't know it for sure.

Failure to understand clinical uncertainty could occur if trial information is too

complex for the patient to comprehend, or if the patient is not given sufficient

time or opportunity to take it in (Robinson et al 2004). The United Kingdom's

National Research Ethics Committees (NRES 2008) suggest the following

wording for information leaflets given to the participants of trials: "Sometimes
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because we do not know which way of treating patients is best, we need to

make comparisons" (NRES 2008).

Surveys also indicate that clinicians involved with trials commonly have

treatment preferences (Alderson 1996). Fear of damaging the relationship

with the patient and losing the patient's trust has been identified as a reason

for doctors being reluctant to admit publicly that they do not know which

treatment is best (Jenkins et a11999; Ross et aI1999). Donovan et al (2002)

in their study explored interpretation of study information and factors effecting

recruitment. They found that recruiting clinicians had difficulty discussing

uncertainty and presenting treatments equally. In a later report the same

group of researchers confirmed this finding in that only if patients could

accept that the clinician was in genuine uncertainty was randomisation seen

as acceptable (Mills et al 2003).

In order to understand the concepts of equipoise and uncertainty from the

perspectives of those directly involved, professional care-givers involved in a

neonatal intensive care trial were interviewed (Garcia et al 2004). Almost all

neonatologists used the concept of equipoise in their interview. They

explored ideas about equipoise at the individual and collective levels.

Feelings of doubt about a trial and disturbed equipoise were more often

expressed by more junior doctors.

2.7.2 Randomisation
From a trialists' perspective the state of initial equipoise that motivates setting

up the trial also provides the ethical justification for randomisation (Robinson

et al 2004, 2005). Random allocation of participants to treatment arms is

widely considered to be the best way of achieving results that genuinely

increase knowledge about treatment effectiveness. Despite the widespread

use of randomisation, its centrality to the scientific method and the

controversy which results from its use, little attention has been paid to

participants' reactions to and understanding of this aspect of their trial

experience (Snowdon et al 1997).
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Giving complex information to participants about trials and describing the

concept of randomisation in simple terms has been identified as the primary

difficulty for clinicians involved in trials (Fallowfield et al 1997). In a study that

examined the standard of consent used by clinicians in European

randomised clinical trials, 38% of clinicians reported that they did not always

tell patients that they had been assigned to their treatment randomly

(Williams and Zwitter 1994). It follows then that understanding the concept of

randomisation can also be difficult for the individual patient to comprehend

(Edwards et al 1998). There are suggestions that members of the public see

no scientific benefit to randomisation (Robinson et al 2004), and it has

emerged as being a major barrier to recruitment (Fallowfield et al 1998). A

fear of randomisation, together with wanting the doctor to choose the

treatment, can be reasons for declining trial participation (Llewellyn-Thomas

et al 1991, Jenkins and Fallowfield 2000).

Hietanen et al (2000) reviewed what was understood by participants

randomised in a trial of adjuvant hormonal therapy for breast cancer. While

all participants were aware they were in a clinical trial and most were

satisfied with the information they received, the method of treatment

allocation was unclear to most. Over half of those interviewed thought the

doctor had chosen the treatment. Evidence from another study supports this

finding (Pope et al 2003). Participants preferred to believe that investigators

knew which treatment they were receiving, and had made a good decision

specific to their case, despite having been told about concealed allocation

and placebo use.

Participants often struggle to understand the reasons for randomisation

(Featherstone and Donovan 1998 and 2002) and often fail to grasp the

random basis of the allocation of treatment and the rationale behind this

approach (Snowdon et al 1997). Participants have given rationing of scarce

resources as the reason why randomisation is used (Snowdon et al 1997,

Featherstone and Donovan 2002). For example, in Snowdon's study some

parents of seriously sick infants assumed that randomisation was used to
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decide which babies might have access to the limited number of places at

centres where the experimental treatment was available.

One study exploring the preferred wording to explain the concept of

randomisation has been undertaken (Corbett et al 1996). Participants were

the general public, medical secretaries and medical students. Of the seven

descriptions of randomisation used in the study, two were clearly disliked by

most of the people interviewed. Both of them explain randomisation in terms

of either "drawing names out of a hat", or "tossing a coin". The clear favourite

explanation made no attempt to explain how chance would result in treatment

allocation. The researchers conclude that preferred wordings are less explicit

and allow the mind not to dwell too long on the random nature of treatment

assignment or the loss of medical control.

Jenkins and colleagues (2002) report the results of a questionnaire-based

survey, using the seven descriptions of randomisation from Corbett's

previous work (Corbett et al 1996). Participants were the general public,

patients with cancer and oncologists. Complementing Corbett's results the

statement 'tossing a coin' was strongly disliked by all groups of participants.

The statement 'once you have agreed to enter the trial, you will be allocated

to one of two treatments with equal chances of each treatment being the one

you will receive' was chosen by clinicians as the closest reflection of their

own practice. Older participants and women participants preferred this

statement but younger members of the public disliked it.

The recommended narrative for 'random allocation' given to researchers by

the UK NRES encompasses the International Conference on Harmonisation

document on Good Clinical Practice Guidelines. Researchers are directed to

use the wording: "People will be put into groups and then compared. The

groups are selected by a computer, which has no information about the

individual - Le. by chance. Participants in each group then have a different

treatment and these are compared." Researchers are advised to tell the

participants what chance they have of getting the study drug/treatment e.g. a

one in four chance.
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2.7.3 Placebo and blinding

Evident from the literature is the lack of discussion or empirical research

evaluating understanding participants have of the role of placebo and

blinding in trial design. In placebo controlled trials, participants are told they

may receive a placebo; this is usually described as a harmless inactive

substance or an inactive dummy drug (Blasi di et al 2005). Little is known

about whether the prospect of receiving a placebo influences willingness to

participate. A qualitative study evaluating participants' motivations and

concerns regarding joining a hypothetical trial of a new antihypertensive drug

found that a quarter of all participants would decline participation because of

the possibility of receiving a placebo (Halpern 2003). This finding

compliments an earlier study by Welton and colleagues (1999), which

indicated that inclusion of a placebo arm in a clinical trial of hormone

replacement therapy reduced some women's stated willingness to

participate. Women stated explicitly that they did not wish to take a placebo

and expressed unease at not knowing which tablet they would be on (Welton

et aI1999).

2.8 Conclusion
This literature review goes some way to understanding the perspectives of

participants in clinical trials. It is against this background that the research

question that is the focus of this thesis evolved. Despite the ongoing interest

and concern about informed consent in clinical research, there remains little

empirical work specifically exploring trial participation of those in perinatal

trials. Even less work has explored the views of women being faced with trial

participation whilst experiencing a pregnancy related illness. Reviewing the

literature pertaining to the experiences of those recruited to trials in situations

other than pregnancy, although not completely generalisable, provides useful

insights. Much of the evidence is derived from specific patient groups and

therefore it could be argued these trial participants (sick patients) have

different relationships with their carers than do pregnant women. However,

the women recruited to the Magpie Trial were also experiencing an

(pregnancy related) illness suggesting useful parallels can be drawn. The

findings of the review identified the problems and difficulties participants may
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face when considering joining a randomised trial. However, as identified

there is a scant amount of research that focuses on pregnant women as a

distinct group, or gives guidance as to understanding their experiences of

trial participants.

Areas needing to be further addressed appeared to be: participants'

understanding of the purpose of research, views about the nature of

research, reasons for joining, whether any pressure to join is experienced,

and the involvement of others in decision-making; as well as evaluation of

understanding of the written and oral information provided at the time of

recruitment. The issues of understanding of trial methodology, in particular

the concepts of equipoise, randomisation, and blinding, needed exploring

also. The literature review revealed that these questions had yet to be

formally addressed from the perspective of the pregnant woman.

The rationale for the QUOTE Study was, therefore, to add information to the

limited knowledge base about the views, beliefs and feelings of pregnant

women concerning their involvement as research participants in trials; and

about their experiences of joining perinatal trials. The following chapter will

present the methods used to explore these issues among the women taking

part in the Magpie Trial and its follow up study.
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Chapter 3

QUOTE Study research methods

3.1 Introduction

The aim of the QUOTE (Qualitative Understanding of Trial Experience) Study

was to add to the knowledge base about the beliefs and feelings of research

participants concerning their involvement in trials. In order to accomplish this

I explored women's views about their participation in the Magpie Trial in the

UK. The study also aimed to determine the women's understanding of the

purpose of the Magpie Trial and their evaluations of both written and oral

information given to them at the time of recruitment. An additional aim was to

provide information to researchers about how such trials are perceived by

participants. Examining women's views and experiences of joining the

Magpie Trial in-depth was fundamental to answering the aims of this study

and it was therefore necessary to develop a research design appropriate to

this. Decisions were made on the basis of which design and approach was

likely to answer the research aims and questions most effectively and

efficiently.

The research techniques utilised in the QUOTE Study were in part also

determined by procedures already in place as part of the Magpie Trial follow

up study. The first part of the QUOTE Study involved analyses of data about

trial experience which were already being collected as part of the women's

UK follow up study postal questionnaire (described in Chapter 1). The

analyses of responses to the questions that related to trial experience are

presented within this thesis. The second part of the study, which forms the

main element of QUOTE, was designed to examine in-depth the women's

experiences of joining the Magpie Trial. This information was gained by

interviewing a subgroup of women who completed the postal questionnaire.

Therefore, QUOTE is predominately a qualitative study, complemented by

analyses of additional data already being collected from a postal

questionnaire. The postal questionnaire generated both quantitative and

qualitative data, the semi-structured interviews were entirely qualitative. The
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QUOTE Study was an excellent opportunity to bring together two very

different methodologies. The data generated from these two sources

(questionnaires and interviews) has been integrated. This chapter will

describe in detail a description of the methods together with a rationale for

their use, and the study procedures undertaken.

3.2 Theoretical basis of methods used

To meet the aims of the research study it was decided that qualitative

interviews would form the principal method of data collection. To provide

evidence of the generalisability of these qualitative findings, additional,

complementary data from postal questionnaires used in the follow up study

were also made available. The combination of the methods strengthened the

overall ability to meet the study's aims.

3.2.1 Mixed methods approach

The QUOTE Study, then, was conducted using both quantitative and

qualitative methods. These two approaches to research tend to be portrayed

as opposing; qualitative, interpretive, naturalistic or ethnographic:

quantitative, natural science based, hypothetico-deductive or scientific

(Robson 1993:303). This rigid demarcation of qualitative and quantitative

research as opposing traditions does not encourage movement or interaction

between the two camps (Barbour 1999).

A number of researchers (see, for example, Schwandt 1990:258, Guba and

Lincoln 1994:17) have suggested that the two approaches are not compatible

and so should not be combined, due to a fundamental conflict between the

two paradigms with regard to the nature of the knowledge, the relationship

between researcher and subject of inquiry, and the appropriate means of

generating knowledge. However, while qualitative and quantitative traditions

differ, both have a common research purpose: to achieve results that have

significant implications (Murphy et al 1998:57). Combining these two

approaches has been termed 'mixed methods'. It has been defined as

research in which the investigator collects and analyses data, integrates the

findings, and draws inferences using both qualitative and quantitative
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approaches or methods in a single study or a programme of inquiry

(Tashakkori and Creswell 2007).

The concept of mixing different methods most likely originated in 1959, when

Campbell and Fiske used multiple methods to study validity of psychological

traits. They encouraged others to use their "multimethod matrix" to examine

multiple approaches to data collection in research (Campbell and Fiske

1959). Recognising that all methods have limitations, researchers felt that

biases inherent in any single method could neutralise or cancel the biases of

other methods (Creswell 2003). The integration of these two methods within

research projects is becoming increasingly important to researchers (Barbour

1999), and some now regard the two approaches as complementary rather

than competitive (Pope and Mays 1995, Hicks 1996:3, Morgan 1998,

Lavender and Chapple 2003, Snowdon et a12004:108, Bryman 2006). These

researchers suggest that: many of the believed contradictions are

exaggerated, the complexity and diversity of today's health care system

requires new multi-paradigm approaches, both approaches emphasise

scientific rigour and critical analysis; and combining the two methods may

generate deeper insights than one method alone and so should be seen as

an essential component to research.

In midwifery and obstetrics using both approaches has been shown to ensure

that the quality of the provision of care is enhanced (Hicks 1996:3). Critical

appraisal of papers reporting the results of mixed methods research found a

greater depth and understanding of the issues than would have been

possible using either method alone (Kinn and Curzio 2005). Bringing together

these two approaches for some is seen as a distinct research approach in its

own right (Bryman 2006). All methods have their strengths and weaknesses

and therefore adopting a multi-method enquiry can match the strength of one

to the weakness of another, and vice versa (Robson 1993:303). Each

method used allows testing of one source of information against another, a

process known as 'triangulation' (Webb et al 1966). This process is a means

of overcoming the bias that attains to a single method. Campbell and Fiske

(1959) argued: "when a hypothesis can survive the confrontation of a series
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of complementary methods of testing, it contains a degree of validity

unattainable by one tested within a more constricted framework of a single
method".

Their complementarity is based on the strengths of one method to enhance

the performance of the other. Qualitative research has good validity (Murphy

et al 1998:167); however, it has been critically questioned for problems of

reliability and generalisability (Kennedy 1979, Silverman 2005:6). In contrast,

quantitative research has been perceived to be able to demonstrate reliability

and generalisability (Pocock 1983:50), but has been criticised on the validity

of its findings (Guba and Lincoln 1994:163). Combining the approaches

helped to tap into the strengths of both. The ultimate aim was to develop a

valid study with reliable and generalisable findings.

The rationale for the mixed-method strategy used in the QUOTE Study was

driven by pragmatic reasons: I was given responsibility for analysing the data

obtained from the three trial experience questions on the postal survey. The

use of the mixed-methods approach allowed me to analyse statistical,

quantitative results from a large sample of women and then follow up the

results with a sub-group of the women, to probe further and explore those

results in more depth. The data collection was both concurrent (postal

questionnaires producing both quantitative and qualitative data at the same

time) and sequential (postal questionnaires followed by semi-structured

interviews) (CresweIl2003: 211).

The mixed-method model approach has many strengths, allowing one

method of data collection to assisting the interpretation of findings from the

other (Sosulski and Lawrence 2008). The sequential design used in the

QUOTE Study allowed for qualitative data collection (the semi-structured

interviews) to assist in explaining and interpreting the findings of the

quantitative data (the postal questionnaires). Confirmation of findings derived

from a small number of women with a larger group, so supporting

generalisability of the findings. Using multiple methods also enabled
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exploration of the extent to which different methods elicit different data
(Moffatt et al 2006).

During the interpretation phase, the mixed methods strategy integrates

results obtained from the two methods in an attempt to confirm, cross-

validate, or corroborate findings within a single study (Johnson et al 2007).

This interpretative process can either note the convergence of findings as a

way to strengthen the knowledge claims of the study; or seek to explain any

lack of convergence that may result (Creswell 2003: 217). Within the QUOTE

Study although priority was given to the weight of evidence obtained from the

qualitative data, integration occurred at both the analysis and interpretation

phases of the research. Bringing together the findings provided a better

understanding of the women's experiences, complementing the individual

strengths of each method with no overlapping weaknesses.

3.3 Methods of data collection

3.3.1 Follow up Study questionnaires

The women's self-completion postal questionnaire was used in the Magpie

Trial follow up study predominately to obtain information regarding the long-

term sequelae of pre-eclampsia. The trial organisers, particularly the clinical

co-ordinator, Professor Lelia Duley, felt this was a valuable opportunity to

obtain additional information from the women regarding their involvement in

the trial. Three questions relating to trial participation were therefore added to

the questionnaire. Professor Lelia Duley devised the questions, in

consultation with Professor Diana Elbourne. The nature of these additional

questions and the choice of questionnaires as a method of data collection

decisions were therefore already made prior to the inception of the QUOTE

Study. I did not devise this section of the study. However, obtaining these

additional data and analysing them as part of this thesis was viewed as

extremely useful.

There are many benefits to using questionnaires as a means of data

collection. Postal questionnaires are a potentially quick and cheap method of

collecting great amounts of information from large numbers of people
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scattered over wide geographical areas (Parahoo 2006:298). They also offer

the advantage of being able to be completed in the respondents' own time

and at their convenience (Bowling 2002:259). The questionnaire used in the

follow up study enabled large numbers of women throughout the UK to

provide information regarding the long-term sequelae of pre-eclampsia,

which was particularly relevant to the Magpie Trial Follow up study; and,

additionally, give their views regarding participating in the trial.

The main disadvantage of postal questionnaires is their typically low

response rates. Poor response rates to postal questionnaires can introduce

bias and reduce the statistical power of the study (Brealey et al 2007).

Although these can be increased, for example, by the use of follow up

mailings and incentives (Edwards et al 2007). There is inconsistency in the

literature as to what constitutes a sufficient response rate. Robinson (1989)

recommends 65% as an acceptable rate; others recommended the rate of

75% as the minimum acceptable standard (Fowler 1993:40). The response

rate to the Magpie Trial follow up postal questionnaire was 81% (n=619).

Another important limitation of postal questionnaires, (as with all research

methods), is that respondents may differ significantly from non-respondents

(McColl et al 2001:21). Oppenheim (1992:106) encourages the researcher to

ensure that non-responders have the same attitudes or experiences as

responders to survey questionnaires, and to try and ensure that the reasons

for their non-response are purely situational or at any rate not connected with

the topic of the survey. The data gathered from the Magpie Trial on women at

trial entry could be compared with respect to a number of characteristics

including maternal age, gestation, severity of pre-eclampsia and eclampsia.

Therefore any important differences in these factors between the women who

responded and those who did not could be identified and explored.

Based on the research literature about questionnaire response (Edwards et

al 2007), the Magpie Trial co-ordinators gave a great deal of consideration to

the overall appearance of the postal questionnaire. Attention was given to the

layout, including its length (3 sides of A4, see Appendix 5 for full
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questionnaire), and ease of answering. Each questionnaire was

personalised. The order of questions followed a logical sequence, and

questions were grouped by topic. The three questions relating to trial

participation came at the end of the questionnaire (questions 14, 15, and 16),

and involved a mixture of open and closed responses (see Appendix 8). For

ease of reading this thesis the questions have been re-numbered (1, 2, and

3).

The first of the three questions relating to trial experience, asked the women

whether they would agree to participate in the Magpie Trial again. This

question used a five point rating scale, with a middle response category. This

response options were: definitely yes, probably yes, not sure, probably no,

definitely no. The questionnaire included space for additional free text, where

women were invited to explain their choice of fixed response.

The second and third questions asked the women to record in their own

words anything that could have been done to improve their experience of

joining (02) and anything that was particularly good about joining the trial

(03).

Included with each questionnaire was a cover letter (Appendix 2) reminding

the women about their participation in the Magpie Trial and offering help with

completion of the questionnaire. A pre-paid envelope was also provided.

Reminders were sent after one month. If there was no response, a second

reminder was sent by recorded delivery, or the women were contacted by

telephone.

3.3.2 QUOTE Study semi-structured interviews

The interview is a flexible and adaptable way of finding things out. It has

been acknowledged that the interview is a kind of conversation: a

conversation with a purpose (Maykut and Morehouse 2004:33, Robson

1993:227). According to Cohen et al (2007:56) it is one 'initiated by the

interviewer for the specific purpose of obtaining research-relevant information

and focused by him (sic) on content specified by research objectives of
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systematic description, prediction or explanation'. Much qualitative work is

interview based, and it has been suggested by Britten (1995) that there are

three main types of interviews: structured, semi-structured and in-depth

interviews.

Structured interviews consist of administering structured questionnaires, with

interviewers trained to ask questions (mostly fixed choice) in a standardised

manner. It has similarities to the quantitative survey and is predominately

utilised in this way (Walsh and Baker 2004:63). The classic market survey

commonly involves this approach. Structured interviews do not exclude the

possibility of the use of unstructured questions but these are the prerogative

of the interviewer, not the interviewee.

Semi-structured interviews are based on a loose outline of open-ended

questions centred on a single topic. This format allows the interviewer and

interviewee some flexibility to diverge from the outline and add to or develop

questions. In-depth interviews allow the researcher to focus in considerable

detail on one or two issues. Both types of interview require sensitivity and

flexibility from the interviewer, and the careful use of follow up questions or

'probes' to draw out the topic and gather really detailed information. One of

the strengths of semi/unstructured questions is their potential for uncovering

unanticipated ideas or aspects of the research question not previously

considered (Pope and Campbell 2001). The semi-structured interview

provides the interviewer with an opportunity to follow up interesting

responses and observe non-verbal cues which may give messages which

help to understand the verbal response, possibly changing or in some cases

reversing its meaning, which in turn gives the potential for providing rich and

illuminating material. It is important to acknowledge, however, a limitation to

this method is that people may find being interviewed and talking about their

experiences a difficult process (Robson 1993:227).

Semi-structured interviews were considered the most appropriate form of

interview when considering the objectives of this study. This style of interview

allowed similar topics to be covered with each of the women, while still
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allowing the women to have flexibility in their answers and identify areas

perhaps neglected by the interviewer. It allowed the pre-specified topics to be

discussed and explored in detail, as well as new areas or ideas to be

uncovered. Such interviews also allow the interviewer to check that they have

understood the respondent's meanings, instead of relying on their own

assumptions (Britten et al 1995). This was particularly important in the

QUOTE Study, as there could be potential for misunderstanding if the women

were unfamiliar with methodological terminology such as randomisation,

placebo and equipoise. It could not be assumed that the women used

methodological terminology in the same way as myself. The interview allows

for questions not to be standardised; therefore the interviewer can use the

interviewee's own vocabulary when framing questions.

Preparation for interviewing can be very time consuming. Arrangements to

visit, securing necessary permissions, confirming arrangements,

rescheduling appointments if necessary all require plenty of time. The

transcribing of the tapes from semi-structured interviews is an immensely

time consuming process also; according to Britten and colleagues (1995),

one hour of interview can take six or seven hours to transcribe. The actual

interview session itself can vary in length depending on the areas being

addressed. For some anything under half an hour is unlikely to be valuable;

anything going much over an hour may be making unreasonable demands

on busy interviewees, and could have the effect of reducing the number of

persons willing to participate, which may in turn lead to biases in the sample

(Robson 1993:227). The interviews carried out for the QUOTE Study lasted

between 35 and 120 minutes. The women themselves dictated the length of

the individual interviews, by either giving short or lengthy responses to the

questions.

A specific problem for this study was having all the interviews performed by

myself (research midwife for Magpie Trial). It was acknowledged by the

research team that this might make it difficult for some women to talk openly

about their experiences of joining the trial, especially if they had a negative

experience. In order to minimise this effect and verify the extent of the
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problem, another interviewer (LW), who had no previous involvement with the

Magpie Trial or the QUOTE Study was enlisted to perform some (n=10) of

the interviews. This interviewer was a midwife and aware of the aims and

procedures of the Magpie Trial and its follow up study. I provided her with

additional detailed information; including The Magpie Trial protocol and

results, and the follow up study protocol. Comprehensive information was

also supplied about the QUOTE Study including its protocol and interview

schedule. I ensured LW was familiar with all study procedures prior to the

interviews. Periodically we met and read over each other's interview

transcripts and discussed similarities and differences. At the point of

interview both interviewers, but not all women, were blind to treatment

allocation. The women had been previously informed they could request

information regarding their treatment allocation by writing to the trial co-

ordinating centre, three of the women interviewed had done this and were

aware of their treatment allocation.

During the time the follow up study was in progress the main Magpie Trial

results were published (Magpie Trial Collaborative Group 2002). As a

consequence of publishing the trial results there was much media coverage

(television and newspaper interviews with the principal investigator and

members of the trial management team) and soon after a lay summary was

posted to all women (Appendix 6). In practice this meant the women

interviewed were aware of the trial results.

The interview schedule was designed to address four broad topic areas:

• Understanding of the Magpie Trial, including its aims and

methodology;

• Experience of being recruited and views of trial information received;

• Thoughts since joining the trial, including about receiving results and

being involved in the follow up study;

• Views on perinatal research generally.

The interview schedule (Appendix 9) was informed by previous published

research within this area, my own experience of working on research trials,
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and expert opinion. The use of an interview schedule ensured consistency

and that all the women were asked about the same topics. There was

flexibility in wording and in the order and presentation of the topics; however;

this did not change the agenda or purpose of the interviews. By allowing

some freedom of the interview schedule the aim was to help the women to

explore and discuss their experiences more easily.

The focus of the interview was exploring the women's perceptions of their

experiences. I did not 'test' how much the women had actually understood,

the focus being on participation of the Magpie Trial from the point of view of

the women.

3.4 Sample of research participants

3.4.1 The postal questionnaire

Between July 1998 and November 2001, 804 women were recruited to the

Magpie Trial across 67 UK hospitals. Follow up was done from October 2002

until May 2004. Seventeen women with no surviving child at discharge from

hospital were excluded from contact, as were 12 women who opted out of

follow up, and one woman whose child was fostered. In total 774 women

were eligible to be contacted for Magpie Trial follow up. In order to contact

the women, they needed to be traced. This process confirmed eight women

had left the NHS and could not be traced further and an additional four were

not traceable. No women died before discharge from hospital, three died

after discharge; one prior to the postal questionnaire being sent, two after

postal questionnaires were sent. The causes of death were stroke; asthma;

and non-Hodgkins lymphoma. A response was received from 81% (619/761)

of the eligible women. It was necessary for reminder letters to be sent and

telephone calls to be made to some (54%), and for 59 women the

questionnaire was completed over the phone. The response rate makes this

study larger than most previous studies pertaining to trial experience.

Although the Magpie follow up study aimed at assessing children at two

years of age (corrected for gestation at birth), this was not always realised,

as follow up of the earliest recruited children did not commence until the main
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Magpie Trial was complete. Hence the interval between randomisation and

questionnaire completion was greater for those women and children recruited

early in the trial. Questionnaires were completed on average 24 months

(median, inter quartile range 23-31 months) after the child was born.

Evidence of representativeness and generalisability of the results obtained,

rests on two factors: the high response rate (81%), and that women were

recruited UK wide. The flow chart of the women who were ultimately eligible

for receipt of a questionnaire is shown in Figure 3.1.
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l 10141 women randomised at 175 centres in 33 countries I

804 women randomised in the UK
- 626 before delivery
- 178 after delivery

30 women excluded from
follow up

- 17 no surviving-
children

- 12 opted out
- 1 child fostered

774 women eligible for follow up
- 605 randomised before delivery
- 169 randomised after delivery

12 women lost to follow up
r- - 8 left NHS

- 4 not traceable

1 woman died after
- discharge

from hospital

761 women traced and included in follow up
- 593 randomised before delivery
- 168 randomised after delivery

Questionnaire response:
- 619 women responded* (481 randomised before delivery)
-142 women did not respond (114 randomised before delivery)

• Includes 2 women who died after completing their questionnaire

Figure 3.1 Women eligible for postal questionnaire

Characteristics of women responding (n=619) and those not responding

1=142) to the postal questionnaire were compared, using data gathered at
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entry to the Magpie Trial. Characteristics at trial entry and outcome at

discharge from hospital were similar for both groups of women (Table 5.1).

The exception was for women who were aged <20 years at trial entry. A

higher proportion of those who did not complete a questionnaire were aged

<20 years compared with those that did (19% versus 8% relative risk (RR)

0.36, Confidence Interval (Cl) 0.21 to 0.60). More women who delivered by

caesarean section or received trial treatment for longer than 12 hours

returned their questionnaire: 61% versus 55% (RR 1.27, Cl 0.84 to 1.91) and

84% versus 77% (RR 1.53, Cl 0.98 to 2.39) respectively.

Of women who responded to the questionnaire, three quarters (73%) were

primiparous, over two thirds (61%) were delivered by caesarean section and

less than a quarter (22%) had delivered before trial entry. The average age of

the women was 29 years (mean, SD ±6.078). For the children, many were at

high risk for prematurity. For example over a third of births were ::=34weeks

gestation at trial entry, (35.05 weeks mean, SDi 3.708).
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Responders Non-responders"

n= 619 (81%) n = 142 (19%)

Characteristics of women

Primiparous 453 (73%) 99 (70%)

Multiple pregnancy 29 (5%) 5 (4%)

Age (less than 20 years)"· 48 (8%) 27 (19%)

Severe pre-eclampsia 284 (46%) 66 (46%)

Imminent eclampsia 166 (27%) 39 (27%)

Delivered before trial entry 138 (22%) 28 (20%)

Randomised magnesium sulphate 303 (50%) 74 (52%)

Outcome after randomisation - maternal

Eclampsia 4 «1%) 2 (1.4%)

Admission to high dependency care 521 (84%) 122 (86%)

Admission to intensive care 6 «1%) «1%)

On trial treatment more than 12 hours 517 (84%) 109 (77%)

Side effects 112 (18%) 32 (23%)

Random/sed before delivery 477 114

Caesarean section 291 (61%) 63 (55%)

Induction of labour 271 (57%) 64 (56%)

Outcome - Infant

s34 weeks at delivery 190 (40%) 31 (27%)

s34 weeks at trial recruitment 163 (34%) 33 (29%)

Admitted to neonatal unit 325 (68%) 65 (57%)

"Non-responders: women in receipt of questionnaire but did not complete and return

•• statistically significant when comparing those responding and those not

Table 3.1 Characteristics at trial entry of women who responded and those who did not

3.4.2 Semi-structured interviews

Purposive sampling:

Cluette and Bluff (2006:183) define theoretical sampling as 'sampling that is

determined by concepts, categories and emerging theory that is grounded in

the data'. In order to ensure that meaningful exploration could be made

between different women's experiences of the Magpie Trial a form of
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theoretical sampling involving specification of a purposeful sampling matrix

(Kuzel 1986) was used. The matrix was devised to aid recruitment. It was

acknowledged that the women's experiences, perceptions or recall of the

Magpie Trial could be influenced by a number of factors. In specifying the

matrix, it was important to explore which characteristics were likely to impact

on women's perceptions; and in order to do this discussion took place

between the members of the study team (RS, AJ, DE). Initially, team

members identified a large number of characteristics, some with clearly

identifiable links to women's perceptions, others not so easily definable,

which it was hypothesised could be associated with the women's perceptions

of the Magpie Trial. Including too many characteristics would make the matrix

too complex, unmanageable and therefore ineffective. The final sampling

matrix was therefore based on a pragmatic approach and includes only a few

characteristics that were considered the most important. However, in order

not to discount the potential effects of the other identified characteristics, they

were explored in relation to the questionnaire responses, and are described

fully below (section 3.5 Analysing the data).

Those that were identified as important for inclusion in the matrix were:

whether the resultant child had some degree of developmental delay or the

woman herself was suffering long-term hypertensive problems; as it was

thought possible that such women could attribute their problems to the trial

and therefore view the study in a negative way; and pregnancy status at the

time of recruitment, since approximately 78% of the women were recruited to

the Magpie Trial while still pregnant this too could potentially influence their

perceptions of the trial, given that the difficulty parents face when asked to

consent to a research trial in which an unborn baby's needs are to be

considered.

78



Thus the pre-specified characteristics in the final sampling matrix for the

interviews were:

• Possibility that the resultant child, irrespective of timing of

randomisation, had some degree of development delay (ASQ screen

positive),

• The woman herself having persistent hypertension since joining the

Magpie Trial (poor outcome),

• Being recruited to the Magpie Trial while still pregnant.

A sub-sample of women who returned their completed questionnaires were

eligible for interview. For practical reasons women were defined as eligible if

they lived within a 100 mile radius of Liverpool (I was based there).

Recruitment was therefore confined to six maternity units within this

geographical area. The six units were located in four counties (Cheshire,

Merseyside, Staffordshire and Yorkshire), and were a mixture of district

general and teaching hospitals. In total 219 women were recruited to the

Magpie Trial from these hospitals, among whom a 83% (n = 181) response

rate to the follow up study postal questionnaire was achieved. Forty-five of

these 181 women were offered a Magpie follow up study home visit as their

children screened positive and required further assessment (Bayley

assessment) in order to confirm or exclude developmental delay. These

women were therefore eligible to be interviewed for QUOTE. Of the

remaining families whose children screened negative, 30 were potentially

eligible (see Figure 3.2).
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619 (83%) returned children & women's questionnaire
- 181 (29%) from the 6 selected maternity units

177 (28%) children screened positive 455 (73%) children screened negative
(all offered a home visit) (proportion offered a home visit)
- 45 (25%) from the 6 selected units - 136 (28%) from the 6 selected units

32 (18%) declined
fo- I-

91 (20%) declined
home visit home visit

145 (82%) - had home visit 94 (21%) - had home visit
- 45 (31%) from 6 selected units - 30 (32%) from 6 selected units

All women from 6 units were eligible for All women from 6 units were eligible for
QUOTE interview (n=45) QUOTE interview (n= 30)

Figure 3.2 Women eligible for QUOTE Study interview

I purposefully identified individual women in order to include the key QUOTE

sampling matrix characteristics. Women were then selected and invited for

interview. At the beginning of the study it was impossible to estimate the

number of women who would fall into each of the sampling matrix. The

numbers of individual interviewees in qualitative studies is usually much

smaller than in quantitative survey research (Pope and Campbell 2001). A

sample size generally regarded as 20-50 would appear adequate (Holloway

and Wheeler 1996:128, Kuzel 1999:33, Patton 2002:242). The essence of

qualitative research is to provide explanations and understandings of what is

happening through in-depth examination, rather than to provide a statistically

representative picture (Pope and Campbell 2001). Recruitment to each of the

pre-specified groups was stopped when there was little extra data gained
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from the latest interview (data saturation). Therefore the length of time it took

to recruit sufficient numbers into any given group varied. All women who

agreed were interviewed, even if data saturation was achieved.

I continuously examined the characteristics of interviewed women, in order to

assess whether the intended range of women was being sampled. It became

apparent that, initially, few women who themselves had a poor outcome were

being offered an interview. Therefore, I purposefully invited more of these

women for interview. Within the pre-specified geographical area nine women

met this criterion, all of whom were sent a postal invitation. Of these, four

women did not respond to the initial postal invitation and therefore were not

contacted again and the remaining four women were interviewed.

It can be seen from the sampling matrix (Table 3.2) there were no women

eligible to be interviewed whose children screened negative on the ASQ and

who had themselves had a poor outcome. Thirty-three women were identified

as having a poor outcome in the overall UK sample; four belonging to the six

pre-specified units. The final number of 40 completed interviews appeared

sufficient to cover a wide variation of characteristics and was adequate to

offer depth and richness in the range of views, understandings and

experiences in this population. Detailed summaries of the women's

characteristics are given in Appendix 10.
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ASQ Scored Positive Children ASQ Scored Negative Children

(24) (16)

Women Poor Women Good Women Poor Women Good

Outcome Outcome Outcome Outcome

(4) (20) (0) (16)

Antenatal Postnatal Antenatal Postnatal Antenatal Postnatal Antenatal Postnatal

Recruit Recruit Recruit Recruit Recruit Recruit Recruit" Recruit'"

(2) (2) (17) (3) (0) (0) (13) (3)

Home visit Home visit Home visit Home visit Home visit Home visit Home vis~ Home visit

(2) (2) (17) (3) (0) (0) (4) (2)

"
.. ""

..No home VISitn-9, No home VISitn=1

Table 3.2 sampling matrix

Recruitment:

Methods of recruitment for the QUOTE Study interview depended on whether

the women had had a home visit or not.

Home visit performed:

At the end of the home visit eligible women (those from the 6 pre-selected

units) were invited to take part in the semi-structured interview at a later date.

If they were willing, in principle, to consider participation they were given the

QUOTE Study information leaflet, consent form and prepaid envelope

(Appendices 11 and 12). As I had performed the majority of the home visits

and would be carrying out the majority of the qualitative interviews the

women were not required to decide either to join or decline participation to

the interview at the home visit. Rather, women were asked to consider

having an interview and, if agreeable, sign the form and return it in the

prepaid envelope in their own time to the trial co-ordinating centre.

Home visit not performed:

After receipt of the completed children's and women's questionnaires a

random sample (n=16) of women not eligible for a home visit (child screened

negative on ASQ) were sent a letter informing them about the QUOTE Study

82



and inviting them to take part in a semi-structured interview (Appendix 13).

The Magpie Trial co-ordinating centre identified these women. The women

were required to actively opt into the study by considering and signing the

consent form and returning it in the prepaid envelope in their own time. My

contact number was on the information leaflet should they have needed to

discuss the study further.

One written reminder was sent two weeks after the home visit had been

performed or letter of invitation sent (if no home visit), to those women that

had not returned the signed consent form. If no reply had been received

within a month it was assumed the woman did not want to take part in the

QUOTE Study and no further contact was made. Therefore timing of the

interview was dependant on when the women returned the signed consent

form. As soon as written consent was obtained women were contacted to

arrange a time for the interview. The interview took place at the woman's

home. All women were sent a thank you letter after the interview

acknowledging their involvement in the study (Appendix 14).

3.5 Analysing the data
3.5.1 Quantitative data analysis for the questionnaire responses:

To ensure that meaningful exploration could be made of the women's fixed

responses, they were compared in relation to a number of pre-specified

characteristics of the women and of events around their delivery for which

information was collected at the time of entry to the Magpie Trial (as

previously discussed). In specifying characteristics likely to be relevant to the

analysis, consideration was given to those thought likely to have an impact

on women's perceptions of their experience of the trial. Factors were pre-

specified as primary and secondary characteristics for the analysis. Primary

characteristics were whether the woman had been randomised magnesium

sulphate or placebo, and whether she had reported side effects from trial

treatment, and whether. These two characteristics are related, as women

who received magnesium sulphate were more likely to have had side effects

than those who received placebo (Magpie Trial Collaborative Group 2002).
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Primary characteristics were:

(i) Allocated group at trial entry (magnesium sulphate or placebo)

(ii) Experience of side effects or not while on trial treatment

Secondary characteristics were:

(iii) Age at recruitment (less than 20 years)

(iv) Woman's occupation

(v) Women's level of education

(vi) Parity - primiparous or multiparous

(vii) Recruitment to the Magpie Trial while still pregnant or delivered

(viii) Single or multiple pregnancy

(ix) Severity of pre-eclampsia

(x) Having had an eclamptic fit

(xi) Length of time on trial treatment (more than 12 hours or less)

(xii) Delivered by caesarean section

(xiii) Child born prematurely «34 weeks gestation or more)

(xiv) Child admitted to neonatal intensive care unit (NICU)

(xv) Timing of response to follow up study questionnaires (>2 weeks or

less)

(xvi) Possibility of development delay in the child (ASQ screen positive)

(xvii) Poor maternal outcome (renal problems, stroke, severe

hypertension, any chronic illness since birth of baby)

(xviii) Declined or agreed to a follow up home visit

(xix) Postnatal depression reported by the woman or general

practitioner

The computer software Statistical Package for the Social Sciences (SPSS)

was used to analyse the data, which for the sake of accuracy was double

entered. Descriptive statistics in the form of frequency counts were

computed. Question 1 generated numerical data for a pre-specified tick

response dependent variable with five categories (definitely yes, probably

yes, not sure, probably no, definitely no). The data were treated as an

ordered categorical variable, and the non-parametric test used was the chi-

squared for trend test. The Chi squared test was used for the analysis of the
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association between the characteristics. Prior to running the analysis, primary

and secondary characteristics were pre-specified.

For the primary characteristics, statistical significance was taken as p value

of <0.05, and for secondary characteristics as <0.01. The null hypothesis

tested was 'There is no difference in the distribution of frequencies across

categories between the groups'.

3.5.2 Qualitative data analysis from the postal questionnaires:

Women were asked, as part of Question 1, to explain why they had chosen a

particular fixed response category (Le. definitely yes, probably yes, not sure,

probably no, or definitely no). For this analysis the free text verbatim answers

were grouped according to the fixed response category they came from, thus

allowing investigation of their explanations within the context of their chosen

category.

3.5.3 Qualitative data analysis for the semi-structured interviews

Analysis of the data began prior to completion of data collection, an approach

recognised and encouraged by Miles and Huberman (1994:56). The first

stage began with transcribing the tape-recorded interviews. I then read the

transcripts over many times in order to gain an overall impression of the data.

This repetitive process often revealed potential codes. Sandelowski (1995)

expresses this process as the breaking up or down of the data to permit the

researcher to see it in a new way. The next stage of analysis was by done by

performing formal line-by-line analysis as described by Morse and Field

(1996: 101). The following stage was to develop an index for the content (Polit

and Beck 2006:399). This involved creating a coding scheme, with the

support of a qualitative computer analysis package (WinMax pro) to facilitate

the analysis. This stage of the analysis related to the major points of interest

and shared characteristics. After coding the data it was necessary to identify

and select patterns and themes. The data were then grouped together within

the defined themes.

85



In some qualitative studies, the findings are returned to the participants in

order to provide evidence of their validation, a process referred to as

'member checking' (Carter 2004:93). This includes techniques in which the

interview transcripts are either returned to the participants so that they can

add, delete or clarify issues or the researcher's account is compared with

those of the participants, to establish a level of agreement between the two

sets. Such an approach is, however, controversial as a genuine test of

validity, Meadows and Morse (2001:197) maintain that ensuring credibility is

the responsibility of the research team. Others argue that accounts produced

by researchers are designed for a wide audience and will, inevitably, be

different from the accounts of an individual participant simply because of their

different roles in the research process (Mays and Pope 2000). Member

checking therefore was not used in the QUOTE Study.

However, so as to minimise possible interpreter bias and assess the

plausibility and trustworthiness of my interpretation of the data, a sample of

the interviews were themed independently by the other members of the study

team (AJ and DE). In reporting the findings, it was considered important to

provide sufficient amounts of data (excerpts of the interview transcripts) to

allow any reader to identify the foundations upon which the conclusions of

the study have been grounded. This process of transparency described by

Popay et al (1998) allows a critical scrutiny of the researcher's interpretation

of the data and further evaluation of the robustness of the findings. (Samples

of additional supporting quotes from the women are provided in Appendix

18).

3.6 Ethics approval, consent and confidentiality

3.6.1Approval
Research ethics approval for the Magpie Trial follow up study, which included

the postal questionnaire, was gained as an amendment to the original trial

protocol of the main Magpie Trial. Approval for the QUOTE Study interviews

was obtained from the NorthWest Multi-Centre Research Ethics Committee

(MREC) (see Appendix 15 for approval). Local Ethics Committee approval

was not required.
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3.6.2 Consent

As described earlier, all women eligible for follow up were given the

opportunity to opt-out. Those agreeing to remain in the follow up study were

sent a postal questionnaire to complete. Reminders were sent to encourage

women to respond, but otherwise it was the decision of the women

themselves as to whether they completed the questionnaire. If a woman did

not respond after two written reminders no further contact was made with the
woman.

Women were invited for the QUOTE interview by being given an information

leaflet explaining the purpose of the study, They were required to actively opt

into the study by returning their signed consent form in a pre paid envelop in

their own time, thus again avoiding any pressure from the research team.

3.6.3 Confidentiality

Initially the questionnaires were identified to the particular woman to ensure

reminder letters were sent appropriately by the trial co-ordinators. After this

process was complete each questionnaire was assigned a code to secure

the woman's anonymity. In the analysis and reporting stages I, as the primary

researcher was the only member of the research team to have access to this

information. The data from the interviews and questionnaires were

transcribed as soon as was possible.

3.6.4 Handling and Storage of Data

The Magpie Trial data manager in Oxford administered all the postal

questionnaires. Data from the questionnaires were input onto the trial

computer system at the University of Oxford. This data were kept on the

computer and secured by password. Disks and paper data were kept in a

locked cupboard. All data from the interviews were held in the University of

Liverpool using the same procedures.

3.7 Conclusion

As described the study was conducted in two distinct parts. All UK women

remaining part of the follow up study (n=761) were sent a postal
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questionnaire, which included questions relating to their participation in the

Magpie Trial. Following completion of this questionnaire, a sub-set of these

women were offered a semi-structured interview to find out, in more detail

than was possible in the questionnaire, about their experiences of joining the

trial. The analyses of the data obtained are now detailed in the following five

chapters. Chapter 4 presents the findings from the three questions included

in the postal questionnaire and chapters 5 - 8 from the semi-structured

interviews.
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Chapter 4

Findings from the postal questionnaire
4.1 Introduction

This chapter provides a detailed presentation of the findings from the Magpie

Trial follow up study postal questionnaires. The main focus of the

questionnaire was to assess the women's health, and any contact they had

with the health services in the period between trial recruitment and follow up.

An additional section in the questionnaire comprised three questions relating

to experience of participating in the Magpie Trial. The first part of this chapter

presents the quantitative findings relating to the first of the three questions;

this question also produced qualitative data, which are also presented.

Questions 2 and 3 produced solely qualitative data.

During the time the follow up study was in progress, the main Magpie Trial

results were published (Magpie Trial Collaborative Group 2002), and soon

after a lay summary was posted to all women (Appendix 6). As a

consequence of publishing the trial results there was much media coverage

(television and newspaper interviews with the principal investigator and

members of the trial management team). In practice this meant some women

heard the coverage and received a written summary of the results before

receiving the postal questionnaire, for others the questionnaire reached them

afterwards.

4.2 Responses to question 1
Overall, 619 (81%) women completed a postal questionnaire, and 99%

answered question 1. This question asked, ' If time suddenly went backwards

and you had to do it all over again, would you agree to participate in the

Magpie Trial?' and used fixed response options, together with space for

additional free text, where women were invited to explain their choice of

response.
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The fixed response options the women were provided with were:

• Definitely yes

• Probably yes

• Not sure

• Probably no

• Definitely no

Overall, most women (85%) had a positive attitude towards the Magpie Trial,

confirming that they would agree to participate in the trial again - although

only just over half (58%) said they would definitely participate again, and just

over a quarter (27%) probably would (Table 6.1).

Fixed response categories to postal questionnaire 619 (81%)

Definitely yes 356 (58%)

Probably yes 169 (27%)

Not sure 34 (5%)

Probably no 23 (4%)

Definitely no 33 (5%)

Not answered 4 (1%)

Table 4.1 Fixed response categories

Pre-specified characteristics

The response categories (definitely yes, probably yes, not sure, probably no,

definitely no) chosen by the women were examined further in relation to the

associations with the pre-specified characteristics (for list of characteristics

see Chapter 3)
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4.2.1 Fixed responses compared to pre-specified characteristics (see
Table 4.2):

(i) Randomised to magnesium sulphate (MgS04):

Of the 302 women randomised to receive magnesium sulphate, 85% said

they would agree to join the Magpie Trial again. There was no evidence of a

relationship between women's responses to question 1 and randomised

group (Table 4.2; X2 =1.06, p= 0.302).

(ii) Side effects:

In all, 112 (18%) women were reported to have experienced side effects from

their treatment. These women were statistically significantly more likely to

respond unfavourably (probably would not join if asked again) (14%

experiencing side effects compared with 1% not), (Table 4.2; X2 =6.62, p=

0.010).

Fixed responses compared to primary characteristicst

Defyes Probyes Not sure Prob no Defno Total P-value

Primary
characteristics

Randomised 165 55% 92 30% 12 4% 19 6% 14 5% 302
MgS04

0.302
Randomised 191 61% 77 25% 22 7% 4 1% 19 6% 313
placebo

Side effects 53 47% 35 31% 4 4% 16 14% 4 4% 112

No side effects 290 60% 125 26% 29 6% 7 1% 28 6% 479 0.010·

Not known 13 5% 9 37% 1 4% 0 0% 1 4% 24

t4 women did not answer the question

·Statistically significant (p-value <0.05)
Table 4.2 Fixed responses compared to primary characteristics
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The following table (Table 4.3) provides the responses to question 1 by range
of the pre-specified secondary characteristics:

Fixed responses compared to secondary characteristicst
p-

Secondary character/sties Defyes Prob yes Not sure Prob no Defno Total value

< 20 yrs at recruitment 24 50% 18 37% 2 4% 1 2% 3 6% 48

~ 20 yrs
0.697

332 59% 151 27% 32 6% 22 4% 30 5% 567

ProfessionaVManagerial 96 64% 32 21% 10 7% 6 4% 6 4% 150 0.308
Skilled tradel other 235 56% 124 30% 20 5% 14 3% 25 6% 418

Education up to 16 yrs 119 59% 52 26% 12 6% 9 4% 10 5% 202 0.695
Bevond 16 yrs 183 60% 81 26% 17 6% 10 3% 15 5% 306

Primiparous 262 58% 121 27% 24 5% 22 5% 24 5% 453 0.481
Multiparous 94 58% 48 30% 10 6% 1 <1% 9 6% 162

Recruited antenatally 266 56% 137 29% 28 6% 19 4% 27 6% 477 0.104

Recruited postnatallv 90 65% 32 23% 6 4% 4 3% 6 4% 138

Multiple pregnancy 18 62% 7 24% 2 7% 1 3% 1 3% 29 0.642

Sinaleton pregnancy 338 58% 162 28% 32 5% 22 4% 32 5% 586

Severe pre-eclampsia 175 61% 79 28% 9 3% 7 3% 12 5% 284 0.015

Not severe 181 54% 90 27% 25 8% 15 5% 20 6% 331

Eclampsia 3 75% 1 25% 0 0% 0 0% 0 0% 4 0.394

No convulsion 353 57% 168 27% 34 5% 23 4% 33 5% 611

s12 hrs trial treatment 35 38% 20 27% 3 4% 11 15% 4 5% 73

>12 hrs trial treatment 307 60% 140 27% 30 6% 13 2% 27 5% 517 0.009·

Not started I no data 13 54% 9 37% 1 4% 0 0% 1 4% 24

Caesarean section 255 62% 106 26% 16 4% 12 3% 19 5% 408 0.001"

Vaainal deliverv 101 49% 63 30% 18 9% 11 5% 14 7% 207

<34 wks gestation 128 67% 41 22% 8 4% 4 2% 9 5% 190 0.015

~34 wks gestation 229 54% 128 30% 26 6% 19 4% 24 6% 426

Admitted to NICU 198 61% 85 26% 14 4% 9 3% 19 6% 325 0.251

Not admitted 158 54% 84 29% 20 7% 14 5% 14 5% 290

>2 wks to return q's 225 57% 106 27% 28 7% 12 3% 21 5% 392 0.792

s2 wks to return Q'S 120 59% 57 28% 5 2% 10 5% 11 5% 203

ASe positive 87 56% 36 23% 12 8% 6 4% 13 8% 154

ASe negative 251 58% 127 29% 21 5% 16 4% 19 4% 434 0.098

NoASe 18 57% 6 22% 1 4% 1 4% 1 4% 27

Mat outcome poor 37 58% 6 25% 3 5% 4 6% 4 6% 64

Good outcome 305 58% 148 28% 30 6% 17 3% 28 5% 528 0.584

Do not know 14 61% 5 22% 1 4% 2 9% 1 4% 23

Declined home visit 30 34% 33 37% 11 12% 8 9% 7 8% 89 0.0001"

Agreed home visit 313 62% 132 26% 22 4% 14 3% 25 5% 506

Postnatal depression 9 56% 4 25% 1 6% 1 6% 1 6% 16

None 343 58% 163 27% 33 6% 22 4% 32 5% 593 0.719

Do not know 4 67% 2 33% 0 0% 0 0% 0 0% 6

t4 women did not answer the question

• statistically significant (p-value <0.01)

Table 4.3 Fixed responses compared to secondary characteristics
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4.2.2 Analysis of verbatim text from question 1

Women were asked, as part of question 1, to explain why they had chosen a

particular fixed response category (Le. definitely yes, probably yes, not sure,

probably no, or definitely no). For this analysis, the free text verbatim

answers were grouped according to the fixed response category they came

from, thus allowing investigation of their explanations within the context of

their chosen category. As many women gave answers that were judged to

illustrate a number of identified themes, the number of comments displayed

in the following tables are not linked directly to the numbers of women that

responded (the same applies to the women's responses to questions 2 and

3).

It was evident from the women's explanations that the Magpie Trial was not

experienced or recalled in isolation but, not surprisingly, had become very

much entwined in their memories of their birth experience as a whole, and at

times a number of themes were evident in the one response. Women

experiencing severe pre-eclampsia (and therefore eligible for the Magpie

Trial) would have received high dependency care, as previously discussed.

This would usually consist of bed rest; restriction of oral fluids, close clinical

monitoring (blood pressure checked every 15-30 minutes, tendon reflexes

checked hourly, and urine measured hourly), insertion of urinary catheter and

intravenous infusion (drip) and the baby may be delivered early. Care

attributable solely by the women to the Magpie Trial was an extra intravenous

line and frequent unobtrusive observation of respiratory rate. However, many

of the women appeared to experience difficulty in separating out what was

happening to them as a direct consequence of joining the Magpie Trial and

what was linked to the facts of their pregnancy and to having pre-eclampsia.

This was most evident for those women who were dissatisfied with some

aspect of their trial experience. These women often interpreted aspects of the

nursing procedures (bed rest, drip, restriction of oral fluids) and monitoring

(checking of blood pressure, tendon reflexes) of their pre-eclampsia as being

connected to the Magpie Trial itself. This resulted in them often interpreting

the trial in a negative way and not appreciating that irrespective of joining the

trial, they would have had these procedures carried out.
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Definitely yes:

Of the 356 (58%) women who chose this option, 304 (85%) gave an

explanation of their response in the free text section. Women expressed

benefit to themselves, benefit to others and the importance of research into

pre-eclampsia as the principal reasons for participating in the trial again. The

following responses (Table 4.4) illustrate these themes:

Theme Comments Sample of women's comments
(n)

"Because it helped me not to get eclampsia and I've had no
side effects"

Benefit to self 112 "Definitely yes, as I think that it definitely saved my life and
my chi/d's"
"I was very ill, and think without it me and my child would
have died"
"It is important that these trials continue to provide research

Research and results in the future"
important 109 "I'm in favour of any new research to benefit future sufferers

of pre-eclampsia"
"I feel it is very important to make a contribution to research
which maL help other women in the future"
"Because I hope to make a difference, if by me participating
in this trial helped just one woman not to go through what I
did, it would make a difference"

Benefit to others 107 "Being part of the trial has not been difficult and if other
women can benefit from my experience then it will have been
useful"
"If my experience can help future women, I'm glad to have
participated"
"The trial was of no inconvenience to me as I was on high
dependency anyhow"

No inconvenience 40 "The trial was painless, not particularly awkward for me as I
had to stay in hospital anyway, so I feel that if anything can
be done to help learn about this condition and possibly help it
should be supported"
"Excellent care during hospital, good follow up after
discharge and having a feeling someone cares"

Led to better care 10 "Vety good care and information was available. I also
appreCiated the quality of the follow up and the thank you
cards"
"Got better monitoring by being in the stud_t_'.. ,

Table 4.4 Explanation of women answermg 'defmltely yes

Probably yes:

Of the 169 (27%) women who chose this option 125 (74%) gave an

explanation in the free text section as to why. Comparing these women's

responses with those of women who chose 'definitely yes' it was evident that

although generally similar, that they had a less rewarding experience. The

additional themes that emerged related to the women's understanding of

what would be considered usual nursing care for pre-eclampsia and what
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additional treatment and monitoring a woman would receive as part of the

Magpie Trial. Some women presumed much of the nursing care they

received was attributable to the trial, even though this was not the case.

Some women described experiencing unpleasant side effects (in the Magpie

Trial overall, 25% of women randomised magnesium sulphate experienced

side effects, as did 5% of those receiving a placebo). For others it appeared

they were generally less satisfied by their overall birthing experience, which

was probably not attributable to the trial itself. Some women provided

explanations as to why they chose this category (probably yes) and not

'definitely yes'. The explanations overleaf (Table 4.5) illustrate these themes:
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Theme Comments Sample of women's comments
(n)

"Only reservation was that I did not know what was required of
me i.e. the taking of my reflexes throughout the night of the
birth and that any sleep did not seem an option. Also this
monitoring seemed in some instances questionable"
"During administration I was uncomfortable - couldn't rest since
I had to be monitored half hourly and thereafter for about 24
hours"

Mixing clinical 18 "I hated every minute because I was quite uncomfortable as I
care with trial was stuck in bed in the labour room for more than 24 hours

because I had to stay there they wouldn't let me on the ward
with the trial. Also the drip part hurt my hand, it also made
positions difficult"
"When I was in HDU, I seemed to have so many tubes etc that I
was desperate to get the cannula removed, so at that point I
wished I hadn't participated. However, I do feel that contributing
to the research has been worthwhile"
"The feeling when the drug was initially administered was very
frightening, felt like my whole body was bursting into flames"
"I knew I was given the drug as I got so hot and it felt terrible"

Side effects 17 "During the caesarean my blood pressure dropped and I felt
faint so the infusion was stopped"
"I felt really awful after having the magnesium sulphate, cause
my blood pressure went really low"
"Because the child's birth was hard and the trial seemed like it
was dragging it out"
"I didn't enjoy the trial but I think it is important to try and find
any remedy that would help ease / stop pre-eclampsia"

Birthing 10 "As far as I remember taking part slightly delayed the
experience induction/caesarean/recovery process"

"As the birth of my daughter was early and unexpected a lot
seemed to happen very quickly at the hospital, being hooked
up to al/ the monitors and drips wasn't my idea of a perfect
birthing situation, also after the birth it was a long time before I
could be taken off all the drips etc"

"I didn't say definitely because I was scared It might harm the
baby"
"I probably would but I might not have had this much pain now

Other themes 4 if I didn't go through it. I don't know if that is why but it's a
chance you take"
"I am not definite as the reaction I had when received drug has
put me off, although I am not sure whether it may have been
nerves etc to giving birth as opposed to the tria/"

,
Table 4.5 Explanation of women answermg 'probably yes

Not sure:
Of the 34 (5%) women that chose this option 21 (62%) gave an explanation

in the free text section as to why. The most overwhelming reason was related

to the difficulty of their situation. As pre-eclampsia is often asymptomatic,

many women had no prior indication of their illness, and knew little about it.

Some women were therefore asked to join with little prior warning and as a

consequence were feeling particularly frightened and distressed, and this

was, essentially, in relation to having severe pre-eclampsia and needing
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emergency care. A few women appeared to choose this response option
because they had little understanding or recall of the Magpie Trial:

Theme Comments Sample of women's comments
(n)

"I was approached in hospital at a very traumatic time on the day
I was admitted urgently. I didn't feel in a position to make an
informed choice and to ask many questions as I was
overwhelmed at the time"
"It was difficult to make an informed decision when exhausted
and having severe labour pains coupled with high blood

Circumstances 9 pressure. I therefore felt bullied into it"
at time of "I can't remember much about it when I had her. I remember

recruitment being explained to but I was upset at the time about pre-
eclampsia and felt very upset and worried"
"At the time I did it because I was in danger. I did not have
enough time to think about it to be honest. If you ask me what it is
I do not have a clue because I did not understand what they
explained to me at the time"
"I would like to know in exact detail what was being offered to me
and what it actually does to relieve pre-eclampsia i.e. how it

Limited works on the body"
understanding 6 "I don't know anything about the Magpie Trial. I don't know what it

of trial is, what if's for except pre-eclampsia and I don't know whether it
has any side-effects"
"I still don't understand"
"I still have high blood pressure"
At the time it was something I didn't have much time to think

Long-term 2 about, and up until recently haven't thought much about, but
effects since trying to conceive again, without any luck so far, I am now a

little concemed that perhaps agreeing to take part may have had
some effect on my being able to conceive"

Table 4.6 Explanation of women answering 'not sure'

Probably no:

Of the 23 (4%) women that chose this option, 21 (96%) gave an explanation

in the free text section as to why. Occurrences of unpleasant side effects

caused by the trial were the most prominent reason given. The remaining

explanations given by the women identified their misunderstandings

regarding the nursing care they received. It was apparent they, incorrectly,
perceived that many of the unpleasant procedures (clinical monitoring, oral

fluid restriction) they experienced were attributable to the trial:
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Theme Comments Sample of women's comments
(n)

"At the time I was so willing to try anything, I was so poorty. But as
soon as the trial was injected into me my whole body bumed. I
remember crying in pain, then it was tried again to make sure of
the same result. So I wouldn't do it again"
"I suffered from migraines and nausea while I was on the trial. I felt

Side this had something to do with it"
effects 14 "Because it didn't agree with me, I felt like it was buming my chest

and I was having difficulty breathing"
"Whilst I was on the trial I experienced severe buming all over my
body. I was delusional; I didn't know what was happening to me.
My midwife insisted it was to be stopped immediately because of
the state I was in"
"When asked if I would like to take part in this trial I asked Would it
interfere with my labour?' and I was told 'no'. This was not the case
- it did! For three days I was catheterised and had drips, could not

Mixing even have drinks, never mind food. Very tiring and unpleasant"
clinical 6 "The checking of blood pressure etc in the 24 hours after child was

care with bam prevented me from being with her and feeding her"
trial "I had to remain in hospital for 24 hours when I wanted an earty

discharge and this had not been explained to me property"
"I already had a lot of things going on e.g. BIP monitor, morphine
etc I seemed to have a lot more tests and more needles in me after
agreeing to do the tria/"

Table 4.7 Explanation of women answering 'probably no'

Definitely no:

Of the 33 (5%) women that chose this option, 30 (91%) gave an explanation

in the free text section; their explanations were largely similar to those of

women who responded 'probably no'; the experience of unpleasant side

effects (n=9) and confusion relating to care received as part of the trial (n=15)

being most frequently reported. The additional themes that emerged related

to difficult and unpleasant incidences relating to clinical staff and the care

they received:

Theme Comments Sample of women's comments
(n)

"/ did not like how the consultant treated me, he didn't explain
things fully and I felt pressurised and like I was just part of an
experiment, not a person just a guinea pig!"
"Too much time was spent by the midwife completing forms that I
felt I was neglected"
I felt I was pressurised by the midwife to join the tria/. After the birth

Negative 11 I suffered other 'life threatening' problems and the midwife did not
experiences even call to see me on the ward"

"Staff did not know what to do to administer the trial, and due to
pre-eclampsia and other complications, they had too many
recordings of information to do. The trial was discontinued due to a
mistake with the vials and overall the staff were relieved and
withdrew. This added to the stress of an already stressful situation.
If I was sure it would not add to the stress of the situation I would
happily take part in further I other trials"..Table 4.8 Explanation of women answering 'definitely no'
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The second and third questions in the postal questionnaire asked the women

to record in their own words anything that could have been done to improve

their experience of joining (Question 2) and anything that was particularly

good about joining the trial (Question 3). The next section presents the

findings from these questions.

4.3 Responses to question 2

4.3.1 Q2 - 'Please tell us if there was anything about the Magpie Trial

you think we could have done better'

Based on their responses to this question, most women joining the Magpie

Trial appeared to be generally satisfied with their experience of joining. A

large proportion (n=144; 44%) of women stated that nothing could have been

done better: "No, everything was done really well" "Nothing, it was excellent!"

"I think it was all handled very well, including the follow up"

Nevertheless even women who were generally satisfied with their

experience, in that they responded 'definitely yes' or 'probably yes' to the first

question, gave suggestions about how the trial could have been done better.

Similar suggestions were made by women who responded 'not sure',

'probably no' or 'definitely no'. The women's suggestions were divided into

four themes (see Table 4.9):

(i) content of the information at recruitment:

It appeared some of the women were dissatisfied with some aspect of the

explanation they received about the Magpie Trial. The main difficulties

expressed by the women included lack of detailed information provided about

the trial by clinicians, the timing of when the explanation was given, and

some women preferring the trial information in a more detailed format.

(ii) timing of the approach to join the trial:

Women eligible to join the Magpie Trial had a severe form of pre-eclampsia,

which is extremely dangerous and can be life threatening. The majority (78%)

were recruited whilst pregnant and a third were less than 34 weeks gestation.

Women could be, and were, recruited up to 24 hours after delivery. Women
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were therefore extremely ill, most receiving high dependency intensive care.

Informed consent to participate in the Magpie Trial was sought then at a time

of great anxiety for the woman. Women were vulnerable, and for most they

had the extra responsibility of being pregnant.

(iii) wanting to know treatment allocation:

Wanting to know the allocated trial treatment was important for some of the

women. It was apparent from their responses they thought that this should be

provided routinely by trialists. Requests to have this information were made

in some of the questionnaires, and the unblinded information was then sent

to the women by post.

(iv) wanting to know the trial results:

Members of the Magpie Trial management group felt it vital to provide the

results directly to the women involved on completion of the trial. The ethos of

the trial was to acknowledge the central role the women had in the trial, to

promote their involvement and encourage partnership and collaboration

between the women, the clinicians and the trialists. Requests to know the

Magpie Trial results were made in the questionnaire. A summary of the

results was sent by post to all women included in the follow up; for some;

however, this was after their questionnaire had been sent. The following

responses illustrate these themes:
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Theme Comments Sample of women's comments
(n)

"I could have been given more information by hospital staff
when told I had pre-eclampsia"
"Maybe more information, because when I was asked I was
unaware of my condition, so maybe if they had come back

Content of 61 and talked more about it when I was well. To be honest I was
information a first time mum and it was all a bit new to me and it was a bit
provision ofa shock"

"I think it could have been explained a lot better. I was just
given some leaflets to read and then asked to make my
decision"
"I could have done with some more literature. Not enough
information - all a bit of a rush"

"I cannot remember exactly when I was asked to join the trial,
but think it was immediately before or after an emergency
section. As I had already been diagnosed with pre-eclampsia
some days before, I would prefer to have been approached
earlier at a less stressful time"
"It should have been explained earlier at admission, before I
became very unwell"

Timing of 46 "Explanation could have been better i.e. more information and
approach timing, would have preferred to know about the trial earlier on

in pregnancy, rather than just before the caesarean section"
"If possible ask mothers earlier on in pregnancy that if they
were to develop pre-eclampsia or signs would they take part
in a trial. Earlier rather than during labour when they've been
told that have signs of pre-eclampsia"
"I would have been preferred to have been asked earlier (not
when in labour) so I had a little more time to ask questions
and make a more informed choice"

"I feel that it is better to inform the patient after the trial what
they had, whether they were given either placebo or
magnesium sulphate"
"Can we know what drug we had for the trial? i.e. control or

Requesting 9 magnesium sulphate"
un blinding "It would be nice to know if I was given magnesium sulphate

or the placebo"
"I think telling the patient whether or not they were taking the
magnesium sulphate would help to stop people wondering or
worrying"
"I would have liked to have received more information about

Wanting to 7 the trial and maybe some pre results if possible"

know results ., don't think anything could have been better but it will be
really interesting to know the findings"
"I would like to know the results"

Table 4.9 Women's suggestions for how the Magpie Trial could have been done better

4.4 Responses to question 3

4.4.1 Q 3 - 'Please tell us if there was anything about the Magpie Trial,

or your experience of joining the trial, that you think was particularly

good'
Responses women gave to this question were categorised into six broad

themes:
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(i) The Follow up Study:

Irrespective of the women's response to question 1, they were extremely

positive about being followed up after the trial and receiving trial results.

Long-term follow up of research participants does have the potential to cause

anxiety and distress. Overwhelmingly, however, the women responding to

this question confirmed how much they welcomed this.

(ii) Feeling altruistic:

Some women considered joining the trial had the potential to benefit others,

and this was perceived as something they valued.

(iii) Good nursing care:

Women were grateful for the nursing care and kindness they received whilst

in hospital. Many confirming this helped with what was a difficult and stressful

experience.

(iv) Explanation about the trial and pre-eclampsia given by the staff:

Women appreciated the detailed information provided about the trial and

about having pre-eclampsia. In discussing the trial with clinical staff women

said they learned more about pre-eclampsia than they would have otherwise.

(v) Benefit to self:

It was evident from the women's responses that many considered there were

benefits to be gained from joining. These were mostly related to the trial

helping to minimise the associated risks of pre-eclampsia.

(vi) Receiving trial results:

Appreciation of receiving the Magpie Trial results was noted by the women

as being particularly good.
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Theme Comments Sample of women's comments
(n)

"I think keeping in touch after the birth is a good idea to see how
people are"

Being 105 "The follow up contact and interest was and is both unexpected
followed up and most welcome"

"I have appreciated this follow up and knowing that I have
contributed and wasn't forgotten"
"I am pariicularly impressed with the fol/ow-up information and
surveys I've received"
"It's just a nice feeling knowing that you could be helping out
other pregnant women with the same condition as myself in the

Benefit to 52 future"
others "Mainly that I'm helping others"

"If the research is to help expectant mothers with toxaemia in
the future then it has got to be a good thing"
"Just being pari of som ethin_g_that has helped others"
'Whether it was because of pre-eclampsia or 'normal' care at

Positive the hospital I will not know, but I felt safe in the fact that I was
experiences 46 closely monitored and not left alone in labour and after the birih
with care checked every 20 minutes or so"
received 'Care throughout trial whilst in hospital"

"I thought the care of the nurses was very good"
"Supervision, there was always somebody closely monitoring
me"
"The care from the midwife involved, I was told exactly why it
was being done and how it would help"

Explanation 40 "I was really scared at first, but the hospital was good and
given about explained everything, and I didn't hesitate to help out"
the Magpie "I was well informed and the doctors talked about it for a while

Trial answering loads of questions we had"
"The explanation and information given and the approach to the
trial, staff knew what was involved and gave explanations and
answered questions fully'_'
"Only that it may have prevented eclampsia"
"Possibility of reducing fiffing"

Benefit to 20 "I felt that it maybe stopped me from having a fit, so the recovery
self from the section could have been a lot longer"

"It may have saved my life and my son's life"

"The fact that you will let us know the results in the future"
Receiving 12 "Finding out the results afterward; knowing that the trial may
trial results prevent some tragic incidents in the future has to be a good

thing"
"Being kept informed of results"
"Results made widely public1_y_available"

Table 4.10 Women comments on what was good about the Magpie Trial

4.5 Conclusion

The main objective of the follow up study questionnaire was to find out

whether magnesium sulphate affects the woman's longer-term risk of death

or serious morbidity. All those who remained part of the follow up study (761)

were sent the questionnaire; a response was received from 81% (619). The

postal questionnaire gave women the opportunity to express their views

regarding participation in the Magpie Trial. The use of fixed response options,

together with space for additional free text, where women were invited to
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explain their choice of response, provided a unique insight into their

experiences around the time of recruitment to the Magpie Trial.

Overall the findings from the trial experience questions confirm that the

majority (85%) of the women were happy with their participation in the trial.

The women were recruited at a time when they were likely to be having

intensive monitoring, and there was often a concern about the health of the

baby as well as themselves. Although care attributed to Magpie was small,

many of the women appeared to have difficulty in separating out what was

their experience as a direct consequence of joining the Magpie Trial and

what was linked to the facts of their pregnancy and to having pre-eclampsia.

This was most evident for those women who were dissatisfied with some

aspect of their trial experience. These women often interpreted aspects of the

nursing procedures and monitoring of their pre-eclampsia as being

connected to the Magpie Trial itself. This resulted in them often interpreting

the trial in a negative way.

Some women described negative experiences of taking part relating to

experiencing unpleasant side effects. For others it appeared they were

generally less satisfied by their overall birthing experience, which was

probably not attributable to the trial itself.

The findings from the postal questionnaire enabled a large number (n=619)

of women throughout the UK to express their views regarding participation in

the Magpie Trial. Furthermore the high response rate to the questionnaire

demonstrated that the use of this method and the format of the questions

were acceptable to the women. Following completion of this questionnaire, a

sub-set of the women were then offered the opportunity to take part in a

semi-structured interview to find out, in more detail, about their experiences

of joining the trial. Data from these interviews are presented in the following

four chapters.

104



Chapter 5

Introduction to the findings from the QUOTE Study interviews
5.1 Introduction

This chapter is the first of four providing a detailed presentation of the

findings from the semi-structured interviews. The purpose of the chapter is to

act as a precursor to the following three results chapters, which present the

thematic analysis of the in-depth qualitative interviews. The chapter provides

summary background information regarding the interviews performed. It

begins with presenting an overview of the provision of trial information the

women received, including the timing of this provision. A brief description is

then presented regarding the conduct of the interviews. Profiles of the forty

women interviewed are then provided. All transcripts were subjected to

thematic analysis; the chapter concludes with presenting the identified

themes, which are discussed in detail in subsequent chapters (6 - 8).

5.2 Interviews conducted

Fifty women were offered an interview and ten declined: six having had a

home visit and four having not. All those who declined were recruited while

still pregnant; three of their infants were admitted to the neonatal intensive

care unit after birth. For those refusers who had a home visit all were healthy,

four of the children had screened positive on the ASQ, but were later found to

be developmentally normal.

The interviews were carried out at different time points after recruitment to

the trial. Although the follow up study aimed at assessing children at two

years of age, this was not always the case, as follow up did not start until

after the main Magpie Trial was complete. Hence the interval between

randomisation and interview was greater for those women who were

recruited early in the trial. Timing of the interviews also depended on

completion of the follow up study postal questionnaire, as women could only

be contacted and offered an interview once they had completed their

questionnaire and for the majority this was also after their follow up study
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home visit (n=30). Time points therefore ranged from two years to four years

and seven months (mean time three years and one month, SD±9.57

months). For those women who had a home visit performed (n=30) the

interview took place on average eight weeks later. The interviews took place

from September 2002 to May 2004. In all but one, women were interviewed

alone, for one woman (aged 16 at the time of recruitment) her mother was

also present at the interview at her request and participated throughout. All

interviews were performed in the women's homes. They lasted between 30

and 120 minutes (mean time 50 minutes, SD±20.91 minutes), and all were

tape-recorded with the permission of the women.

A concern for this study, as previously discussed, was having all the

interviews performed by myself (research midwife for Magpie Trial). It was

recognised that this might make it difficult for some women to talk honestly

about their experiences of joining the trial, especially if they had a negative

experience. In order to lessen this effect, another interviewer (LW), who had

no involvement with the Magpie Trial or the QUOTE Study carried out some

(n=10) of the interviews. At intervals we both met to read over each other's

interview transcripts and discuss similarities and differences. Interviews were

also compared in relation to any negative aspects expressed by the women

about their experience. I found no variations in the answers given by the

women that could be attributed to giving more desirable responses to me

than to any non-involved colleague.

Prior to the interviews being performed the main Magpie Trial results had

been published (Magpie Trial Collaborative Group 2002), to considerable

media coverage. At the time of the interviews a lay summary of findings were

posted to all women (Appendix 6). As a consequence all women interviewed

were, in principle, aware of the trial results. However, in practice, it was

evident some women had either not received the trial results (n=3) or could

not recall receiving them (n=3). At the point of interview both interviewers

were blind to treatment allocation. The women, however, had been

previously informed they could request information regarding their treatment

allocation by writing to the trial co-ordinating centre. Three women had done
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so and therefore were aware of their trial treatment at the time of the
interview.

For most women the interview was the first time they had been asked to

recall in depth their experience of participating in the Magpie Trial, although

all women had received reminders of the Magpie Trial through the follow up

study prior to the interview. Receiving the postal questionnaire and a home

visit had triggered many to talk to family members about the trial again.

However, they had not been asked to re-consider their understanding or

reasons for joining. It was evident from the interviews that although the trial

was important at the time of joining, many had given it little thought since.

Asking the women to recall this event in some detail made it necessary to

clarify with the women what they understood at the time, what they had learnt

since and explore what they might have forgotten. It was apparent from

conducting the interviews and listening to the transcripts that women would

sometimes contradict themselves, for example describing the decision to join

the trial as 'difficult', yet at another point in the interview stating the relative

'ease' of joining. These contradictions highlighted the complexity of the

situation experienced by the women, both at the time of joining and also at

the time of the interview.

The interview schedule (Appendix 9) asked the women to recall the events

surrounding the Magpie Trial in a chronological order. The interview began

with asking the women to describe their circumstances and their reactions to

being diagnosed with pre-eclampsia, through to being involved in the follow

up study some years later. However, as with any conversation there were

diversions throughout. It was evident in the interviews that one issue would

prompt another, which was unrelated in the interview schedule, but not for

the women themselves. This made thematic analysis and presentation of the

results sometimes challenging; and some quotes have been presented twice

in separate sections of the results because they were judged to illustrate

more than one identified theme. The discussions between the clinicians and

the women at the time of consent were not observed or tape-recorded, nor
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were the clinicians asked for their accounts. Therefore, the description of

what took place is based solely on the transcripts from the interviews with the
women.

There was a time gap of about three years between recruitment in Magpie

and the QUOTE Study interview and this might have affected the women's

recall. Studies of women's memory of labour and birth have generally

concluded that recall is fairly accurate (Olson et al 1997, Niven and Murphy-

Black 2000, Waldenstrom 2003). In one of the few studies of women's long-

term memories of childbirth as a comprehensive experience, Simkin asked

20 first time mothers to complete a questionnaire, including an open-ended

account of labour, shortly after birth and 14 to 20 years later, and the women

were also interviewed after the second questionnaire (Simkin 1992). The

researcher concluded that, years after the birth, women's memories were

generally accurate, despite a decrease of material recalled from the first to

the second questionnaire and some lapses or errors in memory of specific

details. She also found that the significance women attached to negative

events seemed to intensify and increase over time, whereas the positive

aspects remained consistently positive in most women.

5.3 Characteristics of women interviewed

Sampling for the interviews was not aimed at trying to produce a statistically

representative sample of the overall UK trial population. Instead, a purposive

sampling matrix incorporating key characteristics (described in Chapter 3)

was used. Data were collected on characteristics at trial entry and outcome

after randomisation for all the women interviewed; and compared with UK

women overall (Table 5.1). The women interviewed were recruited from six

selected maternity units in England (three in the north west, two in Yorkshire

and one in the Midlands) as well as different treatment arms of the trial (22

magnesium sulphate; 18 placebo). They were aged from 16 to 39 years

(mean years 29). Detailed individual characteristics of those interviewed are

presented in Appendix 10.
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When comparing characteristics at trial entry and outcome after

randomisation there were some differences for the women interviewed and

those not. Although differences were not statistically significant, a higher

proportion of women interviewed were randomised to the trial postnatally

than those not interviewed 27% versus 22% (Relative Risk (RR), 1.31

Confidence Interval (Cl) 0.64 to 2.69); had had a caesarean section 76%

versus 60% (RR; 2.08; Cl 0.87 to 4.97); had their labours induced 72%

versus 56% (RR; 1.45; Cl 0.77 to 2.76); and were recruited before 34 weeks

gestation 38% versus 34% (RR; 1.07; Cl 0.52 to 2.19). Mainly due to

purposive sampling, a higher proportion of women whose children screened

positive on the ASQ were interviewed compared with women not interviewed

60% versus 29% (RR; 5.18; Cl 2.67 to 10.04).
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Interviewed Not interviewed

n =40 (%) n=579 (%)

Characteristics of women

Primiparous 30 (75) 423 (73)

Multiple pregnancy 4 (10) 25 (4)

Age (less than 20 years) 2 (5) 46 (8)

Severe pre-eclampsia 23 (57) 261 (45)

Imminent eclampsia 9 (22) 157 (27)

Delivered before trial entry 10 (27) 127 (22)

Randomised magnesium sulphate 22 (55) 281 (49)

Outcome after randomisation - maternal

Eclampsia 0 (0) 4 «1 )

Other severe morbidity

Admission to high dependency care 36 (90) 485 (84)

On trial treatment more than 12 hours 31 (78) 486 (84)

Side effects 10 (25) 102 (18)

Randomised before delivery 29 448

Caesarean section 22 (76) 269 (60)

Induction of labour 21 (72) 250 (56)

Outcome - Infant

S34 weeks at trial recruitment 11 (38) 152 (34)

Admitted to neonatal unit 17 (43) 308 (68)

ASQ Screen positive" 24 (60) 130 (29)

Response to postal questionnaire

Would you join the trial again: Definitely yes 21 (52) 335 (58)

Probably yes 10 (25) 156 (27)

Not sure 3 (7) 31 (5)

Probably no" 4 (10) 19 (3)

Definitely no 0 (0) 32 (5)

Not answered" 2 (5) 2 «1 )

" Statistically significant when comparing those interviewed with those not
Table 5.1 Characteristics of women interviewed and not interviewed
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5.4 Provision of trial information

Of women recruited to the Magpie Trial in the UK (n=804), most (78%) were

pregnant at the time, just over half (57%) had their labours induced, and two

thirds (61%) were delivered by caesarean section. The decision to deliver

women within 24 hours of recruitment to Magpie was often made by the

recruiting clinician. As a consequence over a quarter (32%) of women

delivered their babies preterm (less than 34 weeks gestation), often resulting

in increased levels of mortality and morbidity.

Most women interviewed had been recruited to Magpie whilst they were on

the delivery suite or high dependency unit. Although the decision to offer trial

participation was made by the obstetrician, either an obstetrician or a midwife

could recruit women. Recruiting clinicians were supplied with trial information

leaflets (Appendix 16) to distribute to eligible women as part of the informed

consent process. An additional leaflet, 'Do you know about pre-eclampsia?

(Appendix 17), was also provided. This supplementary leaflet included

information about pre-eclampsia developed by a user group, Action on Pre-

eclampsia (APEC), and provided the APEC telephone helpline number. The

final paragraph introduced the Magpie Trial. The distribution of both leaflets

was at the discretion of the individual recruiting clinician, in the UK centres

were encouraged to provide information about the trial at booking. The

Magpie Trial team also provided posters to be displayed throughout the

recruiting hospitals. Some were prepared for the women and so put on view

in clinic waiting rooms and on the antenatal wards. All were displayed at the

discretion of the individual hospital.

Before exploring the women's perceptions and understandings of the trial it

was necessary to establish where and when they recalled receiving trial

information.

5.4.1 Written information:

Of the 40 women interviewed; 28 recalled being given the Magpie Trial

information leaflet at the time of recruitment; eight reported they did not recall

seeing the leaflet at any time; and four women were unsure. Nineteen
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women stated that they had read the information leaflet at the time of

recruitment, although of those three felt that due to the difficult circumstances

at the time they could not comprehend the information. Eight women reported

they did not read the leaflet at the time of recruitment, though, for two of

these women their partners did. One woman did read the leaflet but only after

agreeing to join the trial. None of the remaining women recalled seeing the

leaflet. When shown the additional leaflet 'Do you know about pre-

eclampsia?' none of the women recalled seeing it. One woman recalled

seeing a poster about the trial in the waiting area of the delivery suite prior to

being admitted.

5.4.2 Oral information

At the time of recruitment the majority of the women (n=30) were spoken to

by a midwife about the trial; for six this was in conjunction with the

obstetrician. The obstetrician discussed the trial with ten women. Most

women (n=38) recalled hearing about the trial for the first time while they

were being cared for in a high dependency unit (situated on the delivery

suite), either while in labour, or having their labours induced or moments

before having a caesarean section. The remaining two women were on an

antenatal ward.

5.5 Themes identified from the interviews

Data from the interviews were subjected to thematic content analysis. From

the analysis a number of major but related themes emerged. These themes

were combined into five broad categories.
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Categories Themes

1. Circumstances around time of i) Speed of clinical situation

recruitment (presented in Chapter 6) ii) Unpredictability of pre-eclampsia

iii) Difficult time to be approached

2. Women's understanding of the i) Purpose of the Magpie Trial

Magpie Trial (presented in Chapter 6) ii) Implications of joining the Magpie Trial

iii) Appreciation of possible risks from joining

iv) Mixing clinical care with the trial care

3. Methodological principles of i) Random allocation

randomised trials (presented in ii) Equipoise

Chapter 6) iii) Use of placebo

iv) Treatment blinding

v) Thoughts on treatment allocation

4. Women's views regarding the i) Making the decision

decision-making process (presented ii) Difficulty with asking questions

in Chapter 7) iii) Voluntariness of joining

iv) Influences on decision-making

v) Quality of information received

vi) Involvement of others in decision-making

5. Women's reflections of joining the i) Receiving the Magpie Trial results

Magpie Trial (presented in Chapter 8) ii) Experiences of the follow up study

Table 5.2 Themes from Interviews

5.6 Coding of quotations

To ensure anonymity and confidentiality each woman interviewed was

assigned an individual number and all quotes were anonymised. To provide

the reader with additional data regarding individual women's profiles, a

coding system was devised demonstrating key characteristics of the women

concerned. Initially codes were linked to the pre-specified characteristics that

had been thought likely to influence the women's perceptions of their

experiences and recall of the Magpie Trial (as discussed in the previous
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chapter). However, there was no apparent effect of two of the characteristics

- the child screened (by the ASQ) as having some degree of development

delay, and the woman herself having persistent hypertension since joining

the Magpie Trial. Both appeared unlikely to influence the women's perception

of trial experience, the infrequency of both events being the main reason.

However, being recruited to the Magpie Trial while still pregnant did influence

women's experiences. Unsurprisingly, in the qualitative analysis it became

apparent that there was a link between women's responses to Question 1 in

the postal question, which asked the women whether they would agree to

participate in the Magpie Trial again, and their perceptions of the trial.

Therefore, the women's responses to this question were incorporated into the

codes.

Thus, individual codes used denote three factors:

• Interviewee number (01-40)

• Whether the woman was antenatal or postnally recruited (AN or PN)

• The woman's response to postal question 1 (definitely yes, probably

yes, not sure, probably no, definitely no)

An example of an individual woman's code would be: 07, AN, probably yes.

This denotes interviewee number '01', who was recruited 'antenatally' into

the trial, and stated 'probably yes' she would join the Magpie Trial again to

question 1.

5.7 Conclusion
The chapter has set the scene for the qualitative interviews by providing

background information regarding the forty interviews performed. Profiles of

the forty women have been presented together with a description of the

conduct of the interviews and an overview of the trial information the women

received prior to joining, including the timing of this provision. The chapter

concluded with presenting the identified themes. The next three chapters (6 -

8) present detailed interpretation of the qualitative data in relationship to the

identified themes that were generated from the interviews.
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Chapter 6

Women's interpretation of the Magpie Trial
6.1 Introduction

This chapter deals with three of the categories detailed in Chapter 5 (Table

5.2): the circumstances around the time of recruitment; women's

understanding of the purpose of Magpie Trial; and their understanding of the

methodological principles of randomised trials. Verbatim text from the

interviews is given throughout (in order to allow the reader to scrutinise my

interpretation of the data) The chapter also includes discussion and

consideration of how the women's experiences compare with those reported

in previously published literature. Each quotation provided is selected for its

ability to represent and support the identified themes. The number of quotes

displayed reflects the huge amount of data the interviews produced. Because

of this and in order to aid reading of these sections, not all quotes that relate

to a particular theme have been presented. However, additional supporting

quotes are reproduced in Appendix 18 (this applies to chapters 7 and 8 also).

6.2 Circumstances around time of recruitment

As previously noted, informed consent to participate in the Magpie Trial was

sought at a time of great anxiety for the women. Women were often

extremely ill and receiving high dependency care. The majority of women

interviewed were recruited while pregnant (n=29) and still a number of

months before their expected delivery date, although women could be, and

were, recruited up to 24 hours after delivery. Fifteen of the women were in

established labour when recruited to the trial, and therefore likely to be

experiencing some degree of pain. Most women giving birth use some form

of pain relief during labour, and four of these women confirmed they received

narcotics. Two women had their labours induced: seven were recruited

shortly before having a caesarean section, three whilst having their condition

stabilised on high dependency unit and two had been admitted for

observation on the antenatal ward. Three women were approached just after
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delivering their baby. Just under half (n=16) of the women who were

interviewed were recruited to the Magpie Trial in the evening or at night time.

As previously discussed, due to the difficulty in detecting pre-eclampsia, and

the fact that most women experience no symptoms until they have severe

disease, there is often no advance warning of the condition. The interviews

confirmed that most (n=25) women had become acutely ill unexpectedly and

in a very short period of time, and so were required to make their decision to

join the trial relatively quickly. Most (n=33) reported consent to participate in

the Magpie Trial was at a time of immense worry and distress for them.

6.2.1 Speed of clinical situation

It became apparent in the interviews that the clinical circumstances around

recruitment had had a considerable effect and were an integral part of the

women's trial experience. Although there were some differences in the views

and experiences of the women, there was much common ground. Many

identified difficulties they faced being approached by the clinicians to discuss

the trial, which they stated were exacerbated by the fast moving and

frightening circumstances they found themselves in. There was evidence of

helplessness in their responses, the women feeling scared for themselves

and their unborn baby, as well as feeling powerless and vulnerable. The

clinical situation undoubtedly contributed to what was already a complex

decision-making process. The women also expressed problems associated

with being unprepared due to the unpredictability of pre-eclampsia:

"They were running around like headless chickens at times, and there were

so many people." [15 NN prob no]

"I had so many people around my bed, I don't really remember. I had all

sorts of people doing all sorts of things. I cannot really remember. I know

there were midwives there. It's not like being asked to join a trial when you

are well is it? You are being asked to join a trial when you could die,

basically. Quite a hard thing, I don't know how you can make it better, but it

is a hard thing to do when you are ill." [09 NN prob yes]
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"I was just taken into a room with my husband and they just said 'we need to

get your blood pressure down'. They didn't have time to explain what was

going to happen, they just put in the catheter and all the needles and I have

never had a baby so you don't know, I thought I had food poisoning at first.

The next minute they did the scan for the baby while I was all wired up and

then they said that 'we should ask your mum and dad to come up' and I said

'no, no, I'll be fine' and then what scared me more was one of the nurses

said 'I think we should telephone her parents' that frightened me a bit. It was

very frightening, in a matter of seconds there were doctors and nurses

around me that was very frightening and while they were doing, you know,

putting needles in me, and so on, ne-one was really talking it was very silent

and I was frightened to ask because you don't want hear the word because

my husband was there and he was upset and you're frightened to say what's

wrong just in case they say the baby hasn't survived that's what is going

through your head, everyone was very silent." [25 AlN def yes]

"As it was someone was attaching you to a monitor, someone was asking

you to do the trial and someone was attaching you to a drip. I think it should

definitely be explained a bit more and I do feel that you don't ask questions

because you have got high blood pressure and everyone is rushing round

you just leave people to get on with the job and I know that I felt, not

intimidated, but you don't want people to get fed up with you if you ask too

many questions, you just want everyone to stay on good terms, you don't

want everyone to think 'oh god here she goes again!' So you keep quiet. If it

had been my second or third I wouldn't have felt like that, I would have just

asked the question." [29 AlN not answered]

"I wasn't in a position to read anything. It was very quick and my main

concern and the nurse's were to get my blood pressure down so I signed for

it." [30 AlN prob yes]

"Yes I signed a consent form. I recall him telling me what it was about but at

the same time I had a paediatrician telling me what the odds of the baby

surviving were, so that took priority." [28 PIN prob yes]
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One woman describes the moment she gave consent:

"It [Magpie Trian was first mentioned when we were actually down in the

delivery suite. The blood pressure had gone really, really high they rushed

me down. You appreciate it's serious but I think you sort of gather that the

way all the clinical staff are running around like headless chickens. When it

happens, something serious happens, the alarms go off, you know so many

people die, you think crikey! It's like when you are signing a form for a

section [caesarean}, you would sign anything at that point. The thing is you

are in a room there are machines all over the place, and you're wired up, we

knew things were not right. So it was a case of just get on with it." [01 AlN

Oef yes]

6.2.2 Unpredictability of pre-eclampsia

The unexpectedness of pre-eclampsia, and having little prior understanding

of the condition appeared to exacerbate this difficult and often frightening

situation for the women. Most women implied their understanding of pre-

eclampsia was poor, a better understanding would have helped, and this in

turn made the decision to join the Magpie Trial even more difficult:

"I do not think you could have made it easier at that time because I was ill. I

only had a few weeks to go. I do not think there is enough about pre-

eclampsia. I mean I had an idea, but pre-eclampsia was not mentioned. If

you give more information on pre-eclampsia that would be useful. Even in

the antenatal classes there were no posters on it." [34 PIN prob no]

"I had regular once a week check-up but my blood pressure was fine, but

then it just went suddenly. It was not a gradual thing it just went. At 32 weeks

it just started to go really quick. I had not a clue what it was about. Just your

blood pressure went high and you got protein in your urine. I had not got a

clue that it was potentially fatal. I did not know any of that. It would have

been nice for someone just to sit down and give me some figures and

explain women die of it. I did not have enough information in that way." [19

PIN def yes]
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The doctor said we will monitor you for a few days and see how it goes, then

about five minutes later she said we need to get the baby out now! We are

going to induce you." [30 AlN prob yes]

6.2.3 Difficult time to be approached:

When asked about their experiences of considering joining the Magpie Trial,

the most frequently raised issue was the timing of information provision. For

most women (n=38), the first time they had heard about the trial was when

they were seriously ill and were being asked to consider joining. Many

women felt they were unable to think clearly and process the trial information;

having to make a decision at a time when they had a life threatening illness,

sometimes exacerbated by labour (n=15), compromised their capacity to

appreciate what they were being told.

Most women would have preferred to know about the trial prior to the point at

which they had to make a decision to join; and felt that had they been asked

earlier they would have had a better appreciation of the purpose of the trial.

Women suggested they would have had better understanding and been more

satisfied with the information if this had been provided antenatally. By having

it in advance they felt they would have more time to consider the implications

and the opportunity to ask questions:

"I remember being asked about it, but I was so much out of it at the time. The

way the midwives and doctors ask women to take part in research. I really

don't think they should ask you when you are in the late stages of labour and

about to give birth. I think you should be asked in the early stages of

pregnancy and given information in case you are asked to do it. So that you

are fully aware of what you are getting into at the time." [30 AlN prob yes]

"Maybe when you are not so poorly mentioning it. At the initial stage when

you go and see the midwife at first, then it would probably stick in your head

a bit more. Like when they do the test for Down's Syndrome maybe that

could be part of when they go through all that with you as well. It may be

good to be told about it at the beginning of the pregnancy rather than you
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giving birth and you are really poorly or you are on drugs so your head is not

quite there. Maybe if they told you early on in the pregnancy 'if this does

happen then we can give you this'." [23 PIN prob yes]

"Possibly in the antenatal clinics it might have been an idea to bring it up. I

don't know whether they do that and I had just missed it and was not aware

of it, but it might have been good to have it in the notes [handheld maternity

case records)." [27 AlN prob yes]

"I think put the leaflets in packages earlier. Maybe at antenatal clinic, if the

leaflets are in the antenatal brochures earlier and you get a chance to read

about it then you can ask the midwife when you go. If you are interested you

could sign up there and then." [34 PIN prob no]

These suggestions are supported by the study of East and Colditz (1996)

who developed a questionnaire to evaluate women's perceptions of their

participation in a research project of fetal oxygen saturation monitoring during

labour. Women stated being told about the trial while in labour was difficult

and they would have preferred to be told about it during their pregnancy.

Smedstrad and Beilby (2000) advise that written information regarding

intrapartum interventions such as epidural anaesthesia should be distributed

in antenatal clinics, so women can read them at leisure. They propose they

should not, however, replace the informed consent discussion, but be an

adjunct to this process.

Observational studies of communication between midwives and women

antenatally (Levy 1999) and during labour (Kirkham 1989: 117) have

highlighted both the importance of giving adequate information and the

misunderstandings that can occur when communication is poor. More

recently there have been steps in some maternity hospitals to provide, as the

above women suggest, all pregnant women with information in the antenatal

period about ongoing in-house research. The Magpie Trial did make

available antenatal information for women, but it appears from what the
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women said that the leaflets may not have been made available to them at all

the participating hospitals, or that the women had forgotten seeing them.

Some women, however, did appreciate the justifiable limitations of the

clinicians in being able to predict which women would become ill with pre-

eclampsia and therefore be eligible for the Magpie Trial. A substantial

number of women interviewed acknowledged the difficulties associated with

the provision of trial information in their particular circumstances and

appreciated that giving information prior to the event was not necessarily a

viable solution. There was an awareness by some women that there can be

no 'best' time to give this information, since earlier provision could have

caused unnecessary worry:

"I don't think there is really, because it can't be like the midwife that you see

for your antenatal things because they are not based in the hospital. It has to

be a midwife based on the delivery suite and you don't really know because

you only go in there when it's actually happening." [01 AlN def yes]

"I don't know what is the way round it. They couldn't approach me when I

was at home and nobody knew I had pre-eclampsia so it is a difficult time to

ask someone if they want to be part of a trial, any sort of a trial." [04 AlN prob

no]

"There is no perfect time to ask someone to take part in this research. No

one knew I was going to get sick, so I could not have been asked earlier.

Maybe I could have been aware that there were certain trials going on when

I was pregnant. Maybe I was, maybe they did give me a list. Maybe there

could have been more information, but then maybe I would not read it

anyway." [31 AlN def yes]

Women also appreciated their own fears of being faced with knowing in

advance what could happen to them in their pregnancy:
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"I don't think there was any alternative for me. I do not think you could have

asked me any earlier. If someone had suggested six or eight weeks earlier

that this was gOing to happen to me, then somebody could have come, I

suppose that would have been lovely, but there was no suggestion that I had

anything wrong. The local midwife I think should have given me a bit of

information about the trial. Yet, I think if someone would have said when I

was two months pregnant this trial is going on I think it would have scared

me. You know, oh my god, those terrible things could go wrong with me." [08

A1Ndef yes]

The Magpie Trial provided posters to be displayed throughout the hospitals.

Most women could not recall seeing the posters; one woman who did, and

evidently read the poster and therefore aware of the Magpie Trial, still did not

fully appreciate she could be eligible:

"Well it was first mentioned when I was actually in the delivery room but

before then I was in the waiting area waiting to go in and I actually spotted a

poster on the wall and read about it and I remember thinking well that

doesn't apply to me, I thought that you couldn't get pre-eclampsia at my

stage of pregnancy, at the end. I assumed it was something that you got at

20-30 weeks pregnant and so I was in the labour room and they had started

me off and I was catheterised and they were taking my blood pressure and

the midwife mentioned to me about the Magpie trial and I did say 'oh I have

just read a poster about it'." [37 PIN def yes]

6.3 Women's understanding of the Magpie Trial

6.3.1 Purpose of the Magpie Trial
The women were directly asked in the interview what they understood to be

the main aim of the Magpie Trial. All the women responded to this question;

however, there was evidence of varying degrees of understanding and recall.

The women's responses as to why the trial was carried out were assessed

against three key points described in the trial information leaflet:
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1. Prevent an eclamptic convulsion

2. Help symptoms of pre-eclampsia

3. Benefit to the baby

Although all three points were considered components of a good

understanding of the purpose of the trial, prevention of an eclamptic

convulsion was the overall main aim and therefore considered the most

important of the three points.

Most women held a combination of views regarding the main purpose of the

Magpie Trial. Fourteen women correctly stated it was to prevent an eclamptic

convulsion; the most common (n=26) understanding of the purpose of the

trial was that it was connected with alleviating the symptoms of pre-

eclampsia. Thirteen women appreciated there could be benefit for their

unborn baby also. Nine women reported the main aim of the trial was to

lower raised blood pressure, which is one of the main symptoms of pre-

eclampsia. However, magnesium sulphate was being used as a prophylactic

anticonvulsant. Although it is used as an antihypertensive in the United

States, there is no evidence from randomised controlled trials to support this;

and it was not used in this way in the UK, for which reason lowering of the

blood pressure was not mentioned in the trial information leaflet. The

following quotes illustrate how some women held a combination of views

regarding the purpose:

"It was trying to find out whether magnesium sulphate does help in pre-

eclampsia, whether it does stop convulsions, before it escalates into

eclampsia, because it can be fatal" [30 AlN prob yes]

"She [the midwife] told me that it will stop you stroking or fitting during and

after labour. That is basically what she said." [06 AlN def yes]

"As far as I remember it was just sort of a brief. It is a trial they are doing to

see if it helps people with pre-eclampsia to stop them from having fits - that

sort of thing." [05 AlN def yes]
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"My understanding was at the time you were trying to find out if magnesium

sulphate would alleviate the symptoms of pre-eclampsia and HELLP

[Haemolysis, Elevated Liver enzymes and Low Platelets]. It would bring my

blood pressure down stop me from having a fit, a seizure". [03 AlN prob yes]

"I thought it was carried out to see if there was a way you could lower the

blood pressure while in labour by testing drugs and using a study group, split

the groups into two. Half would get the drug to lower blood pressure and see

how effective that was through labour." [29 AlN not answered]

However, other women had less of a clear understanding of the trial aims:

"They just told [parlner) they were going to have to give me some drugs to

help me, otherwise I could deteriorate they said." [33 AlN def yes]

"I thought after what I had been through I will take part. To be honest with

you I didn't really know what I was taking part in, I didn't have a full

understanding". [19 PIN def yes]

"If I understood it was about pre-eclampsia then I would have understood it

was about fits, but at the time I didn't". [27 AlN prob yes]

6.3.2 Implications of joining the Magpie Trial

Altruism and personal benefit:

There was considerable consensus among the women that there were

benefits to be gained from joining Magpie. Most women (n=25) mentioned

altruism and wanting to help future women in a similar situation as a key

motive for and benefit to joining:

"It was nice to see, no matter what I was given I had helped in something good

and that makes you feel good and no one can give you that. No one can take

that away from me, I have helped in that and if someone else goes into hospital

now with pre-eclampsia, feeling the way I felt they can be helped. It was from me

joining. Not me on my own, thousands of women in labour but I have helped and

this makes you feel good, it makes you feel good about yourself." [39 AlN prob

yes]
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"Well I appreciate that pre-eclampsia is a serious condition for lots and lots of

women in all different stages of pregnancy and I just thought that if people

volunteered to go on a trial that they could help people in the future so I could just

do a little bit for the community really. I appreciate that if I didn't take the drug

then I am not doing any good at all but if I had taken the drug and it had proved

wonders then at least we are doing a little bit." [07 AlN def yes]

"To be perfectly honest I was more than willing to be involved. If it was going to

prevent another person going through what I was going through with each

pregnancy, I thought it has to be worthwhile, so I was more than happy to go into

the trial." (28 PIN prob yes)

However, it was apparent that only a minority (5) of women identified altruism

exclusively as the reason for taking part. The majority (20), talked about

helping others in conjunction with perceived benefits to themselves and their

future children:

"I just remember thinking it sounded like a good thing to sign up to do and

plus if you can be of any help to people in the future in the same situation

that it wouldn't do me any harm and something I was interested in doing. I

suppose I thought it would stop it getting any worse and if it stops it getting

any worse it would stop it harming the baby in the same way. Obviously, if

my blood pressure was getting higher and the protein was increasing, he

was getting less nourishment and I thought it would help him as well as me,

in that respect." [04 AlN prob no]

"I suppose you live for the moment and the moment was this may help me

and I don't think I pondered on it too much. There was two things there, one

it was going to benefit me two it was actually going to benefit a lot of other

people." [13 AlN def yes]

"I think I purely took part because I had had high blood pressure with first

baby and it was the fact that everyone kept saying it is quite rare to get a

second time, and as severe as you have it this second time. My mum had it

with me, my sister and my brother and I was thinking well it obviously runs in
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the family and it is obviously something that needs looking into. That was

one of the main reasons for taking part in it. I knew that I had my two children

now. I was not having any more. It was not going to help me, but it would

help women in the future, that is why" [19 PIN def yes]

"The fact that if I joined and the research was done then it can only help later

on, suggesting that if I was having a baby and she was a girl it might happen

to her or even my sister. The research would obviously be helpful for them,

for other women too." [06 AlN def yes]

Altruism and personal benefit have been identified by many as the most

frequently given reasons for wanting to take part in a trial (Edwards et al

1998, Baren et al 1999, Welton et al 1999, Ellis et al 2001, Madsen et al

2002, Canvin and Jacoby 2006). Two of these studies (Baren 1999, Canvin

and Jacoby 2006), are particularly applicable to the QUOTE study, as both

explored consent to a drug trial. Baren et al (1999) elicited the opinions of

parents whose children were being seen for minor traumatic injuries in an

emergency department. Parents were surveyed to find out their reaction to a

proposed drug trial for childhood seizures. Sixty-six percent (149/227) of the

parents stated they would give consent for their child's participation. Among

the consenting parents benefit to their child was cited by most (85%). then

benefits to other children (72%), and to further medical knowledge (60%).

Canvin and Jacoby (2006) in their interview study also explored why patients

might and might not take part in epilepsy drug trials. Of the 19 participants

interviewed who had agreed to participate in SANAD, a trial comparing

standard with new drugs for epilepsy none agreed for purely altruistic

reasons alone; personal desire and self-interest were also key to

participating.

Additional monitoring:

Similar to the findings of others (Mattson et al 1985; Welton et al 1999;

Grunfeld et al 2002), receiving increased monitoring and surveillance by

clinical staff as a result of joining the trial was also acknowledged as a
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motivation in many of the women's accounts. Women perceived the

surveillance they received as additional and therefore as ultimately
guaranteeing better care:

"So I thought it cannot do any harm, plus the more people that are doing

checks on you the more, I thought the more I would be kept an eye on I

suppose. I did get more checks. He [obstetrician] said we are really pleased

that you have agreed to go on the Magpie Trial, I remember him saying even

if you did not get magnesium sulphate at least you have been closely

monitored and your condition has been watched." [03 NN prob yes]

"The nice thing about it was that the midwife stopped with us all the time and

that was the thing because as part of the trial the midwife has to stop with

you." [07 NN prob yes]

"I suppose you get a bit of extra care on top which is part of the job, I mean a

bit more care and attention. Yes I think perhaps because I was part of it

[Magpie Tria~ they were perhaps more open about things and willing to talk

to me. Because they needed to gain information for the trial then I got

obviously more regular checks, maybe not more regular checks but a bit

more one to one for being part of it." [06 NN def yes]

Additional information:

It is advocated that potential trial participants will need information about their

diagnosis, the nature of their condition, and the treatments available before

considering entering a trial (Wager et al 1995, WMA 2004, Canvin and

Jacoby 2006, NRES 2008). In the QUOTE Study it appeared from the

women's accounts of the consent procedure that some of the recruiting

clinicians did enter into discussion regarding the diagnosis and treatment of

pre-eclampsia in order to explain the trial. Additional information about their

condition was usually in the form of discussion with the clinicians, but also

from the trialists after recruitment as part of the follow up study. It was

apparent that the supplementary oral information provided them with

additional information on pre-eclampsia that they had not previously known.

Women perceived that had they not been in the Magpie Trial, they would not
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have been provided with this oral information about their condition and that it,

was not part of usual routine care:

"It has given me a lot of information about pre-eclampsia that I would not

have had if I had not have been on the trial." [27 AlN prob yes]

"It was quite informative [being told about Magpie Trial] and it was nice to

understand a little bit more. They were very clear. I think I have certainly

learnt a lot more since the trial and it was certainly helpful talking to you [RS]

on the telephone and that was really in-depth." [13 AlN def yes]

"I think perhaps because I was part of it they were perhaps more open about

things and willing to talk to me. Because they needed to gain information for

the trial then I got obviously more regular checks, maybe not more regular

checks but a bit more one to one for being part of it." [06 AlN def yes]

"I think it has benefited me in the fact that I am more aware of pre-eclampsia

and the symptoms and what it can do to me. I think probably because I have

my circle of friends who know I am involved with the trial and I can talk to

them about pre-eclampsia symptoms. I think the fact that I joined the trial

made me more aware of pre-eclampsia and I think if I had not had that

conversation with the girl [midwife] I would probably have known next to

nothing. So it has made me more aware. I think it has benefited me in the

fact that I am more aware of pre-eclampsia and the symptoms and what it

can do to me." [08 AlN def yes]

6.3.3 Appreciation of possible risks of joining
Potential hazards of magnesium sulphate are related to smooth muscle

relaxation and include respiratory depression, hypotonia and hypotension

(British National Formulary 2008:508). In the USA magnesium sulphate is

also used for tocolysis of preterm labour, although in much higher doses and

for a longer duration than when used for pre-eclampsia. There has been

considerable controversy about whether in utero exposure to magnesium

sulphate, rather than other tocolytic agents, for the prevention of preterm

birth, increases the risk of mortality for the baby (Mittendorf et al 1997).

However magnesium sulphate also has the potential for benefit. For
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example, magnesium sulphate may reduce the risk of eclampsia, and its

complications, such as renal failure, cerebrovascular accident and liver

failure, as well as improve blood pressure control (Selfort and Moise 1992).

These benefits may be reflected in a reduction in preterm delivery, and lower

risk of cerebral haemorrhage and cerebral palsy for the children. The Magpie

Trial was evaluating magnesium sulphate on such outcomes.

The Magpie Trial information leaflet (Appendix 16) stated the following

regarding possible risks to the women:

"Very rarely if too much magnesium sulphate is given it can cause a
temporary muscle weakness, which can lead to breathing problems.

To stop this happening reflexes and breathing rate are checked

regularly. Sometimes there are side effects of magnesium sulphate.

These can include nausea and vomiting, thirst, drowsiness and

confusion, but they all disappear when treatment is stopped." (Magpie

Trial Information Leaflet 1998)

And to the baby:

"Magnesium sulphate may help the woman's kidneys to work better

and may help prevent the baby from being born too early. There is

very little useful research into whether magnesium sulphate really is

the best treatment. Although one study has suggested that it might be

good for women, this was not conclusive and gave little information

about the effects for the baby." (Magpie Trial Information Leaflet 1998)

Women that were recruited antenatally (n=29) were specifically asked in the

interviews about their thoughts regarding the possible risk to their unborn

baby. There was overwhelming consensus among the women that joining the

trial was not associated with any harm or risk to either themselves or their

unborn baby. It was apparent their understanding regarding harm came from

information received from the recruiting clinician by whom they were given

reassurance:
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"I think I asked if there was any risk to children, because obviously I would

not put them at risk, she [midwife] just said 'none'." [34 PIN prob no]

"They told me it was completely safe and there was no harm to the baby or

me and no long-term damage and that's how I felt about it." [16 NN def yes]

"I felt fine about it. I remember being told if I did get the drug it would have no

ill effects on me or the birth or baby. I think I remember seeking those kind of

assurances. But no it did not bother me." [08 NN def yes]

"Well, I wasn't concerned because they settled all my worries down once I

asked them questions anyway - the main question was it is going to harm me

or me kids and they said no - so it was ok." [22 NN def yes]

Some women recalled asking about the possibility of side effects of the trial

treatment. From their description of the information they received, it appeared

to be understandable and reassuring; and for some, it seemed to guarantee

the safety of the trial and make it straightforward to participate:

"I asked her where there any side-effects and she said there was a slight risk

if you did receive the magnesium sulphate that you would be more sickly."

[37 PIN def yes]

"There were not any risks to me but I could suffer nausea. That was the main

thing and I remember saying 'god, I have had nearly eight months of

sickness I don't want any more'. Dizziness I think was one of them as well. I

cannot remember any more. There was a list, but I can only remember them

two." [11 PIN def yes]

"They did explain all what it could do for me. There were very minor side

effects and I agreed straightaway." [17 PIN prob yes]

Some women had just not considered the possibility of harm at all to either

themselves or their child:

"I did not think of it. I did not see what much more harm could have

happened because I was so sick anyway. I was under the impression that it
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was ok, nothing particularly dangerous, it was quite safe. It was a harmless

substance they were giving me, not that it would work or would not, but it

would not do me any harm. They were not giving me poison." [31 AlN def

yes]

"It didn't get discussed and to be perfectly honest I never even thought about

it myself because your mind is elsewhere I never thought about it. Well yes

obviously if it is going through my bloodstream then the baby is going to get

it as well isn't it? But I never thought about it at the time to be quite honest."

[07 AlN prob yes]

Others did worry about potential risks to themselves and their baby. There

was evidence of calculating the level of risk associated with the trial

intervention and pre-eclampsia:

"Then you have to weigh up also if you do fit, then that obviously has an

effect on your baby too. It is kind of how close am I to having a fit? Is that

going to be more damaging to my baby than going on the trial. So it is a

tough one really. I think under the circumstances, the fact that I was likely to

fit was quite real, that probably would have been enough to make me think

that it was worthwhile. At the end of the day, hopefully those chances are

minimal compared with the chance of me fitting. " [09 AlN prob yes]

"As in a risk to me? No it was not explained that there would be a risk, you

could have an adverse effect, but you can with any drug, it is the risk you

take and you take it because you want to. I was under the impression and I

still am that the amount I was given before I had the baby it would not have

got enough into him to have any effect. It could not be proven that there

would not be nothing at all that he would not get any of the drug if it was the

drug. For what he would get, the benefits would far outweigh that. It was like

you take the risk. I asked about the baby, but I think at the time you are not

bothered about yourself. I was only bothered about the baby so I did not ask

about myself." [39 AlN prob yes]

"Because it's not in my mind I think I put to bed that there would be a risk or

at the end of the day if I get the placebo then it's nothing and if it was
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magnesium sulphate then obviously, the research that's happening now, and

I suppose there is always a percentage of things, there could be side effects

in years to come but I suppose you live for the moment and the moment was

this may help me and I don't think I pondered on it too much. There was two

things there, one it was going to benefit me two it was actually going to

benefit a lot of other people. I think it's fair to say if they had said we don't

know how this is going to affect your baby at all there could be serious

consequences then I wouldn't. But I can't ever recall being told that or having

that understanding so in my own mind I thought it's minimum risk to myself

now and in the future. It's something I'm going to do for now, that was the

situation at the time." [13 AlN def yes]

It was evident some women felt their life was at risk and joining the Magpie

Trial was their only hope of recovery:

"I think they had decided that I was by that stage so ill I needed it. Or it was a

case of obviously they did not know whether I would get it or not, but they

thought let's try it. A case of trying anything because they were trying to get

me stabilised before I could go for surgery. I think the doctor was very

concerned so he said he thought it would be a good idea, and obviously you

have got to trust your doctor which I did, I thought he was very good. I think if

they said to me 'you are in a life or death situation we have run out of ideas.'

I seem to think they had done everything they could with me and the only

thing was the magnesium sulphate and deliver the baby. I think you are at

that stage and they say to you 'the benefits far outweigh the risks'. "[03 AlN

prob yes]

"Apart from it might help the blood pressure in some respects but at the time

really apart from the conventional way of dealing with it I don't think they had

much option." [26 PIN def yes]

"All I thought at the time was from what the doctors were saying to me and

what the paediatrician was saying about the baby, I felt like I had all the odds

stacked against me anyway and I did not have anything to lose by going into

a trial. If it was going to help me, if there was anything that was going to help
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me it was worth trying. So I was more than happy to go into the trial." [28 PIN
prob yes]

For some, the possible detrimental effects for the baby were secondary to

their own survival; including one woman who was aware that there was little

hope for their baby's survival:

"We knew the baby was small and to be honest we did not think there was

much hope for the baby being small, they had given us an idea and we knew

the lungs would not be developed and what have you. But then again it did

not say that there was any harmful effect, just that nothing was known." [32

AlN not sure]

"But then at the time, you think well we could both die, your focus is on living

as opposed to if there is a minor chance that it could have some effect on the

child." [09 AlN prob yes]

Some women had actively discussed the issue of their own survival and that

of their child's:

"I have the view that, and I used to say to my husband, if my health is at risk

I come first and if it was going to that I already have a daughter at home and

to us my health was more important. It sounds awful doesn't it - very cold but

to me if it was going to prevent me from being ill what use is another two

babies and no mother? I always had that view that if it was going to be either

me, or the babies it was going to be me that was saved." [37 PIN def yes]

In summary, several issues emerge here about the women's knowledge of

risk. First, many knew nothing about risks and made no assumptions about

them. Second, many more believed no risks were present. Some seemed to

have assumed this, but the majority said that this was what they had been

told. Third, relatively few recognised the possibility of unknown risk, and it

was not clear whether they had been informed of this possibility. It is possible

the women may have translated the statement in the trial information leaflet

reporting that one trial suggested that magnesium sulphate might be good for

133



women (but gave little information regarding the effects on the baby) as

meaning 'no risk'. The perception of risk to some extent is situational and

therefore complicated for those participating in the Magpie Trial. Most of the

women were experiencing severe pre-eclampsia, and the Magpie Trial may

have been viewed as their final hope of worthwhile treatment.

6.3.4 Mixing clinical care with the Magpie Trial

The women were recruited at a time when they were likely to be having

intensive monitoring: restriction of oral fluids, blood pressure checked every

15-30 minutes, tendon reflexes checked hourly, and the urine measured

hourly, insertion of urinary catheter and intravenous infusion. Care that was

connected exclusively to the Magpie Trial was an extra intravenous line and

frequent discreet observation of the respiratory rate. However, many of the

women appeared to have difficulty separating aspects of the Magpie Trial

with that of standard care:

"I had to have the catheter in for the trial and that wasn't very nice at all and

the drip wasn't nice either but because I couldn't move around anyway

because I was wired up to monitors then the drip wasn't much of a problem. I

don't know if the catheter was there because of the trial. I would have said

no because the catheter was horrible I have never had a catheter in before

but I know people who have and it was just horrible and you couldn't drink or

anything and I was dying for a drink. I couldn't have a cup of tea because

they were monitoring me." [29 AlN not answered]

"The only thing, I don't know whether, you know you weren't allowed to drink,

you were only allowed a certain amount each hour." [23 PIN def yes]

"They came to me every half hour and gave me a small egg cup it seemed of

water. I cannot remember whether it was before or after and I remember

thinking I wonder if this is for the Magpie Trial? Or because of my condition. I

remember thinking I wonder why they are doing this? I wonder if it is to do

with the Magpie. I remember they were measuring my intake and my out-

take." [03 AlN prob yes]
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"They explained it was just a drip and never said it was two drips. So I

couldn't move off the bed. I couldn't go the toilet so I had to have a catheter

on and I felt as if I couldn't move. Other than that the only thing was the next

day it had to be on for 24 hours. I couldn't actually move from the bed until

24 hours after. I wanted to get back on the ward and walk about." [15 AJN
prob no]

Sometime intensive monitoring meant being too ill to care for the baby:

"They said then I would be checked over the next 24-hours and stay on a

machine, sort of thing. That was probably the only one regret that I have, that

being my first and not knowing I let them take him off me for the first night.

He just went up to the ward and when I went up the next day he was

jaundiced with being three weeks early, and ended up on a 'Billy blanket' and

so I didn't really get to bond with him as quickly as I probably would have

done. That's the only thing I regret about it I wouldn't let them take the baby

away again." [12AJN defyes]

"I remember thinking. Weill have not been told this! I did not realise that she

would be taken away and I would go into another room in the high

dependency unit and I did not expect that. "[06 AJNdef yes]

6.4 Women's understanding of methodological principles of

randomised trials

6.4.1 Random allocation

Almost all the women were aware of at least one concept relating to random

allocation, although their explanations often suggested an unclear

understanding. The responses implied that the concept of randomisation was

not discussed in any great detail by the recruiting clinician. Most women

described random allocation as meaning that their clinician or hospital did not

know which treatment they would get:

"I don't honestly know, it's just random isn't it? Basically they just pick, some

they do, some they don't, so some get one, and some don't" [18 AJNdef yes]
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I have no idea, but my opinion is, well what I assume happened is that the

hospital get given a whole load of whatever it is and that the hospital should

not know what it is and they just pick one and give it to you, and that they

have no idea of what they are giving you or not giving you and I assume that

is what happened." [09 AlN prob yes]

For those women that had a clearer understanding of randomisation terms

used were 'pick out of a hat', ' the next box of the pile' (referring to the

Magpie Trial treatment packs), 'a 50-50 chance':

"It [randomisation] did not necessarily mean that the next person would be

given the real one. I understood it was just like pick out of a hat. Some

women on the drug and some women not on the drug." [39 AlN prob yes]

"I think it was just get the next box off the pile and that was it. I took it that

you [clinicians] put your hand in a box and it was what came out. I did not

know whether, and I would take it that everything is blind because they

cannot say get the box of placebo or magnesium sulphate. I just thought

every package was the same and they [clinicians] did not know either, they

were not thinking this person's blood pressure is higher, I did not take it to be

that." [14 AlN def yes]

"My understanding was that it wasn't chosen, my understanding was that

they were kept in the fridge in a big pot marked 'Magpie Trial' [and]

depending on which one they took it was either the placebo or the

magnesium sulphate." [13 AlN def yes]

One woman understood from information given by the staff that the trial

treatment was allocated consecutively:

"I think it was the nurse in the delivery suite not the sister who put it to me

initially. It must have been after I had the reaction when they started and she

just made a passing comment that 'well we know you have got it and next

door hasn't' Because the woman in the next delivery suite to me, she must of

had A and I had B or vice versa. So with me having the reaction she said:

"we can presume she had the saline." [40 AlN prob no]
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Two women considered the term 'randomisation' not as a method by which

study participants are allocated to receive one of two (or more) treatments,

but as meaning that they themselves as individuals would be selected at

'random' by the clinicians to participate in the trial:

"I think they said the mums would be randomly selected, I'm not sure really, I

can't really remember if they [clinicians] said not everyone who has high

blood pressure was being monitored. I think it means a selection of people it

doesn't matter, not an ethnic group, just a random selection of people, no

age limit, that's what I think it is." [29 AJNnot answered]

Women were asked how acceptable randomisation was within the confines

of a trial:

"Not so bad I suppose. Everybody was in the same position." [06 AlN def

yes]

"I think it should be random. If it was the other way around then I do not think

the trial should have existed. People would just say 'give me the drug!' No if

you don't know, to get the best result from the study you have got to

randomise it. You cannot say everyone with the highest blood pressure and

protein in their urine etc would get the drug and anyone who is a bit less,

because then obviously your figures would not tally." [14 AJNdef yes]

Others, however, were less convinced about its benefits:

"It made me worried then because I thought 'oh no maybe I will need the

magnesium sulphate'. I know I asked the nurse well if you think magnesium

sulphate will help, can you not give it to me anyway?' I asked that because I

thought what happens if I am getting the blank one and I should be getting

magnesium sulphate and she explained to me that is how they did it." [03

AJN prob yes]
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6.4.2 Equipoise

The concept of equipoise, as previously discussed (Chapter 2:56), was

important to explore with the women, as randomised controlled trials should

only be carried out when the effects of an intervention are unclear. The

accounts provided by most of the women suggested that they understood

that the aim of the trial was to assess the value of magnesium sulphate in

preventing eclampsia; but little mention was made of the concept of

equipoise when they described the trial. Their descriptions regarding

understanding of the concept of equipoise suggested that some women

perceived that their clinician was not actually in clinical equipoise regarding

the benefits of magnesium sulphate.

Several women indicated that clinicians already had a strong preference for

magnesium sulphate as a drug that would prevent them from convulsing.

This is not surprising, given already available evidence that it did (the main

objective of the Magpie Trial was to assess whether any benefit was overall

and worthwhile). Based on the interviews, however, it seems that clinicians

did not discuss equipoise either in the general sense (Le. the uncertainty

amongst experts in the field) or in terms of personal equipoise (Le. that they

themselves were in equipoise regarding the effectiveness of the trial

treatment). In fact the women's accounts suggest that many clinicians had

clear treatment preferences, in favour of magnesium sulphate. Moreover the

women, believing the Magpie Trial offered them the best treatment as

promoted by the clinicians, were influenced more positively to join the trial.

The women appeared reassured about the trial, talking about the fact that the

clinicians were experts in pre-eclampsia; and therefore they gave their trust

to the clinicians' clinical ability to advise them:

"Well obviously it was not put over to me that it was only of benefit, because I

could have had the placebo, but basically it was kind of put over to me that

the magnesium sulphate, if I did have the magnesium sulphate then in their

opinion that would be of benefit. What actually struck me at the time was if it

is of benefit why are they not giving it me anyway. " [09 NN prob yes]
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"I suppose when you are in a profession that you know a lot about you have

a good idea that something probably is [beneficia~. I get the impression that

you have an idea, obviously you have an idea because that is why you do

the trial. I think they all had an idea and that they wanted it [magnesium

sulphate] to work, and that they thought it did and obviously doctors want the

best for the patients, don't they?" [03 AJNprob yes]

It was evident that clinicians discussed with the women the use of

magnesium sulphate in other parts of the world, thus giving further

reassurance of its safety and benefit:

"He came in to me on the HDU and he basically said you do realise you have

had pre-eclampsia and then he was talking to the midwife so he was talking

to both of us at the same time and he was saying it is not too late to do this

study and has she been told about the Magpie Trial? I said no I have not

been told about the Magpie Trial, what exactly is it? He was saying that he

had worked in Africa, in every other country bar this one they give

magnesium sulphate to pre-eclamptic women and for some reason this

country will not believe that it does help to stop pre-eclampsia so if you

would not mind would you take part in the trial or words to that effect. I

cannot remember everything, but words to that effect." [11 PIN def yes]

"I didn't feel that it was any danger, the drug, because it was obviously being

used routinely in America anyway and in my experience to get anything past

the FDA [Food and Drug Agency] they can be far stricter than we are over

here so I didn't feel a total guinea pig for a drug that was completely new on

the market and you were completely going into the unknown there was a

security there that it had been used before in a developed country so there

was that security side to it. That was obviously reassuring going into it and

whether if you hadn't have had that I wouldn't have done it I don't know

really. But that was definitely was a pull I was confident that there was going

to be no surprises if you like." [37 PIN def yes]

"At the time of joining, when it was explained to me, when the midwife

explained to me it was explained in a way, that if I was given the correct drug

and not the placebo, it would stabilise me. I understood the benefits to the
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baby, if I was given the right drug it would bring my blood pressure down so

it would have to help the baby." [39 AlN prob yes]

6.4.3 Use of a placebo

All women apart from two understood that they were either administered an

active drug or a placebo as part of the Magpie Trial. One woman had no

recollection of joining the trial at the time; in fact, she was informed some

days later that her husband had agreed to the Magpie Trial on her behalf. It is

likely that this woman had imminent eclampsia and that her husband had

understood she would receive a drug to help:

"They [clinicians] just said she is extremely ill, she needs it for life. So it

scared him. [husband] did not know what he was Signing for, he just knew he

had to sign for this medication." [33 AlN def yes]

Another woman had no recollection she had joined a research trial, she

assumed she had consented to a treatment:

"To be honest with you I didn't understand it was research, it was quick, and

it wasn't lets think about it. I didn't realise it was research until Rebecca

came out to see myself and the baby I didn't realise it was research until

then. I didn't realise that at all because I was under the impression that I did

have that drug, when I signed the form I assumed I was signing for that

drug." [25 AlN prob yes]

When describing the comparison arm of the trial the women often used the

word 'placebo', which was how the inactive treatment was described in the

Magpie Trial information leaflet. Other terms used by the women were: "a

harmless solution", "a dummy", "the blank one" (refereeing to the treatment

pack), "water injection", "saline", or not the drug". To describe the active

treatment the women often used the correct name for the drug, (magnesium

sulphate), as named in the trial information leaflet. Other terms used by the

women were: "the actual thing", "the real one", "the correct drug", and "the

real stuff'. It was evident from the women's descriptions of events they were
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quoting back terms used by the clinicians to describe the trial; and that their

vocabulary was informed by the way the clinicians chose to phrase how the

trial was designed:

"She [midwife] just told me I would get the magnesium sulphate or I could get

like water, a harmless solution, I didn't know what you would call it." [03 AlN

prob yes]

"They [clinicians] said they would either inject a certain drug or rm could be

water." [23 PIN def yes]

"If I remember rightly, I was on the labour ward and the lady [clinician] came

in and asked, and told me about the Magpie Trial. She said it was about the

real stuff and the placebo and would I take part in it" [18 AlN def yes]

"She [the midwife] told me that it was a case of during like the labour either

the placebo or magnesium sulphate, one or the other, they don't know what

it is, so it may control your blood pressure. She said you might have the

placebo or you might not." [06 AlN def yes]

"They said that it was to do with being put on a drip and some people would

get something to lower the blood pressure and some people would just get

water and they wouldn't know which was which and they put me on a drip."

[29 AlN not answered]

Some of the women recalled what the probability was of being randomised

either magnesium sulphate or placebo:

"I understood that I had a 50:50 chance of having one or the other." [04 AlN

prob no]

"Half got the drug half did not get the drug." [31 AlN def yes]

"I just thought I have a one in two chance so it was a good chance and felt

ok about that actually." [16 AlN def yes]
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The women were asked how they felt knowing there was a possibility they

might receive a placebo. Most had no concerns:

"They also explained that I might not get the drug it could be something

completely different and they explained to me why they don't know which is

the drug and which isn't. I mean I was a bit apprehensive but they explained

to me you could get water or... it would be nothing to harm you or the baby

so that put my mind at rest it was just when she said it might not be the drug

I thought well what are they giving me? I was more concerned about the

baby but they were really understanding." [36 AlN def yes]

"I knew that it would only be saline anyway, so if I got it, it wouldn't harm me
anyway." [40 AlN prob no]

"It made me worried then because, I thought, oh no, maybe I will need the

magnesium sulphate. I know I asked the nurse well if you think magnesium

sulphate will help can you not give it to me anyway. I asked that because I

thought what happens if I am getting the blank one and I should be getting

magnesium sulphate and she explained to me that is how they did it." [03

AlN prob yes]

For others the implications of being randomised placebo were negative. For

example, women expressed concern about what the solution was made of

and how their body would react to it:

"The only thing I was worried about was the placebo. I mean what was it? I

did have to ask and would that harm if you know what I mean. I was

reassured it wouldn't. I cannot remember what it was now". [06 AJN def yes]

"I did worry about whether I did have the placebo, how long would it take you

to realise that I had, and would that have an affect on me?" [32 AlN not sure]

One woman described her situation following the birth of her baby and the

impact on her of possibly being randomised to placebo:

"The doctor who came said you can tell she is on the placebo, I felt gutted

really, she was looking at something or other. I don't know whether it was my
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blood pressure reading or not or some other reading, because I had so many

different readings. But I just remember her coming along, having a look and

saying she is obviously on the placebo or otherwise this would be

somewhere or that would be somewhere, some figure would be different,

and that was all I remember about that really. I did find that intensely irritating

really, because I had this extra, I had so many tubes in me and I was in the

high dependency unit and I had, they were trying to get me to feed my baby

and I had all these flaming tubes coming out of everywhere getting all

entangled and she [the baby] was trying to pull them out, and I had this extra

one for the trial. At that time I kind of felt if the doctor knows I am on a

placebo what is the point of having a placebo if the doctor knows. What is

the point basically, that is how I felt" [09 NN prob yes]

In exploring this further in the interviews, it became apparent that some of the

women appreciated, at least in part, how the trial was designed: that in the

event of them subsequently having an eclamptic convulsion whilst on the trial

treatment (whether active or placebo), the trial protocol dictated they should

be given magnesium sulphate (Le. emergency care was to give a bolus of

magnesium sulphate immediately to control the convulsion). This emergency

treatment was not actually described in the trial information leaflet given to

the women, but clinicians were provided with instructions in the Magpie Trial

protocol, should the situation occur. Thus, women's understanding of this

aspect of the trial came from the oral information given to them by the

recruiting clinician. This understanding resulted in women being reassured

about the safety of the trial and may even have been key to them joining. The

women talked about the fact that being randomised to placebo would not

disadvantage them in any way, since had they had an eclamptic fit they

would have been administered magnesium sulphate:

"I think also the fact that they were going to give you [magnesium sulphate] if

you had a fit, even if you were on the placebo. You've nothing to lose really

did you by going on the trial? Because: a) if you didn't have a fit then great b)

if you did have a fit then you were going to get magnesium sulphate
anyway." [37 PIN def yes]
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"I was not worried about [convulsing] because I was told the study would be

stopped and I would be given magnesium sulphate straight away, to give it to

you when you start convulsing and it was the study that was actually giving it

as a treatment. I did not feel I was put in any danger." [27 AlN prob yes]

"I felt that if anything did start going wrong, if I did start fitting then if it was a

placebo they would have used magnesium sulphate anyway. So I did not

think there was any greater risk in taking part in it to not taking part in it." [01

AlN def yes]

However, the women only described this scenario when contemplating the

possibility of being randomised to placebo. None of them appeared to

appreciate the difficulty they could have been in had they been randomised

magnesium sulphate and then been 'over treated' with magnesium sulphate

(risking toxicity) to control a convulsion.

6.4.4 Treatment blinding

Many women, especially when talking about the trial being placebo

controlled, made explicit reference to the use of blinding, both of themselves

and clinicians and why this method is necessary in such a trial:

"I understand that there was a lot of women taking part and half would be

given magnesium sulphate injections and half would be given another

injection and nobody, not even the doctors knew which one they were given,

so to enhance the trial nobody knew what they were given" [30 AlN prob yes]

"Well they have got to be in the same position as the patient haven't they? If

they knew that it was just the saline, then they would be treating you

differently than if it was the magnesium sulphate, so it is best that they don't

know that they just say it's one or other and then it makes it fairer" [05 AlN

def yes]

"She [doctor] said that there were two types of bottles which we could get,

saline, and whatever the other test was. We would not know what we were

getting and the midwife who was giving it would not know" [34 PIN prob no]
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"Yes, I suppose if people do know what they are on, it might affect how they

behave or their thoughts. Stress, things like that might come into it. You have

not got something to control so you have got to be in exactly the same

situation as someone who had got magnesium sulphate, and if you did know

what you were on, it might affect. Probably stress thing is the worry, or you

might be treated differently by the staff. They might monitor you more or

something like that, so it's not a proper trial or evaluation, they are not equal"

[01 AlN def yes]

Difficulties associated with blinding, especially when using a drug that has

obvious known side effects were also recognised. The women indicated in

the interviews that clinicians could figure out and even intentionally try to

guess what the treatment allocation was:

"[The midwife] did actually say that although we're not supposed to know I

will know from how you react whether you have received the magnesium

sulphate, but that was just her comment, from her experience" [37 PIN def

yes]

"I vaguely remember the doctor saying when we were there and it was

uncomfortable going in, I just remember the doctor saying 'well I think you

have got the drug'. I remember thinking, I don't think you are supposed to tell

me that" [19 PIN def yes]

"I remember them saying it is supposed to be a blind trial, however, they felt

that they could tell the difference between the liquids going in, that was what

was said at the time. But they did not say 'oh you have received a placebo or

something like that'" [14 AlN def yes]

"Somebody was asking if Iwas getting any sensation and I told them what it

was. I remember them writing that on a form, I was convinced I had it, I felt

like and they were thinking she must have had it. I was getting strong

signals, it was obvious the staff knew" [31 AlN def yes]
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6.4.5 Thoughts on treatment allocation

When the women were asked to guess, as part of the interview, what trial

treatment they thought they had been allocated to, just over a quarter (11/40)

said they did not know. Twenty-two (55%) were correct about their treatment

allocation, of whom 17 had been randomised magnesium sulphate:

Randomised magnesium Randomised placebo
sulphate
(n = 22) (n = 18)

Guessed magnesium 17 5
sulphate

Guessed placebo 2 5

No idea 3 8

Table 6.1 Thoughts on treatment allocation

Some women expressed a clear treatment preference at the time of

recruitment, the most wanting magnesium sulphate, because they believed it

to be the most effective treatment:

"It must have been after I had the reaction when they started and she

[midwife] just made a passing comment that "well we know you have got it

[magnesium sulphate] and [woman] next door hasn't. So with me having the

reaction she said we can presume she had the saline. I think it just stopped

the curiosity of thinking whether I actually had it or not. So at least I know I

have had it, at least I've got it so it is lessening the risks to the baby. I was

getting an extra treatment that the woman in the next room wasn't getting"

[40 AlN prob no]

"As soon as they put the drug in - I felt a pain in my arm, like a numbing pain

and it was like shooting pain in my arm and it felt numb at the time. It was

painful but it was only short pain. I understood that I did have it now, but I

had an idea that I did. I'm glad actually. I think it made my pregnancy easier."

[16 AlN def yes]
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When asked to consider how she would feel if randomised a placebo one of

the women said:

"I suppose it would make me feel disappointed in a way. Because, I would

want to prove that magnesium sulphate is of a benefit. I would think, oh what

a shame. I don't mean it does not work just because it did not help me, but I

feel so much like it did, I kind of want it to because I can say great it does

work. I would be disappointed. I do intend to write and find out because I

would be really interested to find out. I would be disappointed, I really would"

[03 AlN prob yes]

Another held similar views:

"I would be fuming. I have got the details to send for but I have not done it

yet. I would be fuming. My baby is fine and I am fine, do you know what I am

saying. I think my blood pressure took a while, so I believe in a way that I did

not get it, because my blood pressure was too high. I came off the Magpie

Trial at 11.00pm that night because I had had enough of being downstairs

[delivery suite]. Not enough of the trial, I just wanted to be back upstairs and

calm. It is a" rushing around when you are in delivery suite. I would be like

they could have given me the real one, why have they given me that? But

then you have to do the trial and I understand someone has to do that, so it

might as we" be me" [39 AlN prob yes]

Other women described how they felt when considering they might have

been randomised the placebo:

"I do remember somebody saying that they thought I had it [placebo], which

was not very nice to hear but then again I don't know whether they did know

if I had it or not. I don't know really. They said that I had the placebo,

because my blood pressure was not stabilising and I did not really know

what was going on, but I remember hearing that. I wanted to shout out and I

could not, you know to try and find out what was going on" [32 AlN not sure]

"I think they thought I did not get it [magnesium sulphate] I can remember

him [doctor] saying that. I think I would prefer that I did [have magnesium
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sulphate], I think I was disappointed, I think that. Just another kind of
precautionI suppose"[10AlN probno]

6.5 Conclusion

All of the women seemed able to recall the words used to describe Magpie

and/or to understand at least some of the methodological principles

underlying the trial design. Most of the women appreciated that randomised

controlled trials involve the uncertainty principle, assign treatment allocation

randomly, can involve blinding, and can be placebo controlled. The level and

extent of knowledge varied between women, reflecting their particular

experience and prior knowledge. The data presented in this chapter provide

some insight into the women's experiences and understanding of the Magpie

Trial. In interpreting their experiences it is important to appreciate their

circumstances at the time. The main difficulties the women identified were

related to the emergency situation they were in and the timing of the

approach. They felt it was a confused and complicated time, leaving them not

able to think clearly, yet requiring them to make important decisions in a

relatively short space of time. In view of the difficulties around the time of

recruitment, women's understanding of the Magpie Trial and their grasp of

the methodology and study design was remarkably sophisticated.
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Chapter 7

Women's views regarding the decision-making process
7.1 Introduction

This chapter presents the themes related to the process of decision-making.

The decision-making process was a focal point of the interview schedule.

Women were asked about several aspects of the decision, such as how

difficult or easy the decision was to make, what considerations had to be

made; for example their circumstances at the time, who was with them and

what involvement these people played, including the recruiting clinician.

Women were asked about the timing of approach and how quickly their

decision was made, and whether advice was sought at the time of agreeing.

Their views about the quality of the information received were also explored.

7.2. Making the decision

As with many emergency situations where treatment is needed urgently,

women eligible for the Magpie Trial were required to make their decision to

join in a very short space of time. Prolonged discussion could have meant

delay to the start of treatment to the point where treatment became futile. For

many women they had no prior knowledge of the trial and the short window

of opportunity for a possible recruitment was problematic for some:

Speed of decision-making:

"If I had been under different circumstances, I probably would have thought it

through, but at the time you felt like you needed to make a fairly quick

decision. I felt like time was not on my side. I think I made it within five or ten

minutes. I did not think about it that much. " [09 AlN prob yes]

"I did feel I was rushed then into making a decision about the trial, I had to

consent, and I had all these forms shoved into me and I was not really sure

what I was signing at the time." [32 AlN not sure]
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"There was just a lot of commotion going on in the background. There was a

lot of rushing around and 'we need to do this, we need to do that, she needs

this injection', this drip gOing up, and then baby's cord was wrapped around

his neck, so there was a lot of 'we need to get the baby out'. I was practically

unconscious, but each time I opened my eyes there would be loads of

people rushing around and getting things ready, so at the time it was just a

quick decision and that was it, I did not think about it." [30 AlN prob yes]

However, for others their situations were different, and they described a

much more relaxed and calmer situation. It appeared from their interviews

that the decision to participate in Magpie was relatively easy and

uncomplicated. This finding concurs with that of Snowdon and colleagues

(2005), who interviewed 78 parents' to explore their pace of decision-making

for one or more perinatal trials. The parents in Snowdon'S study did not view

their decision to enrol their unborn or newly born baby into a clinical trial as

instantly problematic. Nor did some of the women in this study:

"She came and talked briefly to us about it and gave us some leaflets and

then walked away and came back later. I said 'Yes'. It was quite a casual

decision in a way. We didn't really agonise over it, as it seemed a sensible

decision to be part of. It was quite an easy decision to make." [04 AlN prob

no]

"When the midwife first mentioned it she gave us the leaflet to read and

discuss and then she left us alone to talk about it ourselves and then she

came back to see whether we wanted to take part. I can't remember sort of

how long it was but I didn't feel pressurised in anyway. No, but even to

participate to be fair, there was no pressure to sign up they did say it's

completely up to you." [37 PIN def yes]

"In my own mind it was a very quick decision to make. It's fair to say they

sold it to me or not sold it to me they told me about it. In my mind I had

weighed up the pros and cons and decided yes, in probably minutes. Yes,

I'm sure they left me alone and came back to me they didn't just say make

the decision there and then. I must have read stuff about it and then they

came back and I had no issues so, yes." [13 AlN def yes]
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Questions on the interview schedule, however, contained an assumption that

all women were in fact making conscious decisions. It was apparent that

although they did understand they had taken part in a trial, they nevertheless

seemed to have given only little thought or consideration to the decision to

participate:

"It was breeze really it didn't upset me and I didn't panic about it. I was more

then willing to do the Magpie trial. It didn't bother me at all. I am quite

interested in it anyway. It was quite informative and it was nice to understand

a little bit more. They were very clear and I had no objections at all." [13 AJN

def yes]

"As far as I remember it was just like 'yeah whatever' sort of thing. I Knew

what they were doing. I did not think at the time to ask if there were any side

effects, is there this is there that? I just thought I will take part in it. I don't

think I thought about it too in depth. It was not like 'oh well?' At the time it

was like 'oh yeah I'll do that'. There was no major discussion of the in's and

out's. Although we gave it thought it was not an in-depth discussion and what

if, it was just we will take part." [09 AJN prob yes]

"I did not really think about it, they could have asked me anything at the time

and I would probably have said 'yes'." [30 AJN prob yes]

"I cannot remember much about it, she was nice and did not put me under

any pressure. I just said 'yes'" [31 AJN def yes]

Furthermore no one said the decision to participate in the Magpie Trial was

"very difficult", only few gave it a "great deal of thought" and only two gave

"serious thought of refusing". For most (n=34) their responses suggested

their joining seemed straightforward in that they understood their involvement

in the trial was reversible and that if, for whatever reason, they reconsidered

it they were able to withdraw:

"She did, yes, she said because I went for an epidural as well. She said "if

you wanted to come out there is no problem," she said, "if you have got a lot

on your mind or you have got other things to think about you can opt out no
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problem". She was a very nice lass and she made everything perfectly
clear." [07 AlN prob yes]

"They basically said if I remember correctly that an extra drip, but if at any

point you feel you do not want to continue you can ask for it to be stopped.

So I basically thought 'what have I got to lose', not in the best possible

circumstances here anyway. I might as well go for it." [09 AlN prob yes]

"I knew it was a drip which you had for about 24 hours, any side effects, or it

was not suiting me for any reason, I could come off. That is it really." [17 PIN

prob yes]

7.3 Difficulty with asking questions

Asking questions at the time of recruitment appeared problematic for many of

the women. In the main this related to the difficulty of their situation.

Comments suggest the women were unclear or unaware of what was

happening, or felt too sick and frightened to be concerned with what was

happening. In some ways this is not unexpected given the stressful and

unfamiliar circumstances for the women in which information about the trial

was being offered:

"In a matter of seconds there were doctors and nurses around me that was

very frightening and while they were doing, you know, putting needles in me,

and so on no-one was really talking it was very silent and I was frightened to

ask because you don't want hear the word, because my husband was there

and he was upset, and you're frightened to say 'what's wrong?' just in case

they say the 'baby hasn't survived' that's what is going through your head,

everyone was very silent and just coming in and out, because I thought

something is wrong really wrong and I didn't want to ask that question

because I didn't want the answer but I was quite calm but it was just not

knowing." [25 AlN def yes]

"No, well it has only been afterwards that I wanted to ask questions, but at

the time I don't think. Maybe if it was not such a traumatic situation. Maybe if

I was just sitting on the ward and somebody came along and said 'Would

you consider going into a trial?' I might have thought more of it and asked
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more, but no it was the circumstances for me. There were just so many

people in that room, doctors, midwives, anaesthetists, theatre tech, just

loads of people in the room and I could not think straight. I didn't feel up to

asking any questions to be honest with you. I was already trying to process

too much information and I listened, I took on board what they said. I don't

know whether I fully understood at that point, but I cannot even remember

being able to think straight to ask any questions. All I said was yes, no, yes,

no, where do you want me to sign?" [28 PIN prob yes]

"I think because you are in the middle of labour and you have got high blood

pressure. I think I probably could of but because my contractions were really

painful and shortly after I said yes I was given diamorphine so I was sleeping

and waking up and I didn't ask anything. I didn't even know what pre-

eclampsia was. I would have liked to have known even when I was in labour

and too out of it. They could have asked my partner or my mum because

afterwards I had loads of questions and I asked my partner and he said 'I

never asked' I said 'well we should of' especially with your first baby

everything is so new and you don't want to ask I think you feel that your

putting people out and you should just let them get on with what they're

doing but when it's your second or third you want to know everything but with

your first you are a bit timid and in awe of everything that's going on. I do feel

that you don't ask questions because you have got high blood pressure and

everyone is rushing round you just leave people to get on with the job and I

know that I felt not intimated but you don't want people to get fed up with you

if you ask too many questions you just want everyone to stay on good terms

you don't want everyone to think 'oh god here she goes again!' So you keep

quiet." [29 AlN not answered]

"Whoever it was doing it did say to me 'ask any questions you want to ask,

any information we are prepared to tell you'. I just did not because I had

enough going on and I thought 'oh god I'm not going to ask any questions

just give me the information and I will decide." [27 AlN prob yes]

For those women who did ask questions, it was apparent that what they

required was reassurance regarding the potential harm associated with
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magnesium sulphate to their unborn baby and that such reassurances were

readily available from staff:

"He [partner] just asked if it would harm me, and then when they said no he

was fine, Yeah, just would it harm me or like the kids, but they said no. I

wasn't concerned because they settled all my worries down once I asked

them questions anyway, the main question was it is going to harm me or me

kids and they said no - so it was ok." [22 AlN def yes]

"I think I asked if there was any risk to children, because obviously I would

not put them at risk, she just said none." [34 PIN prob no]

"There wasn't really a lot I could ask apart from the usual was there any side

affects? Is it going to harm me or the baby? There wasn't." [26 PIN prob yes]

"Well it was first mentioned when I was actually in the delivery room. I asked

her 'Were there any side-effects?' and she said 'there was a slight risk if you

did receive the magnesium sulphate that you would be more sickly' that was

it." [37 PIN def yes]

Others did not ask any questions as they felt they had adequate information:

"At the time we should of asked more questions, but I didn't give it a second

thought. It was just yes." [40 AlN def no]

"I probably did not, I probably thought at the time it was ok, I have got

enough information." [31 AlN def yes]

"I don't think I did because we found the leaflets we had been given had

everything in" [32 AlN not sure]

Those women who did not ask any questions at the time of their

randomisation to Magpie were asked to consider what they would have

asked, had they thought of doing so then. Their questions paralleled very
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closely to those of women who did ask questions and related largely to

potential harm to their child and to themselves:

"I would probably have asked more about the long-term if there were any

side-effects? the long-term side effects for me or for baby? but at the time I

did not really think at all about asking about that. I just got on with it. I

probably would have asked more about the, obviously the doctor should not

have given me an opinion, but I probably would have asked more about what

percentages it had helped and what percentages it had not helped? to help

me decide whether it was the sensible thing to do or not. I would definitely

have asked a few more questions about how it would affect my baby? I think

I would have wanted to be certain that it did not affect baby." [09 NN prob

yes]

"I probably would have asked what would be the outcome and would it be

harmful to the baby? would it be harmful to me and if it wasn't working what

else would they do to try and lower the blood pressure? If they asked me to

do it now I would probably say if I was given the drug would I have any side-

effects from it or did they know of any? Would the baby have any side-

effects? If I wasn't given the drug and my blood pressure wasn't dropping

what would that do to the baby and what would it do to me and what other

drugs would they try to lower the blood pressure and if the blood pressure

wasn't lowering would it mean I would have to have a caesarean or

emergency delivery? If they asked me to do it again I would ask that

question not matter how much pain I was in, I would just know at the time to

ask more questions to make sure you knew all the advantages and

disadvantages before you said yes and not to feel that they wouldn't treat

you the same as someone who had said yes if I said no. I think it's just

because with the first baby you're more delicate I think the first time." [29 NN

not answered].

''The effects I think, you know any potential ill effects of it? Could it have

done me any harm? I knew that I might get it and I might not because of the

type of trial and I did get it would it have had any adverse effects on me? I

think probably I would have asked that but at the time I did not care." [28 PIN
prob yes]
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"Would it have harmed baby? I don't know whether I would have asked that"

[23 PIN prob yes].

"Just more in general, why, how long for, how many other people had been

involved, how long the trial had been going on for? I don't know, you are

asking me again after I have given birth. My brain works different know from

when I was carrying. I then automatically thought about the baby before

myself, to some degree. How many women were on the trial? How long it

was going on for? Just to see if a lot of people had been on it for years they

would have know more about the side-effects they would have know, not if it

was dangerous because they would not have given it in the first place. Is it

possible that it is going to be standard practice? or is it in the early stages of

research? that sort of thing. It would not have made a great influence in me

saying yes or no, but it would have been interesting to know. I was so

trusting really." [17 PIN prob yes]

"I would probably have wanted to know more of what it entailed but at the

time I just didn't ask because I signed it, if I had been approached earlier I

may have had different views but with actually going into birth with her it was

just sign this if you want and I did and that was it." [35 AlN def yes]

"I don't know I probably would have asked maybe more about what the study

was about really. I knew it was a study on pre-eclampsia, probably would

have asked a bit more about that." [19 PIN def yes]

7.4 Voluntariness of joining

The responses from some women clearly showed that they understood the

voluntary nature of joining the Magpie Trial and that they did not feel

pressurised by the clinician to take part. This was indicated by the use of

phrases such as: 'she did not put me under any pressure" [31 AlN def yes],

they did give me a choice [25 AlN def yes]. and I could have just said 'no go

away' [18 AlN def yes]. Previous studies have reported similar findings

(Kenyon and Dixon Woods 2004). It appeared from the responses that the

voluntary nature of the trial was valued:
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"The midwife in the delivery room said it was my choice and there is no

pressure. She was pretty good actually. She just explained what it was all

about. She explained it was more my decision and there was no pressure

and they would not come back to me and ask again, it was just one chance

and if I signed it, I could do it. They were really good actually. She said we

can't push you either way; it has to be your choice. Nobody can push you

and nobody can make you if you do not want to do it, it's your choice." [16

AlN def yes]

"I did not feel under pressure to join. She sold it in a way that we felt perfectly

happy to be involved." [08 AlN def yes]

"I did have a choice. I definitely had a choice I was not forced into it. It was

completely my choice to take part. I just did not realise what I was taking part

in at the time, but I definitely had a choice." [19 PIN def yes]

"If I remember rightly, she said 'have a think about it it's your choice and you

don't have to do it'. She made it quite clear it was my personal choice." [13

AlN def yes]

Willingness to participate also seemed to rest on the women's awareness

that they could withdraw from the trial at any time. For four women who

volunteered this information it appeared this did positively influence their

decision to join:

"She said 'if you wanted to come out there is no problem', she said, 'if you

have got a lot on your mind or you have got other things to think about you

can opt out no problem'. She was a very nice lass and she made everything

perfectly clear." [07 AlN prob yes]

"They basically said if I remember correctly that an extra drip, but if at any

point you feel you do not want to continue you can ask for it to be stopped.

So I basically thought what have I got to lose, not in the best possible

circumstances here anyway. I might as well go for it." [09 AlN prob yes]
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"I knew it was a drip which you had for about 24 hours, any side- effects, or it

was not suiting me for any reason I could come off. I seem to remember they

said there were very little side effects and if they thought you were having

any side-effects then you would be immediately taken of it, or it was not

suiting me for any reason, I could come off." [17 PIN prob yes]

It is possible that, had all the women been asked this question directly, they

would not have been aware of their rights of withdrawal. Other studies such

as those by Jenkins and Fallowfield (2000) and Lynoe et al (1991) have

identified that trial participants are rarely told they can leave the study at any

time and still be treated. One woman described the moment she asked for

the trial treatment to be discontinued. In her account it is evident she was

aware that the trialists could still use her data. It is apparent, however, that

this information was gained some time after joining the trial, and she would

have appreciated knowing at the time:

"I came off the trial, I decided. I was also told by the midwife that at any point

I had to say I don't want to do this. I thought 'I will not do that, what is the

point?' but when you have sat there all day and there is no reason, my blood

pressure had started to come down, there was no reason for me to be there,

the baby was screaming, so much was going on, I felt I wanted to get back

on the ward. I decided to come off that trial. Now I was not told if that would

effect it, I was not told if my results could still go through or you have come

off it so that goes in the bin now, that has been a waste of time. So when I

got notification from you that was nice to know that it was not a waste of

time. It would have been nice to know that at the time, to have told that

really. It was like, 'ok lets get them tubes out of your arm, right upstairs' and

that was the end of it. Now, I did not think about it at the time, but now you

think I would have liked to have been told that. That is the only thing I can

say, and that was from me coming off the trial. I would have liked to be told

at the time that your results will go through. It made me feel at least I helped

in some way."[39 AJNprob yes]

Some women identified the value of research per se and thought it was

desirable to take part, even a person's duty. Participating improved their
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personal experience, made them feel 'glad' and 'honoured'. Similar to the

findings by Baker et al (2005) some women wanted to 'give something back

to the hospital' to show their gratitude for helping them:

"If people joined in more trials, I think people should volunteer for trials if they

are in a position, they should do it." [36 AlN def yes]

"I think if it wasn't for research you know, I think its good that research is

done and I think if we didn't take part in research then we wouldn't have all

these drugs so I do believe in research. I am glad I did take part in." To be

honest with [baby] being IVF - well I thought the hospital had given us this

opportunity to have [baby] - so I thought well, that's why I didn't mind helping

out on this. I thought they have done a lot for us to be able to have her, so

you've got to give a bit back haven't you?" [25 AlN prob yes]

"I felt a bit honoured. I had gone through something that other people wanted

to learn about and I am all for research. I mean if people can stop this

happening then I am all for it." [11 PIN def yes]

"I think - it sounds really awful - but I think if you are really kind and you

think about other people then you should, then you're thinking about the

welfare of other people, no I think you should help other people out." [22 AlN

def yes]

7.5 Influences on decision-making

7.5.1 Reassurance from attending clinicians

Internationally there was considerable variation in the use of magnesium

sulphate as a prophylaxis for pre-eclampsia prior to the Magpie Trial

commencing (Magpie Trial protocol 1998). In the USA, for example 99% of

obstetricians used it (Lucas et al 1995), compared with only 40% in the UK

(Gulrnezoqlu and Duley 1998). Despite this use at the time magnesium

sulphate was not proven to work as a safe preventative treatment against

eclampsia. It was apparent, however, that some women (n=11) had little

appreciation of this, raising the question as to whether recruiting clinicians

omitted, albeit unintentionally, to explain this. After being told by the clinician
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they were at high risk of having an eclamptic fit most women were reassured

by the clinicians that jOining the Magpie Trial would expose them to a

potentially beneficial treatment. Examining the responses in relation to the

women's relationships with their clinicians highlighted that the influence the

clinicians had was key to the decision-making process of the women.

Previous research (Mohanna and Tunna1999, Jenkins and Fallowfield 2000)

has acknowledged trust as being an important influence on participants

agreeing to research; and has demonstrated an association between medical

mistrust and declining randomisation (Wilets et al 2003). The study by

Jenkins and Fallowfield (2000) examined participants' reasons for accepting

or declining participation in randomised clinical trials for cancer therapy. They

found trust in the doctor was the most important [my italics] reason for

accepting participation in the trial. Examining more fully the reported

professional-patient interaction and the contribution this seemed to have on

the consent process in Magpie highlighted that the positive emotional support

given by the clinicians clearly influenced the women's decisions to join. The

women's accounts in the Magpie Trial demonstrated that they had

considerable faith and trust in their clinicians, and this appeared to be a

motivator to joining:

"I knew they [clinicians] would not give it to you if there was any serious risk

to me or the baby. They would not do it if there was a serious risk, they were

trying to get rid of it not produce more." [30 AlN prob yes]

'" just automatically trusted them' suppose." [15 AlN prob no]

'" suppose' just trusted that they would not give me something that would be

harmful to my child really, or to me in the long term effect. You trust that the

doctor would not give you something that is going to give you a long-term

problem. You have to take advice from the people who know more about it

than you, so that is probably what you do at the time. You trust that the

people who are telling you these things, they obviously know more about it

than you do." [09 AlN prob yes]
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"I am assuming that he would not ask me to do something. I suppose 99.9%

of doctors would not ask you to do something that is harmful. It was the

same consultant, the same two who I had been seeing throughout the

pregnancy. They came and talked to me about this trial and would I I cannot,

remember what they really told me. They assured me that it would not harm

me; it would not be harmful to the baby." [10 AlN prob no]

"I do not think they would have given me anything that would have been

detrimental to my health. Anything anyone gives you in hospital is all for the

best. Whether it works out to be the best in the end is a different thing. They

always do it with good intentions." [17 PIN prob yes]

These findings are similar to those of Snowdon et al (2005), in that many of

the women felt that a trial would only be offered if clinicians felt it was safe

and would improve their situation. This finding is also comparable to that of

Kenyan et al (2006), who describe pregnant women agreeing to a trial of

antibiotics in labour as relying on the credentials of the hospital, the health

professionals, or the research process, and trust that neither they or their

babies would be exposed to anything hazardous.

One woman who had evidently developed a good relationship with the

midwife implied joining was to help the midwife in some way; also suggesting

the manner of the actual approach was influential:

"I think it has a lot to do with how you are approached because of the way

the lass presented it and because she was nice lass I felt like I was helping

her in some way and if it was presented again in the same way I would do

the same no problem. It was just a case of she was part of the study and she

was co-ordinating the study and would I consider going on 'her' study or part

of 'her' study because I think she was doing it for her degree or for

something else as well so it was part of her education so there wasn't a

problem because she was so approachable there wasn't a problem at all. I

didn't do it just for her because she was a nice lass I was trying to do it,

obviously, to help people in the future, or I thought I was going to help people

in the future." [07 AlN prob yes]
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It was not clear from the women's accounts whether individual clinicians were

aware of the influence they were having over the women. However, the

influence professionals can have over the vulnerable patients in their care is

well documented (Oakley 1984:213, Donnison 1988:53, Lewis 1990:1, Foster

1991 :79, Roberts 1992: 176, Lavender et al 1999, Habiba 2000). There were

examples of considerable trust in the interactions between the women and

the clinicians in Magpie. Trust between patients and clinicians being the

cornerstone of clinical care, care regarding a clinical trial is an extension of

this relationship.

7.5.2 Therapeutic misconception

Some women saw joining the Magpie Trial as a vehicle for obtaining the

'active' treatment; and for getting a drug that they would not otherwise

receive, but which had been suggested to them by the recruiting clinicians as

one that would prevent them from fitting. As a result they believed the

research intervention to be beneficial to them. This lack of appreciation that

proposed treatments are not always beneficial and the interpretation of the

research intervention as a true therapeutic option was first described by

Appelbaum and colleagues (1982) as the 'therapeutic misconception'.

Appelbaum and colleagues (1982, 1987) report the findings from case

studies of two psychiatric research projects: the first examining the effect of

social skills training for people with chronic schizophrenia (non-randomised),

and the second addressing the efficacy of two medications for the treatment

of personality disorder (randomised). In examining the participants'

understanding of the respective projects, the researchers concluded

participants from both judged the research interventions to be assigned on an

individual basis, based on the patient's particular need, sometimes by

fabricating a therapeutic reason for the process. For example, they believed

allocation was based on either: each person needing different treatments, the

patients' 'thinking capacity', how they performed in the consent interview,

their mental ability, or IQ score. Although some patients did state the trial

treatment was by random allocation, they were unable to accept this was so
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for themselves, and preferred to believe their trial treatment was based on

their own clinical need.

The same authors in subsequent studies confirmed their earlier findings

(Appelbaum et al 2004, Lidz et al 2004), as have others (Snowdon et al

1997, Featherstone and Donovan 2002, Ballard et al 2004). Lidz and

colleagues (2004) consider overestimation of clinical benefit from an

experimental intervention, as well as underestimation of potential risk of harm

to be part of the therapeutic misconception. Therapeutic misconception was

displayed in the rationale the women gave for joining the Magpie Trial; with

lack of collective recall of any potential risks resulting in an overestimation of

the potential benefits. Many considered their involvement in Magpie to have

little or no risk to themselves or their unborn baby:

"They explained that the magnesium sulphate would bring my blood

pressure down, and even though I was told one would be a dummy, I still did

not click that I could have a dummy. Even though I was told one was a

dummy, I still did not think well I could have the dummy, I just thought yes I

wi" have it" [24 AlN def yes]

"I knew that they wouldn't have given me something that wasn't going to

work for me or make me poorly so I was quite happy." [07 AlN prob yes]

"I just thought that cannot harm the baby and the way it was explained I got

the impression that they had already got an idea that magnesium sulphate

was of benefit. I thought it can't hurt. I probably hoped that I would have got

the magnesium sulphate. I hope I do not get the dummy if you like. I hope I

do get it. [03 AlN prob yes]

"In my own mind I thought it can't be harmful at a". I believed myself that it

would be worth doing and if there was that a tiny risks that it might have an

adverse effect. I felt as if and felt confident that it wouldn't have an adverse

effect. [04 AlN prob no]
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However, not all agree with the premise that overestimation of direct benefit

from the experimental intervention is part of therapeutic misconception.

Horng and Grady (2003, cited by Henderson et al 2007), argue that this

phenomenon is different from and not integral to misunderstanding the nature

and scientific intent of research. Henderson et al (2007) suggest there is

confusion regarding a consistent definition of therapeutic misconception in

the literature. They have recently proposed a new definition of therapeutic

misconception. Their definition is that "therapeutic misconception exists when

individuals do not understand that the defining purpose of clinical research is

to produce generalisable knowledge, regardless of whether the subjects

enrolled in the trial may potentially benefit from the intervention under study

or from other aspects of the clinical trial". This definition does not include

overestimation of the possible beneficial consequences of an experimental

intervention. They do recognise that therapeutic misconception may lead to

overestimation of benefit, underestimation of risk or harm. However, they

argue that none of these results in a necessary consequence of therapeutic

misconception; each could arise independently and coexist with an adequate

understanding of the purpose of research.

Using Henderson and colleagues' (2007) new definition of therapeutic

misconception, it is apparent women participating in the Magpie Trial were

not encountering this phenomenon. Although contradiction in their accounts

was evident, all understood they had joined a randomised trial and

consequently were having their treatment allocated at random. Their

accounts do though demonstrate the complexity, and subtlety, of their

understandings about randomised trials.

7.5.3 Unwitting coercion

There was limited appreciation of the potential harm for both the woman and

her unborn baby, and a clear belief among the women that magnesium

sulphate was beneficial. Women also appreciated that irrespective of which

trial treatment they were randomised to they would not be denied magnesium

sulphate if this was clinically indicated, i.e. when having an eclamptic

convulsion. This made some women unconcerned regarding the implications
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of joining. Because of this, the Magpie Trial presents similar findings to those

of Canvin and Jacoby (2006): joining being viewed by some with 'apparent

indifference', as a situation where there was 'nothing to lose'. Similar to the

situation described by Canvin and Jacoby (2006) the Magpie Trial clinicians

may have been excessively confident in their description of the trial. The

theory of clinicians being overly optimistic and over simplistic in their

description of trial treatment and trial design, as reported by Canvin and

Jacoby, has been described previously as representing a form of 'unwitting

coercion' (Little 2002).

"I said no I have not been told about the Magpie Trial, what exactly is it? He

was saying that he had worked in Africa, in every other country bar this one

they give magnesium sulphate to pre-eclamptic women and for some reason

this country wi" not believe that it does help to stop pre-eclampsia so if you

would not mind would you take part in the trial or words to that effect. I

cannot remember everything, but words to that effect." [11 PIN def yes]

"I asked if I did get worse what would happen and she said we will take you

off this and we would give you magnesium sulphate because it has been

tested and that wi" help if you do get to eclampsia. I thought fair enough, that

was what decided it for me thinking back." [11 PIN def yes]

"She said in America they gave magnesium sulphate routinely and yet it

wasn't proven in this country and it would prevent if not a first fit then it would

certainly prevent subsequent fits and that's how it was explained to me. I felt

reassured I suppose because it was being used anyway and it wasn't

something that was completely new and potentially life threatening they did

not know about so it was reassuring really that there were probably no risks

involved if it had been passed in America. My understanding was that it was

fine to join the trial because America was already using the drug. I didn't feel

that it was any danger the drug because it was obviously being used

routinely anyway and in my experience to get anything past the FDA they

can be far stricter then we are over here so I didn't feel a total guinea pig for

a drug that was completely new on the market and you were completely

going into the unknown there was a security there that it had been used

before in a developed country so there was that security side to it. That was
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obviously reassuring going into it and whether if you hadn't have had that I

wouldn't have done it I don't know really. But that was definitely a pull I was

confident that there was going to be no surprises if you like." [37 PIN def yes]

"I felt like the research had been carried out for a number of years and it

wasn't a new trial, it was newer here than abroad. I think I was told it had

been tried through Europe more than here. It wasn't a new trial, it was like

one of the first people, and it was more that it had been going for 2-3 years.

It must be ok." [16 AlN def yes]

7.6 Quality of information received

Previous studies have explored women's views and experiences of maternity

care and have identified that women have markedly different preferences

regarding information provision in pregnancy; either in the amount and detail

they require (Emslie et al 1999, Levy 1999, Jackson et al 2000, Rowe et al

2002, McLeod et al 2004), the format in which the information is presented

(Kirkham 1989:129, Cooper 2001, O'Cathain et a12002, White et a12003) or

the time during their pregnancy when they require it (Segiun et al 1989,

Mohanna and Tunna 1999, Raynes-Greenow et al 2007). Evidence from

QUOTE supports this literature, in that women recruited to the Magpie Trial

had noticeably differing requirements regarding the amount and content of

trial information they sought. However, generally they felt that they did not

receive an adequate explanation or level of detail about the trial prior to

joining.

Women discussed several issues regarding information provision and gave

suggestions of what they would have liked to receive. These included: what

the aim of the trial was, what it was hoping to find out in relation to pre-

eclampsia, how the trial treatment might work, the possible risks of joining,

and how the trial would be administered:

"I didn't know what it was for, whether it was to bring my blood pressure

down. No one even mentioned fitting that was completely new to me. It is the

details of actually what it is for more than what it does." [40 AlN def no]
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"In hospital they really did not go through it with you, and I think they should

have done, gone through it a little bit more to explain what would happen and

a bit more information about the trial, no one mentioned it then for instance -,

how many people were taking part and when the results would be coming

out and what things would it improve for pre-eclampsia, because no one

really said it would stop convulsions or it would stop you from developing

high blood pressure, they just did not explain it very well. Someone should

have given more information or at least come and explained it." [30 AlN prob

yes]

"They didn't even mention that I would have a drip in for 24 hours. The next

thing was I was told I had to wait a couple more hours to have the drip taken

off, as it had to stay on for 24 hours by a different midwife. I said I wasn't told

this yesterday, well obviously the midwife mustn't of said anything to you

about it. That was it really." [15 AlN prob no]

"I was never told, it was only when we have had a chat before [follow up

study home visit] and we have gone into detail that I knew the risks. I was

not told the risks and I think it was just a rush to get me down. She wanted to

get her trial started I suppose you have so many. No I do not think I was

given enough information, I really don't." [39 AlN prob yes]

Regardless of the above findings, it is vital to highlight that many of the

women felt that their experience of receiving information about the Magpie

Trial had been positive, and several made comments of an encouraging

nature about the trial and they way in which it had been explained to them by

the clinicians:

"She just explained what it was all about. It was a national trial and it was a

good thing. She explained it was more my decision and there was no

pressure and they would not come back to me and ask again, it was just one

chance and if I signed it, I could do it. They told me what the procedure was

to go ahead, I would have to have a drip in and I would have to be probably

catheterised afterwards and rest for 24 hours, but it was fine! They were

really good actually. I was thinking about the baby. They had explained what

it was and I understood what she meant." [16 AlN def yes]
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"It was explained really well, the lady who explained it she was very relaxed

and was not in a rush. She said I could ask questions. I could not see any

other way for her to do it at that particular time that would have been better.

As I understand that they wanted to start it straight away, then I cannot see

any other way than asking me after having the baby which would not have

been much good." [27 AlN prob yes]

"They really explained. They sat and explained to me with it being a trial they

don't know exactly who is getting the drug and who isn't. It was all explained

to me really well." [36 AlN def yes]

"The way I was approached was quite nice, you got this 'we are doing this,

would you be interested in this?' Gave me some information to look at and

came back later. Nine times out of ten you have-not looked at it when they

come back, but it was very relaxed, you don't have to if you don't want to,

which I think is good." [06 AlN def yes]

"As I say it was very well presented the lass had obviously done a lot of work

herself on it and I think when people are more informed on things and they

put in a good case for and against and provided they know their subject I

think most people will help. The midwife that presented it she was very clear

and concise and she told me the ins and outs and the fore and against. You

can't force people into doing it but as long as you've got a good ambassador

for it people will volunteer and as I say she was a good lass and there wasn't

any problem." [07 AlN prob yes]

Conversely, being overloaded with information and giving explicit

descriptions of their situation was also seen as problematic for some women.

This parallels the work of Corbett and colleagues (1996) who, in their study of

opinions of the public, found less explicit statements relating to research

were more favoured than those openly describing the process. Women

involved in the Magpie Trial appeared to prefer not being given a full and

frank description of the trial or their condition, perceiving this additional

information as either unnecessary or creating anxiety:
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"It is only afterwards when you read what pre-eclampsia and plus the HELLP

Syndrome that I had is that you think 'oh my god!' It's like if I had know all

that I would have been, I think my blood pressure would have been even

higher. No, I think probably for me I had enough information that I needed. I

think at the time the information I was given was as much as I could have

taken in with everything else that is gOingon at the time. It is not like you are

progressing in labour normally and have this to read while you are just going

along. It is thinking about things, you have got drips in your hands and

everything like that and blood pressure monitors going off every ten minutes

and things like that and catheters. I think it was enough, I think otherwise you

could just get too much information. I do not think we need to be over

informed of the in's and out's of why people are taking part and where it is,

you know?" [05 AlN def yes]

"I think if someone would have said when I was two months pregnant this

trial is going on I think it would have scared me. You know 'oh my god those

terrible things could go wrong with me!" [08 AlN def yes]

"To be honest with you I was already trying to process too much information

and I listened, I took on board what they said. I don't know whether I fully

understood at that point, but I cannot even remember being able to think

straight to ask any questions. [28 PIN prob yes]

7.6.1 Degree of simplicity of information:

For women who had difficulty comprehending the trial information, the

language the clinicians used to give their explanation about the Magpie Trial

appeared to be the cause of misunderstandings. Women stated that

clinicians provided oral information that was too technical for their grasp; and

that the concepts used by the clinicians to describe the trial were often

unfamiliar to them. Women wanted the information to be in a clear, simple,

lay language and presentation:

"I suppose if she had explained exactly what it entailed as in 'we are just

going to attach this line and somebody is coming to check you reflexes such

and such a time', I suppose if she had simplified it. I think because it was all

about the magnesium sulphate, once that was said it was like a term like the
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'surfactant', you think 'oh no it's another medical word'. Husband, he was

blinded by science. I think if it had been simplified somewhat, If it had been

explained to me that it is just a simple thing I would not have minded. I think

if they can explain these trials in as simple a way as possible, so that you are

not frightened by it. The chap who was telling us gave us his sales pitch in

the words he had obviously come to use and when he hit a blank wall he did

not know how to explain it in a more plain English way. What I had to do to

make my decision was I had to ask him: 'the way you have explained this

trial to me, I think it is x, Y z am I right?' and I actually had to ask him 'is this

what you are telling me?' I actually had to come up with my own way of

interpreting what he said." [03 AlN prob yes]

"It was told to me in words I would not normally know or use such as placebo

and things like this, other than that I could not tell you the exact words, only

what I remember understanding about it really." [27 AlN prob yes]

"The midwife asked me if I would consider it and gave me the leaflets and

then came back with the doctor and both of them explained it to me. Not that

I could really understand the doctor. It was the midwife really who explained

it to me she explained it sort of in our words, you know, because doctors give

you all these big words don't they that you don't understand? Everything that

they did, step by step, she explained it. When the doctor explained it to me

he could have used those words, but I looked at him as if to say 'I don't

understand' and the midwife sort of translated what the doctor meant." [36

AlN def yes]

Researchers have often overlooked evaluating the provision of oral

information in simple lay language in favour of evaluating the provision of

written information patients receive, both within and outside research

situations (Priestly et al 1992, Dixon-Woods 2001, Ferguson 2000, Akkad et

a12004, Kenyon and Dixon-Woods 2004). The acute setting the women were

in at the time undoubtedly magnified problems associated with information

provision, and some women stated they would have benefited from having

the trial information repeated:
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"If you are not familiar with research and pregnancy. I think if it is mentioned

when you first come in and if they do have a chance to come and talk to you

a second time, it would be helpful. Even if they had spoken to you it would be

acceptable to come back and have a recap again. When it was first

mentioned to you and you had only just come in and everything was up in

the air and to have another chat about it later, to let you know if you are

happy about it. I think the earlier you can approach people, the better. Like I

say if you do have time to go back and talk about it again, I think it would be
really valuable. " [04 AlN def no]

"It would have been nice to have had a follow-up or things explained more

fully when you were in more of a stable mind and not in any pain and then

you could ask everything you want to ask and get everything explained to

you possible." [29 AlN not answered]

Need for repetition and elaboration of information is highly individual. The

practice of continual informed consent as a longitudinal process rather than

the mandatory event occurring prior to enrolment in clinical research has

been recommended as a way of reinforcing participants' understanding over

time as they gain experience being study participants (Faden and

Beauchamp 1986: 151, Schaeffer et al 1996,). A recent study (Allmark and

Mason 2006) raised the question whether continuous consent, a process in

which information is given to research participants at different stages in the

trial, would ameliorate the difficulty brought about by obtaining consent in

emergency situations. The TOBY Trial (Total Body Hypothermia Trial)

required parents to provide consent at a time when their newborn baby had a

life-threatening illness. Researchers in the TOBY-QUAL Study gave some of

these parents additional information at later points in the trial and evaluated

whether they assimilated this 'staged' trial information better. The

researchers conclude that using this continuous process did help clinicians

obtain more valid informed consent.

7.6.2 Staff not always knowledgeable

Contrary to the assumption that clinicians would be familiar with the design

and purpose of any trial they collaborated in and recruited to, a number of
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women in the QUOTE Study described instances where the recruiting

clinicians appeared not to be familiar with some aspect of the Magpie Trial.

This finding concurs with those of Mohanna and Tunna (1999) and a more

recent study by Ziebland and colleagues (2007). Zeibland interviewed

surgeons recruiting to the Spine Stabilisation Trial and concluded that many

were not familiar with its purpose or rationale of the trial. Although the

QUOTE Study did not examine understanding of the Magpie Trial from the

perspective of the clinicians and did not directly ask those women recruited

for their opinion of the clinicians' knowledge of the trial, it did appear from

their comments that there were some similarities with Ziebland's (2007)

findings. Women perceived that some clinicians lacked the necessary

knowledge to provide an adequate explanation of the trial:

"I knew there was a minimum risk of things going wrong, but I don't think

they [clinicians] knew that much about it themselves. If they'd of been trained

more on it, maybe that would have helped them, as it was a new thing. I

mean about the trial now. I know pre-eclampsia has been out for a while, but

it is just if they had been trained on it more. They could of helped mothers

more, or if it was someone like yourself or a midwife who has been through

the experience and someone there who dealt with just that side of it. They

were just a bit, I don't know, they just didn't give me that much information

back. Then I'm not so sure if that was they didn't want to worry me or

concern me. You have to weigh up the pros and cons really. Because what

benefits me may not benefit someone else from different background,

different culture. I didn't know enough at the time, but I am glad I knew what I

did. But knowing a bit more I would of felt better in myself, maybe if I had

someone there like who could advise me, in that type of capacity?" [16 AlN

def yes]

"There was two of us in the ward having twins. Me and the other girl, we

came quite friendly because we were in for such a long time. She was

having problems as well with her blood pressure. The midwife used to come

around every day asking if we were interested and then on one particular

day she came to us two and sat us down together. She was nice, but she did

not seem to know a great deal about it and there was not much information

and we felt pressured by her. Weill did personally." [34 PIN prob no]
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"I don't remember the information being that clear. I don't remember her

being very clear about what would actually happen or when it would be

administered. I'm sure she was quite vague, but she did give me leaflet to be
fair." [04 AlN prob no]

7.7 Involvement of others in decision-making

As previously described, women eligible to join the Magpie Trial were in an

emergency situation, some critical. As with most hospital emergency

situations, partners, family members or friends are able to be with the patient

throughout the critical period. Maternity care is no different from other such

specialities, and clinical staff actively encourage family members to stay and

provide emotional support in these circumstances. Research in the neonatal

period (and so not fully comparable) has identified that women considering

joining a trial on behalf of their baby found it more problematic without their

partners' support (Snowdon et al 2005). The women in the QUOTE Study

were therefore asked who was with them at the time they were approached

about the Magpie Trial and what influence, if any, on their decision to join this

person(s) had.

7.7.1 Role of family members

Most women (32), as would be expected, had a support person with them

when they were asked to consider joining the Magpie Trial: for most it was

their partner, for others an additional family member. It was clear from the

interviews however, that although these people could be present they did not,

in the majority of cases, play a significant role in the decision-making

process. It was apparent that it was the women themselves who ultimately

made the decision to join. The reasons given for this were that it was the

woman herself who would be receiving the trial treatment and it was

therefore her right, ultimately, to choose:

"My husband was there. But I just did what I felt was the best thing to do. I

would think that most women make the decision on their own, the way that

my husband looked at it is it is not being administered to him it's my body so

it's my decision." [12 AlN def yes]
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"He basically said it was up to me because I was at the end of the day

having the drip. So it was up to me and it was my decision." [15 AlN prob no]

"It was my decision. I think my partner knew at the end of the day it was my

decision. I talked particularly to my sister-in-law because she had a baby of

nine months. The only thing she said was 'I couldn't do that because I

couldn't have that needle in my arm' and all that business and other than

that, that was really the topic of conversation. Yes it was just very much my
decision." [13 AlN def yes]

"I think my partner was with me. He had been with me most of the night. Yes

I think he was there, I don't know whether he was asleep, but he was there. I

do not think we discussed that. We left everything that would happen to me,

to me really. He was in awe of baby at the time. I think they spoke to him and

said do you think she understands what we are saying. I said 'yes' because

I overhead them asking. So, I don't think we had a great deal of discussion,

no." [17 PIN prob yes]

For most then, the women's decision to join the trial was their sole

responsibility though with the support of a partner. This was irrespective of

whether the woman had already delivered. Some women however, did

acknowledged that their partner or support person played a relatively small

part in their decision to join Magpie:

"I honestly believe he had input, because he does have an input, but it was

my decision to take. He said that at the time. He said it sounds a good idea, I

already had the idea going through my head, I knew it was a good idea, the

input he gave, it was already gOing through my head. It was my decision."

[39 AlN prob yes]

"I was not bothered, but I just wanted a second opinion from my friend. I just

said what do you think? I remember her having a look at the leaflet. I did not

mind, just thought if she had said there was a chance of something

happening or no maybe you should not, I would have changed my mind, I

would have said no, but I was happy to do it. I have not got any problems

with doing it." [31 AlN def yes]
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"I think it was a kind of, you know my husband tends to let me make

decisions about things I am doing obviously, but I wanted his opinion and in

that respect I think it was a joint decision that we thought it was the best

thing to do. I think it is good, well obviously he is the father of the baby and

he is my husband so I think as a patient it is nice to have somebody else

who is not part of the medical profession to be able to sound off to see

whether you are making a good or bad decision and then you know if you

are both in agreement." [09 AlN Prob yes]

"My husband was there as well when they were talking about it so he was

able to concentrate rather more on what they were saying than I did. I did

say to him do you think we should do it and he said it is up to you, but it

sounds ok. He kept an eye on what they were doing so I was quite happy to

do it. He gave me more confidence because he was there to make sure that

I understood what was being said to me because I was in labour. I did say it

back to him is it and he said that is what I understood anyway, so that gave

me more confidence that I understood what was happening. Perhaps if he

had not been there I would have felt far more insecure about going on the

trial because I would not have been as confident that I understood what was

going on. I felt I was ok agreeing to it but I did have to bounce it of my

husband first. Because, I think you do any way, at that time your mind is not

fully on what people are asking or telling you." [10 AlN prob yes]

Sometimes, their partners played a more active role and were more

influential:

"It was a joint decision. Well he was there when we were talking to the girl

[midwife] who came, so all three of us chatted about it. When we had

established it was safe and what part we would be playing in the trial, we

were happy that we could fulfill our side of the deal without it affecting three

of us. If he had given some good reasons for his objections that I thought

was valid, I would have agreed with him, but if they had said 'there was a

slight risk' and I said I wanted to go ahead, and he said 'look at the risks' I

might have declined then, but no I think we both agreed there was no reason

not to take part. To be honest if he had said no I would probably not have
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bothered with the trial because of how it was, you know you are in hospital, I

was dreading the birth, that was my main fear, you know pain, injections, so I

would have agreed with him and not bothered." [08 AlN Oef yes]

"The midwife like explained the Magpie Trial and what you were trying to do _

and I agreed to it - well I asked my partner first and then I agreed to it." [25
AlN Oefyes]

For the eight women who were approached to join the trial while on their

own, it was apparent from the responses their partners had only recently left

their side. For all but one of these women being asked to join the trial whilst

alone did not seem problematic in contrast to other research (Snowdon et al

1997):

"I just did it on my own. They asked me did I want to discuss it with my

partner before I started the trial but to me it was my choice, it was me that

was carrying the baby, it was me that was gOing through it and my partner

would have said 'if it makes you better do it anyway' so I just did it. I just said
yes without asking, really." [36 AlN def yes]

"It was just me, it was during the night anyway because it was the nurse that

was on nights so I was there on my own basically, she was finishing work

after the night-shift so I wouldn't have seen her again. It was just me and I

thought it was my decision anyway and all I was concerned about, as I said

to you before, was that I wasn't going to be poorly either way. So it was just

my decision." [07 AlN prob yes]

"I was on my own, personally it didn't bother me. It might bother some people

but personally it didn't bother me. Later on he fully agreed. He said whatever

you decide is fine." [26 AlN prob yes]

One woman gave a detailed description of the circumstances involved in

joining the Magpie Trial. She described the effect her husband and family

had on the situation and her decision to initially decline joining, only agreeing

once her family had left the hospital and returned home:
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"We said no straight away because we thought 'oh no another trial'. My

husband did not have a great understanding of it. I think he just thought get it

out of the way. Say 'no' and it will go away. I think that was his attitude to

everything that was happening. Just make it go away, it's like a bad dream. It

still comes back now three years later. It is not these happy births you read

about in all the pregnancy magazines. The second time she came to me was

better because I was calmer, I did not have anything else to think about. I

had had a good look around I suppose and I was calmer because I had

made the decision to send them all home. I just thought if it is my last night

with the baby I just wanted it to be me and the baby and not have any other

distractions and I thought if I agree as well, and I would not have the guilt of

not doing it, because I did feel guilty. So, I suppose I felt pressurised in a

way in the beginning, then when I turned them down and they explained it I

came to the decision myself without feeling pressurised into it. I actually

thought they might actually help my baby as well. Cos I thought as well if I

died giving birth or Whatever,he would not have a mother, so if they can stop

me getting poorly it might help.II [03 AlN prob yes]

7.7.2 Role of staff

As already noted in previous sections, women generally expressed an over-

riding sense of trust in the clinicians, and often gave descriptions of the

practical and emotional support the clinicians, especially the midwives, gave

them. Their accounts confirmed how much they appreciated this support and

how it contributed positively to what was a difficult and stressful birth

experience:

"There is always one particular person you latch on to and there was one

midwife and I must admit I did latch on to her and she was there with me

holding my hand. They were trying to put a line into my neck and they could

not get one in. All my veins had shut down so they were trying to put a line

into my neck, and she was lovely and she was so calm and she had a

calming effect and every time I started feeling uneasy I talked to her. She

was my saving grace. At that point I did not mind what anyone else was

doing." [28 AlN prob yes]
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"The staff were lovely. As I said, the staff were so nice that I trusted them to

let them do what they wanted to do basically. They were so nice I had no

problems in taking part in the study. They made me feel at ease and I felt I

would not come to any harm. They were lovely." [31 AlN def yes]

"They were doing their best for me, you know. I mean like when the doctor

said he would stay and do the operation. I don't know whether it is just

doctors but there is not, not everybody would put themselves out. You know

people when they are due to clock off if you like, there is not many people

today, if you get that kind of care it is a good thing to have. The nurses, I

remember it is not a job to them it seems to be much more. I remember one

saying to me that she was not particularly religious but that she would pray

for [baby] and that meant a lot to me. They were doing their best, they are

very well qualified people who deal with this condition, that's why I knew I

was in the right place" [03 AlN prob yes]

However, some women reported feelings that they were pressurised by the

clinicians to join, or that is was just difficult to say no for whatever reason:

"When I said to them it was making me feel sick, I felt as though they were

pushing me on to carrying on with it. I was panicky and he [obstetrician] was

saying just lower it [infusion] down and see how you go. It was like - 'you are

doing it now'. I think if they would of asked me - 'would you like to stop it',

yes I would of done. It wouldn't have been difficult to say stop the trial, but I

would of felt as though I was putting people out. That was down to me, not

having the confidence to say that I wanted to stop it."[40 AlN def no]

"I remember one of the midwives saying "if you don't have this baby now with

your blood pressure as it is and your protein level as it is, in ten years time

you will be in the other side of the hospital having a kidney transplant", that

was what it boiled down to. They had left the baby as long as they could

without damaging me but it had got to the stage where it was dangerous."

[19 PIN def yes]

"The midwife used to come around every day asking if we were interested

and then on one particular day she came to us two and sat us down
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together. She was nice, but she did not seem to know a great deal about it

and there was not much information and we felt pressured by her. Well I did

personally. She did ask us if we wanted to make a decision then and none of

us did, but then she came back every morning, asking have you made a

decision yet. I feel like I was pressured because she was there every day

until we agreed to it." [34 PIN prob no]

"I had already been in hospital for a month and I was feeling quite

institutionalised and didn't feel like I could say 'no' to anything. I was saying

to my husband that 'if I go into hospital this time [pregnant again at time of

interview] I am going to be a real strop'. It was my first baby and I just

thought everybody must know better than me." [04 AlN prob no]

"I think because you are in the middle of labour and you have got high blood

pressure I think you feel that [you] may not be given the same treatment if

you said 'no'." [29 AlN not answered]

7.8 Conclusion

On average the women took a relatively short amount of time to consider

their decision. This appeared to be linked to a number of issues, some

practical, as in this clinical situation a short time to decide is all that is

possible; others linked to their understanding of the Magpie Trial. Practical

aspects were related to the fact that clinicians were not able to identify

women and therefore approach them prior to onset of the disease, and

women were therefore required to make their decision at the point of

randomisation in a relatively short space of time. Others agreed to the trial

with a very 'common sense approach', implying clinicians were there to look

after them and wouldn't expose them to any unnecessary risk. Few said they

found their decision difficult, and of those that did this was related to the

circumstances at the time, rather than linked to any difficulty related to the

trial per se. Nonetheless, when asked what their reasons were for joining the

Magpie Trial, partial misunderstandings were apparent.
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Chapter 8

Women's reflections on joining the Magpie Trial
8.1 Introduction

This final results chapter presents themes related to the women's

experiences after joining the Magpie Trial through to the time of the follow up

study. Women were asked about receiving the trial results and about being

contacted a number of years later to participate in a follow up study.

Members of the Magpie Trial management group felt it vital to provide the

results directly to the women involved on completion of the trial. The ethos of

the trial was to acknowledge the central role the women had in the trial, to

promote their involvement and encourage partnership and collaboration

between the women, the clinicians and the trialists. Although the concept of

providing results to trial participants is not new, as far as the management

group were aware no other clinical trial recruiting similar types of women

(pregnant or less than 24 hours delivered) in similar situations (having a life

threatening illness) had provided them with the study results directly.

8.2 Receiving the results of the Magpie Trial

There is growing support for the practice of offering research results to

research participants. Recent government initiatives (OH 2005) and several

prominent groups (AIMS/NCT/MA 1997) in the UK have issued policy

statements addressing the provision of research results. The Department of

Health's Research Governance Framework recommends that research

results at study completion be disseminated promptly and fed back as

appropriate to participants (OH 2005). Over ten years ago the Association of

Improvements in Maternity Services, The National Childbirth Trust and

Maternity Alliance, in their charter for ethical research in maternity care,

recommended that women should see the results of research they have

participated in (AIMS/NeT/MA 1997). The practice of offering results to

research participants has received growing attention and is now considered

essential practice in the ethical conduct of research, one example of this

being that researchers conducting research with human participants are
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required, when applying for ethical approval (in the UK), to document

whether they will provide study results to participants following study

completion, as well as how they will deal with the situation should new

information about adverse effects that may affect a participant's willingness

to remain in the study become available part way through the study (NRES

2008). Consequently these recommendations may in themselves promote

researchers to provide participants with study results. The offer to provide

research results at study completion acts as an acknowledgement of the

valuable contribution to research that has been made by a participant.

Existing written policies governing return of research results to participants

are generally supportive of the concept and universally promote the

recommendation for offering results to all research participants. An automatic

assumption is that providing participants with results, an intervention in itself,

is beneficial. However, the practice of providing research participants a

summary of the results is still uncommon and to date there is no clear

guidance as to when and how this process should occur. Adherence to the

guidance and decisions about the format of provision is left to the individual

researchers. Furthermore, there is little recognition of the possibility that

sharing research results may in fact harm participants, causing anxiety and

unnecessary concern (Dixon-Woods et al 2006). It has been shown,

however, that research participants have a desire for research results, and

may cases wish to have the results even though they may be distressing

(Snowdon et al 1998a)

On completion of the Magpie Trial all women who were recruited in the UK

were posted a summary of the overall trial results (Appendix 6). The Magpie

Trial management group prepared this summary in consultation with

representatives of the UK-based user group, Action on Pre-Eclampsia

(APEC). The three page summary began with thanking the women and

acknowledging the contribution they had made to the trial; it included an

introductory paragraph about the Magpie Trial (aimed as a reminder), a

description of the main findings with regard to both women's and children's

outcomes. The summary informed the women that magnesium sulphate
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reduces the risk of eclampsia, and that it is likely that it also reduces the risk

of maternal death. Also that magnesium sulphate (as prescribed in the trial)

is safe for both mothers and babies, although unpleasant maternal side

effects, particularly flushing, were common. Copies of the newspaper

clippings of the press release the trial received at the time of the launch were

also included, as were citations of the medical publications; and details of

how to contact the trialists for further information.

It became apparent during the QUOTE Study interviews that six of the

women could not recall receiving the results. The women were still asked,

however, about their thoughts regarding provision of research results

generally. Each were provided with a copy of the results after interview.

Receiving the results some years after involvement in a trial and therefore

being reminded (as was the case here) of a very stressful and difficult time in

a person's life could have brought anguish (Dixon-Woods et al 2006).

However, providing the women with the Magpie Trial results did not appear to

cause any emotional distress; on the contrary, receiving the results was

welcomed by the women and viewed as important and valuable:

"I remember reading them and thinking this is quite interesting, and reading

that they did believe that it has helped and I actually thought that is really

good, there is a positive outcome from that that is really good. I was quite

interested when you said it was a worldwide trial." [09 AlN prob yes]

I think it is a bad thing if you do these trials and then you never get to find out

if it has helped or not because obviously there is the time element gone into

it at the start. All the energy getting you to do it. I think it is a good thing you

can follow it up afterwards. Otherwise you never get to know do you? So, I

think it is a good thing. I did wonder and then I got a letter through that the

results were coming through. I have kept them all." [03 AlN def yes]

"It was just a case of I have done this, do I hear anything about it? I was

quite surprised, I didn't know whether I would, but I did I got various

correspondence as the trial progressed. It was quite nice it made it a bit
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more personal. It is nice to know what is happening afterwards. I got the

result and the article and that so that was nice. So it was nice having that

information after I had left." [06 AlN def yes]

Women described the pleasure in knowing that future women will benefit

from their participation:

"I think you felt that you had done something useful and it was nice to know

that it may help someone else and it was sort of all confirmed really, when

the trial ended and you got the information I think that was a very good idea

and that for me I felt I had been part of the success really, something that

would benefit other people and I thought that was excellent the way it was

conducted." [37 PIN Oef yes]

For some women it was clear receiving the results gave them some welcome

closure of the trial:

"With the information coming through that it has been nice a) to receive the

information and b) reassuring and nice to know that by taking part you could

perhaps help somebody else. I think both of us [partner] have said that it's

nice to know that somebody may benefit. I certainly found when the trial

finished and the newspaper cuttings and the Lancet cutting you had an end

to it." [37 PIN def yes]

"When you got back in touch I was made up. I said to my Mum, it is nice to

see how it actually got on and that you have got back in touch to let me know

the results of it. I have always wondered what the results were, so when you

got in touch that was why I did want to meet you and I did want to carry on

with it. To find out as much as I could, because I never at the time." [40 AlN

def no]

"It was actually nice. You are sort of left dangling. Much as I did not think

about it because you have a new baby, it was nice to know it was not that

you had taken part in a trial that you would not hear about. It was nice that

there had been that contact. It was nice to get some closure on it, because

you are getting to know a bit more about it." [39 AlN prob yes]
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The results emphasised how dangerous pre-eclampsia can be. This

prompted the women to recall the time they were recruited and consequently

the reactions of the clinicians at the time:

"I think what did surprise me was the fatalities, the number of fatalities, that

was surprising. You appreciate it's serious, you sort of gather that by the way

all the clinical staff are running around like headless chickens when it

happens. Something serious happens why is everyone here? The alarms go

off, but when you actually see it in black and white that you know so many

people die, you think crikey! I wouldn't have said it would make me anxious. I

was quite proud to have taken part in something, and certainly that such a

positive result had come out of it. No it certainly did not make me anxious. I

think the results are a lot better than anybody could have expected. I think

that's why the trial was cut short wasn't it? [01 AlN def yes]

Some stated they shared the information with a family member:

"It was great, very interesting. I left it out for my husband and he read it. You

probably get people thinking what is this? and throwing it in the bin, but I

found it very interesting." [14 AlN def yes]

At the time of receiving the results, three women were aware of their

treatment allocation, two of whom had been allocated magnesium sulphate

(13 AlN definitely yes; 31 AlN definitely yes), one to the placebo (17 PIN

probably yes). Each had requested unblinding as a consequence of the

home visit. In the light of knowing their allocation it did not appear to impact

on their reaction to the Magpie results. The woman randomised to placebo

was no less satisfied:

"As long as I hadn't had a fit, if things had gone exactly the same as they

have now I wouldn't have a preference on it. But obviously, if things had of

got worse if I had a fit or things hadn't gone the other way than they had,

then maybe I would have been thinking in retrospect if I had of had it would it

have been any different? I suppose you will never know either way honestly!"

[17 PIN prob yes]
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For the two women receiving magnesium sulphate it was evident their views

were affected by their experience and not having eclampsia:

"It does not make me feel any different really. If you thought that every

patient was going to get it, just the magnesium sulphate, then it is not a trial

then. I think it probably still works for some people and not others anyway. I

don't think it makes any difference. I think all trials have to have a placebo in

it as well." [13 AlN def yes]

"I'm glad actually. I understood that I did have it [magnesium sulphate] now,

but I had an idea that I did. I think it made my pregnancy easier. I don't know,

as it was my first pregnancy so I have nothing to compare it to. But it made

me glad knowing that maybe I got this and it was a good chance." [16 AlN

def yes]

Perhaps the overall positive feedback from the women was related in part to

the straightforwardness of the results. There was no harm caused by the trial

drug, only benefit. Also the results did not make any difference to the

women's current or future care, as their pregnancy had ended. It is possible

that individual reactions to receiving the results were heavily influenced by

their and their child's current health. It is also important to acknowledge that

all the women interviewed were in good health as were their children, with

the exception of two children; one had severe cerebral palsy (woman's code:

10 AlN prob no), the other had Downs Syndrome (woman's code: 28 PIN

prob yes). The fact that treatment was randomised, was apparently not an

issue for the women at this late stage.

8.3 Experiences of the follow up study

For some time now follow up of participants in perinatal trials has been

considered necessary (Belizan et al 1997, Johanson et al 1999, Johnson

1997, Fooks et al 1998, Grant et al 2001). A recent Cochrane review

(Halliday and Ehrenkranz 2003) highlighted the importance of carrying out

long term follow up. The review of trial of babies at risk of chronic lung

disease or with established chronic lung disease, who were treated with early

high-dose dexamethasone after birth confirmed the need for concern when

185



interpreting data on short-term outcomes alone. Because the trials presented

obvious short-term benefits, including reductions in ventilator and oxygen

dependence in chronic lung disease, steroids were increasingly adopted

world-wide, over a period of more than fifteen years. When studies with long-

term follow up were eventually reported, they showed no significant increase

in the overall number of long term survivors, but some reported a clear

increase in the number of survivors with cerebral palsy (American Academy

of Pediatrics Committee on Fetus and the Newborn 2002).

Based on such findings, the importance of carrying out long-term follow up of

trial participants appears indisputable. User groups such as AIMS

(Association for Improvements in Maternity Services) have advocated for

some time that with all childbirth research the names of mothers and their

babies should be kept so that long-term follow up is possible (Robinson

1994).

Little attention, however, has been given to exploring how participants might

feel about being contacted some years later by trialists, and subsequently

followed up. Mohanna and Tunna (1999) in their study exploring the views of

pregnant women who had previously been invited to participate in a clinical

trial found that women appreciated the contact. A narrative account of the

experience of those carrying out the Magpie Trial follow up study has been

published (Farrell and Duley 2007). Included is an insight into the women's

experiences of follow up in the UK (Smyth and Armstrong 2007). Women,

although surprised by the personal contact by the Magpie researchers were

extremely welcoming. The QUOTE Study gave further opportunity to explore

in-depth how the women felt about being contacted for the follow up some

years later.

Although long-term follow up after randomisation to a trial does have the

potential to cause upset and stress, the women interviewed overwhelmingly

welcomed being involved in the follow up study. Even though they were often

surprised by being contacted, as many had given little thought to the trial
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since coming home from hospital, nevertheless they were still receptive to

the follow up:

"At the time I did not realise that there was follow-up and that was quite nice

to know that someone was interested to come and see you a couple of years

later. It was quite a surprise really that someone came to see you. " [09 AlN

prob yes]

"Everything has to be documented, it is not just the hospital it is the effects

afterwards. I had it after [recruited postnatally], but if it was before then you

would need to know if there was any effect on the children, so it should be

followed up." [18 PIN def yes]

"It is brilliant, really good. It is good for baby's progress, it has just been nice,

coming out doing that study on him as a pre-term baby, and then making

sure that I have been ok, taking my blood pressure. It was nice, it was like

they wanted to keep in contact. It makes you feel important, coming to do the

study on baby that has been fascinating, really interesting. When I got the

letter saying about the follow-up trial which I thought was good. So when

[researchel1 came out and did that big hour study on him. It was brilliant,

because it put my mind at rest. He was doing things I did not know he could

do." [19 PIN def yes]

Women commented on the postal questionnaires they received, their

comments relating mostly to the child developmental questionnaire (ASQ)

and how much they enjoyed completing it, and found it useful and reassuring:

"80, I enjoyed doing that. It made me interested, not anxious. It is interesting

what [children] can grasp or what they can't. They can put their shoe under

the table or put their shoe on the chair. It is funny how they interpret what

you say. It is obvious from the questionnaire that you have to ask it in a

certain way, like [husband] wanted to prompt him, and it is obvious you are

kind of helping them. I found it interesting." [03 AlN prob yes]

"They were quite simple to do. There was stuff to do with all of us not just me

there was my husband and obviously, the baby so it was something that we
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could all sit down and do so it was quite enjoyable actually, so it wasn't a

problem at all. I think it has been very well co-ordinated. To be perfectly

honest when they said that someone would be in contact with me I didn't

think that for one minute that anyone would be in contact with me. I thought it

would just be we would see you in 3-weeks and then you never hear from

anyone again so when I got the questionnaire, I thought oh, right and the

whole family filled it in. Then with a lady [psychologist] coming from

Newcastle and yourself coming I appreciate its obviously a very well co-

ordinated study so I didn't mind doing it." [07 AlN prob yes]

"I filled it all in and the questions you asked about baby really made me think.

You don't know some of the answers and you are trying not to embellish, 'Oh

of course she can do this', I was saying 'do you think she can pull the pram

backwards?' or whatever. It was interesting to fill in. Yes, it made you think.

Is she supposed to do this? Is she backward if she cannot do this? But no

anxiety, no." [14 AlN def yes]

"I filled in the questionnaire. I was going through an awful time at the time. I

still managed to fill in the health questionnaire and my health visitor had not

done much of an assessment on them. It was nice to know from those

questions for myself what they could and could not do. It was much more in

depth than anything I had seen the health visitor do." [31 AlN def yes]

The format of the child developmental questionnaire and the fact that each

questionnaire was personalised, having the child's first name inserted into

each question throughout, was identified by the women as a positive feature,

and for some was the motivation to complete the questionnaire:

"I was very impressed with the Magpie study because it felt personalised.

Like when you sent the questionnaires out it had mine and baby's name on. I

thought there could be so many thousands of women on this trial and you

have got mine and baby's name on it. Then you sent cards thanking and

everything. So I found that a worthwhile study. I found it good to have

ongoing research. What made me do it was because it was personalised.

Like I said to my husband there are thousands of women on this trial yet they

have got my name and baby's name and they always refer to us by name.
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That's what made me do it. Kind research, it is personalised, that's what

made me do it. If it is a very clinical letter which some of them can be, I think

I would have just put it in the bin. I was very impressed with the Magpie

study because it felt personalised." [11 PIN def yes]

"I think the letters are actually Dear [name] which is quite nice. Someone

has taken time to remember. I filled out the assessment and that was

personalised to me and [baby], that was quite a shock, as we did not expect

to get anything two years later. That is why I am happy to carry on talking

about it." [06 AlN def yes]

"The questions were put in a way that they made you understand more. It

gave details and information to ring this number and was very helpful. The

questionnaire was set out and I understood they had kept it simple and not

hard." [16 AlN def yes]

"I had to sit and think it [the questionnaire]. I remember sitting and thinking

there are a couple of things I did not know if she could do so had to sit her

down over the weekend and try and fill that section out. Things you probably

have not taken much notice of. It was quite nice actually because it made me

realise how developed she was. It was a positive experience. I listened to

what she was saying to see if she said 'I' or 'mine', stuff like that, and the

difference between filling the questionnaire and then you [RS] coming and

doing was a progression to make sure she was developing. I got various

correspondence as the trial progressed. It was quite nice it made it a bit

more personal. It is nice to know what is happening afterwards. I got the

result and the article and that so that was nice." [06 AlN def yes]

The women also talked favorably about the experience of the home visit,

mostly for the same reasons as for the questionnaire; it gave women

reassurance that their child was developing well and also provided them with

additional information of their child's ability:

"I found it interesting being part of the study. I enjoyed the assessment that

was done on baby that was interesting. Everyone likes to talk about their
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children and themselves so that is fine by me, so it was fine." [27 AlN prob
yes]

"It's nice to have a follow-up study, to talk to someone who actually knew

about the trial and to find out what happened after the trial. I thought it was

good. It was interesting. It is more than they do with the health visitor. I found

it quite interesting. It was nice to have a follow-up. To see how they were all
developing." [20 PIN not answered]

"When we met last time [RS] it was more helpful to me about the baby, it was

seeing so much he could do. It was nice for someone else to come in take

control of my child and for me to watch. It was excellent, I really enjoyed

that." [39 AlN prob yes]

"I just wanted to make sure she was normal. There is not any 'normal' really,

but that she was doing all right. I was quite happy. She done a few things I

did not know she could do." [06 AlN def yes]

"I was not expecting it [home visit]. I expected a letter but not that. I thought it

was interesting about [baby] when you [RS] came out, like she can jump etc.

You have kept in contact and told me how things have gone on. You have

not left me in the dark. It has been nice to get a letter occasionally and find

out what is going on and that you have helped." [18 AlN def yes]

8.4 Conclusion

This chapter has given an insight into the long-term experiences of women

recruited to the Magpie Trial. Receiving the trial results was accepted

positively overall. The women interviewed thought that participants should be

provided with trial results. The results explained there was no apparent harm

from joining the trial. This no doubt influenced their response. It is probable

also that the women's responses to receiving the results were heavily

influenced by their and their child's current healthy status. However I cannot

comment on what their reaction would have been, had there been a problem.

Although some women could not recall the detail of the information provided

in the results summary, the act of getting them was positively received. For

others they found the results interesting to read, many had wondered about
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the outcome, and some had even gone to the effort of obtaining the full

journal publication. Some considered provision of results to those joining

trials should be a routine procedure. Many understood from reading the

results the Magpie Trial was a success and with that came personal pleasure

of being involved. Many appreciated receiving the results for reasons other

than being informed about trial's main findings. For example they appreciated

they had made a contribution to research, as a consequence they were more

likely to participate in future research and for some receiving the results gave

them closure.

Contacting the women some years later for follow up does have the potential

to cause worry. Overwhelmingly, however, the women interviewed welcomed

being involved in the follow up study. Often for reasons similar to those

expressed in relation to receiving the trials results, feeling valued and

important to do. Additionally the follow up gave them reassurances about

their child's development and an opportunity to ask unanswered questions

about the trial and pre-eclampsia generally.
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Chapter 9

Discussion, conclusions and recommendations
9.1 Introduction

In this final chapter I discuss and summarise the study findings in relation to

the identified aims. Focus is placed on the issues taken into account by the

women when considering joining the Magpie Trial. The background

influences and the impact pre-eclampsia had on their decision-making

experience are also given attention. The methodological limitations of the

study and the consequences these may have had on the study findings are

considered. Consideration is also given to the implications of my findings for

future research and practice.

To my knowledge the QUOTE Study is the first formal assessment of

women's views and experiences of participating in a perinatal trial while

experiencing a pregnancy related illness. Two contrasting data collection

methodologies were employed, each possessing its own advantages and

weaknesses. The data generated from the postal questionnaire used in the

Magpie follow up study allowed me to examine the views of large numbers of

women throughout the UK. The co-ordinating centre for the Magpie Trial

centrally handled the co-ordination and delivery of the postal questionnaires.

The extensive effort by the study co-ordinators in intensive follow up resulted

in an 81% (n=619) response rate allowing me to have confidence in the

generalisability of the findings. In order to obtain in-depth accounts of

women's experiences of joining Magpie, I conducted semi-structured

interviews with 40 of these women.

The postal questionnaires and semi-structured interviews together were

effective in gaining insight into women's attitudes and firsthand experience of

research. It is important to note that I have integrated the two data sets at

both the analysis and interpretation phases of the study, rather than

presenting a formal comparison. Substantial integration, linking the findings

and bringing them together has allowed for corroboration and strengthened
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the conclusions of the study. When I reviewed the data obtained from the

differing data collection methods independently, I found strong evidence of

general agreement between opinions expressed in the postal questionnaire

and those expressed by the women in the interviews. The semi-structured

interviews allowed for much further consideration of themes and concepts

identified from the postal questionnaires. My understanding of the

quantitative findings has been substantially enhanced by the virtue of the fact

that I also had qualitative data.

The findings from the QUOTE Study represent the views and experiences of

the women who remained in the Magpie Trial and its follow up study for

periods of 2 to 4 years. Thus, these results are, in general, a profile of those

who were likely to be sufficiently satisfied with their initial experience of trial

participation to remain in the follow up study. There was no observation of

the actual consent process, so neither the information conveyed to each

woman nor the interactions involved were accessible. It is worth noting also

that the responses by the women regarding their participation in Magpie may

reflect things learned about since rather than at the time of deciding to

participate.

Throughout the interviews it was apparent the women's responses were

sometimes contradictory. It is also important to acknowledge that all the

women interviewed were in good health, as were their children, with the

exception of two; one had severe cerebral palsy (woman's code: 10 AlN prob

no), the other had Downs Syndrome (woman's code: 28 PIN prob yes). The

women's recollections of their experiences of Magpie were almost certainly

influenced by their and their child's present health. The "halo effect"

described by Seguin and colleagues (1989) may have influenced women's

perceptions of their experiences: a healthy baby may compensate for any

personal discomfort endured and any reservations felt about taking part in

Magpie. Had the women and children's health outcomes not been as good,

their accounts might have been different.
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Women recruited to the Magpie Trial were experiencing a serious life-

threatening situation. Therefore the physical seriousness of pre-eclampsia for

the woman is one that creates considerable psychological stress and anxiety

about her own health and that of her unborn child. It follows then that those

recruited to the Magpie Trial were experiencing psychological stress when

considering participation.

9.2 What is already known about this topic

Despite the potential benefits of conducting research around the

management of pregnancy and childbirth (Enkin et al 2000) and

acknowledgement of the importance of doing research with women as

participants, rather than doing research on women (Renfrew and McCandlish

1992:81, AIMS/NCT/MA 1997) reviewing the literature relating to pregnant

women's experiences of participating in trials confirms there is still little

evaluation of the impact of taking part in a trial. Given that conducting

research within the maternity services has become the accepted norm in

many units in the UK and women may be approached to participate in as

many as five research studies during the course of their pregnancy (Baker

2005), there have been relatively few attempts at rigorously evaluating

pregnant women's experiences of joining trials.

A growing body of work has pointed to the potential for using qualitative

research methods to assess the perspectives of trial participants. The

literature search identified thirteen reports of ten empirical studies that

evaluated the short-term consequences of joining trials whilst pregnant. The

studies were predominately UK based (n=5) (Elbourne 1987, Mohanna and

Tunna 1999, Ferguson 2000, Kenyon and Dixon-Woods 2004, [Kenyon et al

2006, Dixon-Woods et al 2006], Baker et al 2005) and North American (n=4)

(Weston et 1997, Dorantes et al 2000, Rodger et al 2003, McLeod et al

2004); one study was performed in Australia (East and Colditz 1996 [East et

aI2006]).

There were few similarities in the situations of the women included in these

ten empirical studies with those women recruited to the Magpie Trial in the
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UK. None of the ten explored the views of women being faced with trial

participation while experiencing a pregnancy related illness, in particular in

the perinatal period. The studies identified in the literature explored some

aspect of trial participation either in the antenatal period (Elbourne 1987,

Weston et al 1997, Rodger et al 2003, McLeod et al 2004, Baker et al 2005)

or intrapartum (Mohanna and Tunna 1999, Dorantes et al 2000, Ferguson

2000, Kenyon and Dixon-Woods 2004, [Kenyon et al 2006, Dixon-Woods et

al 2006], East and Colditz 1996 [East et al 2006]) and therefore none could

be directly related to the circumstances of women joining the Magpie Trial.

Little guidance, therefore, can be drawn from the studies identified, given the

characteristics of the women and their circumstances at the time.

Most information gained from the empirical studies related to participants'

reasons for agreeing to and declining trial participation (Mohanna and Tunna

1994, Dorantes et al 2000, Baker et al 2005); or their understanding of trial

information (Kenyon and Dixon-Woods 2004, Kenyon et al 2006). The

studies conclude that the most important factors on a woman's decision to

consent are related to personal benefit. When women are asked to

participate in research while pregnant, benefit to themselves or their unborn

baby feature as the most important considerations. Altruism is just one of the

many factors.

Two studies took the opportunity to explore women's general views of taking

part in research while questioning them about aspects of the research

intervention; being involved in a study of having access to and holding their

own obstetric records (Elbourne 1987) and experiencing fetal intrapartum

oxygen saturation monitoring (East and Colditz 1996, East et al 2006). One

empirical study (Dixon-Woods et al 2006) explored participants' reactions to

receiving the trial results. However, pregnant women's understanding and

acceptance of research methods used within randomised trials did not

feature in these research studies or within the debate.

The literature gave some insight into trial participants' understanding of trial

information. When investigating the quality of the informed consent process it
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has been identified that participants often have misunderstandings about

trials and understanding can vary between participants (Ferguson 2000,

Roger et al 2003, Kenyon and Dixon-Woods 2004). Major deficiencies in

comprehension include not being aware of the potential risk associated with

the intervention, the unproven nature of the treatment and the uncertainty of

benefit to self (Ferguson 2000, Rodger et al 2003, Kenyon et al 2006).

In three of the studies (Weston et al 1997, Rodger et al 2003, McLeod et al

2004), the findings were based on hypothetical data. The studies explored

pregnant women's assessment of trial information with the view to

participating in a hypothetical trial. The focus of these studies was to explore

the nature of trial information, in order to improve trial recruitment (Weston et

al 1997) and to determine pregnant women's likelihood of joining a proposed

trial (Rodger et al 2003, McLeod et al 2004). There are obvious limitations to

this type of research as it does not capture the real-life situation. Anxiety is a

significant influence in decision-making, and studies have shown that anxiety

is increased when participants are asked to take part in real-life research

(Dorantes et al 2000). Therefore if participants are asked to base their

decisions on being in a hypothetical versus an actual trial, anxiety levels may

be quite different, and so too may their decisions. As a potential trial

participant it can be difficult to imagine how one might react when faced with

joining a trial, especially if the situation is unfamiliar and unreal.

The research studies evaluated were mostly small in scale, with the

exception of the postal questionnaire study (n= 1875) by Kenyon and Dixon-

Woods (2004), and therefore restricted in terms of providing any major

guidance as to what are the most important issues to pregnant women when

joining a trial. Five of the studies (Mohanna and Tunna 1999, Ferguson 2000,

Rodger et al 2003, Baker et al 2005, Kenyan et al 2006 [Dixon-Woods et al

2006]) explored women's experiences of participation using face-to-face

interviews. These studies have only identified 69 women as having been

interviewed in-depth about their trial experiences: Mohanna and Tunna

(1999) n= 18, Ferguson (2002) n=26, Kenyon et al (2006) [Dixon-Woods et al

2006] n=20 and Baker et al (2005) n=5.
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Kenyon and Dixon-Woods (2004), in their questionnaire survey examining

the understanding of trial information, acknowledged the limitations of using a

questionnaire for data collection. The method chosen did not allow the

researcher to ask for clarification nor the woman the opportunity to respond

to questions not included. It was also difficult to judge the extent to which

written responses represent difficulties in written expression. In addition,

although the response rate was acceptable for a study of this type (61%), a

considerable proportion of women did not respond.

The general discussions identified in the literature were mostly from the

perspectives of researchers, although there were three accounts from trial

participants themselves (Moran 1993, Washington 1995, Sudlow 2005),

which related to the ethical difficulty of recruiting pregnant women into trials.

This discussion was concerned with the difficulties a woman may experience

when needing to consent to research while in the labour and therefore under

stress and possibly in pain. Informing women antenatally (Robinson 1997a,

Robinson 1997b, Spencer and Dawson 2004) seems an appropriate solution,

and it is currently recommended (AIMS/NCT/MA 1997) that women should

not be approached to consent to participate in perinatal research unless they

have been informed about it earlier in their pregnancy. However, the benefits

of providing perinatal trial information early in pregnancy have not been

confirmed (Hundley and Cheyne 2003, litis 2006, Vernon et al 2006).

The literature identified there is limited understanding and evidence about the

provision of trial results to participants. While government initiatives, users,

and research ethics committees are generally supportive of the concept, the

needs and attitudes of participants are relatively unknown. To date, there is

little published evidence to suggest either positive or negative outcomes of

providing perinatal trial results.

Areas identified as needing to be addressed were therefore: participants'

understanding of the purpose of the research, their views about the nature of

research, their reasons for joining, whether any pressure to join was

experienced, the involvement of others in decision-making, and evaluation of
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understanding of written and oral information provided at the time of

recruitment. The issues of understanding of trial methodology, in particular

the concepts of equipoise, randomisation, and blinding, needed further

exploration also. Despite being particularly valuable for development of future

randomised trials, there had been relatively little direct research on

participants' views of perinatal trials. The literature review has revealed that

these questions had yet to be formally addressed from the perspective of

pregnant women. This was an important omission in the literature that the

QUOTE Study hoped to address.

In conclusion, the literature acknowledged exploring trial participants' views

of the research process is vital in order to improve the quality of trials and the

trial experience for those taking part. Participants can give valuable insights

into the research process; and ultimately having high quality evidence about

the experiences of being in a trial will give a greater understanding of how

trials are perceived by participants and so improve their design and running.

Reviewing the published literature confirmed there was no empirical research

relating directly to the circumstances experienced by those recruited to the

Magpie Trial, and although the issue of pregnant women participating in

clinical trials has been identified as requiring particular attention (Hundley

and Cheyne 2003) there remains little work specifically exploring trial

participation from the pregnant woman's viewpoint. I therefore needed to look

beyond the confines of pregnancy in order to learn more about trial

experience from the participant's perspective. Other areas of health, although

not directly transferable, did provide useful illustrations of the trial participants

experience. Extending the review of the literature provided further

understanding of the more generic issues relating to participating in clinical

research that was necessary in order to fully understand this subject.
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Highlights of this literature are summarised in the box below:

What is already known about this topic

• Few empirical studies have explored the views of women joining

perinatal trials. It is not clear how women experiencing pregnancy

related illnesses feel about participating in clinical trials

• A current recommendation is that women should not be asked to

consent to take part in perinatal research unless they have been given

written information about it during pregnancy. However, the benefits of

providing information in the antenatal period about perinatal trials have

yet to be confirmed

• Benefit to the mother herself or the baby are key motives for

participating in perinatal research; and appear more important

motivations than altruism.

• Participants' understanding of the purpose and design of trials is often

suboptimal by researchers' standards. Trial practices including

randomisation, placebo and blinding are poorly understood

• Women appear to want to be informed about trial results; however,

there is little evidence about the optimal methods for disseminating the

results; or of the implications of doing so.

9.3 What the QUOTE Study adds

Although large numbers of pregnant women have participated in clinical

trials, little is known about how they experience the informed consent process

in the perinatal situation. QUOTE is, to my knowledge, the first empirical

assessment of women's views and experiences of participating in a perinatal

trial while experiencing pre-eclampsia. Women's perceptions and recall of

their experiences of participating in Magpie were understandably entwined

with their overall birth experience. Their responses to participation were
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positioned in the context of their individual childbirth experiences and the

health care they received. Many women entering Magpie, although not in an

acute emergency situation, were experiencing a dangerous and frightening

condition. A frequent characteristic of pre-eclampsia is that women become

acutely ill without much warning; and though those with mild pre-eclampsia

often feel relatively well, women with severe pre-eclampsia may experience

headaches, visual disturbances, epigastric or right upper quadrant pain,

nausea, and vomiting or rapidly progressing oedema, symptoms developing

in what appears to be a very short period of time. The unpredictability and

speed at which pre-eclampsia can develop and the fact that most women

have little prior understanding of the condition causes additional anxiety.

Due to the life-threatening potential of severe pre-eclampsia, most women on

the Magpie Trial were cared for on an obstetric high dependency unit. As a

third of eclamptic fits occur postpartum, intensive monitoring was often

continued for 48 hours after delivery. The conditions for acquiring informed

consent were therefore very far from ideal, with many women were in

discomfort and anxious at the time consent was required. Furthermore, only

a limited amount of time was available for the informed consent process

since most women needed immediate medical treatment. A special dilemma

exists in obtaining informed consent in perinatal trials due to the fact that for

many the implications for an unborn baby also require consideration. Not

surprisingly, the various enrolment procedures used in perinatal trials reflect

a growing controversy over whether informed consent can and should be

obtained under these particular circumstances. Previous research findings,

already discussed, are not fully generalisable to the particular experiences of

this group of women for whom the nature of the trial experience was

relatively unknown and therefore needed to be formally addressed. Informed

consent in this situation was potentially very difficult.

9.3.1 Further evidence regarding amount and timing of information

During the interviews the women described the time of recruitment as

immensely frightening, stressful, and for some very traumatic. Much of this

was related to the unexpected and sudden occurrence of severe pre-
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eclampsia, the clinical situation unquestionably contributing to what for some

was already a difficult decision-making process. It is clear from the women's

accounts that the time taken to consider joining Magpie was heavily

influenced by the limited time available. Women were actively encouraged to

make their decision to join Magpie as quickly as possible as the seriousness

of pre-eclampsia meant treatment could not be delayed. From most of the

accounts, it was evident that the fear they were experiencing both for

themselves and their baby contributed to the speed of their decision. Most

had a clear understanding of the desperate situation they were in and the

limited time available to decide. Others decided quickly because they were

approached in labour or just after delivery and were unable to give the

information lengthy consideration and therefore agreed in a short space of

time. Many commented on how hurried the whole situation felt; and only one

woman felt able to tell the clinicians she needed more time to reach her

decision. For some women, however, it appeared the decision was quick

because of its ease. The decision appeared casual even, a decision that was

not particularly agonised over.

Among those women who took more time to decide this too was driven by

circumstance, because time was available. Being informed about Magpie

whilst admitted for observation on the antenatal ward (and therefore only

potentially eligible) gave one woman a period of time to consider

participating. However, she too felt some urgency to join because of the daily

approach by the recruiting midwife, until a decision was made. Other women

appeared to either be in a less stressful situation or were less stressed by the

approach used. These women were spoken to in what appeared to be a

much more relaxed way and were given time to consider the trial. Some

clinicians left the room in order for the woman and her family to deliberate

privately. Trusting the clinician not to offer anything that would be detrimental

to either themselves or their baby also seemed key to the time taken to

consider for all the women.

For the women the onset of their pre-eclampsia was not predicted and most

were admitted to hospital with little warning. Many had little understanding of
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their condition, adding further to their anxiety. For the majority clinicians

provided information about Magpie at the time of eligibility and not before.

The clinicians were unable to identify who would and would not be affected

by the condition in advance, so the provision and timing of information about

possible treatments and potential clinical trials related to pre-eclampsia was

challenging. Although the majority of women were reasonably satisfied with

the level of detail of information received, it was evident the timing was

problematic. Most indicated that had they been told earlier in their pregnancy

they would have found the decision to join less stressful. However, some said

they would not have wanted to know about the trial early and made

comments to the effect that knowing about the trial before eligible would have

caused them unnecessary worry.

These findings from QUOTE were similar to the findings by Mohanna and

Tunna (1999) in their study of pregnant women's decisions to withhold

consent to a preterm labour trial. In that, most of the women had not

considered they were at risk of preterm labour and therefore could not see

the relevance of being told early about the trial. Vernon et al (2006) have

outlined how informing women early in pregnancy can bring about tension

between promoting pregnancy and labour as a normal physiological process

and the possibility of experiencing an adverse event. The chance of

experiencing an adverse event is generally very small and to present women

with a detailed argument around each possible complication can

unnecessarily detract from the normality of pregnancy.

The need for elaboration of information is highly individual. It was apparent in

QUOTE that it was dependent on stress, prior knowledge of Magpie and pre-

eclampsia and the severity of pre-eclampsia experienced. Many women

emphasised the need for repetition as well as details to be described in lay

terms. Additionally, QUOTE highlighted that women frequently lacked a full

grasp of the differences between the Magpie Trial and standard clinical

practice, highlighting that the consent process should have included

particular attention to the distinctions between procedures performed as part

of research and those performed as part of standard clinical practice. The
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continuous consent approach to obtaining informed consent for research has

been proposed (Allmark and Mason 2006) as a method for solving these

difficulties; by giving information at more than one point in a trial participants

will assimilate the information much better.

9.3.2 Self-interest is a key motive for participating

Research participants in randomised trials often believe that participation will

result in better treatment, as do researchers. The findings from the QUOTE

Study are consistent with this as the majority of women agreed to participate

in Magpie primarily because they believed participation would result in benefit

to either themselves or their baby. Major motivating factors for participation

fell into three broad categories: self-benefit (trial might help treat pre-

eclampsia), benefit to their child (treatment may minimise the associated

risks of pre-eclampsia to the unborn baby) and altruism (help future women

or for the good of medical science). In most cases, women identified more

than one benefit; just five of the 40 women interviewed identified altruism

exclusively as their reason for taking part.

The majority of women expressed a preference for the active drug,

magnesium sulphate, and very few voiced concerns about any possibility of

risk to either themselves or their unborn baby. In a number of accounts it

appeared the recruiting clinician had expressed the hope that the woman

would be randomised to magnesium sulphate, because they were already

convinced of its benefit (as previously discussed Chapter 2:56). This finding

of lack of personal equipoise by recruiting clinicians supports the results of

other studies, and is perhaps not surprising given that a fundamental ethical

perception of research is that the well-being of an individual must never be

sacrificed for some perceived greater collective good. Appreciating the

clinicians' lack of clinical equipoise meant some women had little difficulty in

deciding to join, Magpie offering them the opportunity of receiving benefit. Of

those women randomised to placebo, the majority believed they had been

randomised to magnesium sulphate. Had Magpie not been a double-blind

trial, and had those randomised to placebo been aware of their allocation,

some might subsequently have withdrawn from participation.
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Participation therefore gave many women the possibility of receiving what

many clinicians, and consequently women themselves, thought to be an

effective and 'proven' treatment and therefore the preferred option. It is worth

noting that the Magpie Trial information leaflet, which was given to women,

reflected both medical opinion and practice at the time, stating: "Some

doctors give magnesium sulphate to women with pre-eclampsia, hoping that

it will stop them having a fit and prevent some of the other problems of pre-

eclampsia. There is very little useful research into whether magnesium

sulphate really is the best treatment. Although one study has suggested that

it might be good for women, this was not conclusive and gave very little

information about the effects for the baby" (Appendix 16).

9.3.3 Trust in the clinician is key to participation

Trust in the clinicians was another important element in the recruitment

decision. Some women relied on the confidence they had in the recruiting

clinician: trusting that they would not expose them or their babies to anything

risky. Health professionals involved in Magpie had dual roles: as clinician and

as researcher. As clinicians, their objective was to apply existing knowledge

for the best possible outcome of each woman. As researchers their objective

was to gain further knowledge for the greater good and in the case of Magpie

to leave some treatment decisions (administration of magnesium sulphate) to

a chance process. In this type of situation care and research are so closely

interlinked that it is often impractical and impossible not to intermingle the

two. Women may have expected their obstetrician or midwife to have acted

first as clinicians whose primary concern was their physical well-being and

care. The clinicians' dual role as researcher may have appeared irrelevant to

the clinical decision to be made.

Those having trust in their clinician were drawing on their general

understanding of healthcare and health professionals as well as their

personal experience; most joined Magpie towards the end of their pregnancy

and therefore had already developed a relationship with their healthcare

professionals, even though this relationship of trust has been described as an

unequal one (Kitzinger et al 1990:97). Trust in the clinician seemed critical to
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women's agreement. Decisions about childbirth may be seen as different to

other health-care decisions; but at the time of recruitment to Magpie the

women involved were unwell, extremely vulnerable and therefore particularly
dependent on and influenced by their clinician.

The decision to join was also influenced by the exchanges between the

women and the clinicians at time of recruitment. Some women appeared to

form close attachments with the staff in what would appear a very short

period of time. Many expressed that they felt safe and reassured by the fact

that the midwife was always in the room with them. The attitudes and

behaviour of the clinicians towards the women appeared to be a factor

influencing recruitment, perhaps reflecting the women's expectations that

their clinician would always act in their best interest, (even when the clinician

explained that treatment in the Magpie Trial was randomised). Women

frequently expressed the view that magnesium sulphate would not be offered

if it did not carry a strong potential for benefit, many understanding that the

trial would not be performed if it was thought to cause any significant risk.

Although some women sought the opinion of family members and friends, it

was apparent they had little involvement or influence on the woman's

decision. Many women emphasised that their partner played a role in

providing a second opinion, as someone to confer with. However, women

dismissed the idea that their family were in the position to influence their

decision; either because they were distressed too, or were not able to

interpret trial details any better than the women themselves. Most women

said they made the decision to join independently; and the family being

present was neither required nor a substantial influence.

Although most women appreciated the blinded nature of the trial and

therefore understood the clinician could not tell them to which group they had

been randomised to, there was a clear sense that clinicians were in part able

to deduce (because of side effects) who had been randomised to magnesium

sulphate and who not. Women reported that when the clinician thought she

had been randomised to magnesium sulphate, this was often associated with
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an expression of satisfaction or relief. This in turn gave the women further

confirmation of the (unknown) proven benefits of magnesium sulphate, and

consequently validated their decision to join. When asked in the QUOTE

Study interview to guess trial allocation: most women thought they had been

randomised magnesium sulphate (n= 22 [17 guessing correctly]), 11 did not

know, and 7 thought they had received placebo [5 guessing correctly). Thus,

although appreciating they could have been randomised to the control group

few women (n=7) actually thought they had been.

Some women felt that being randomised to placebo would involve additional

risks, because it would involve not taking an active treatment they perceived

to be beneficial. For others there was an appreciation, and with that

reassurance, that had they been randomised to placebo and subsequently

had an eclamptic fit they understood they would be treated with magnesium

sulphate. The corollary of this was to reduce any concern about risk and

reinforce the impression that there was no choice about whether to

participate - the women ultimately seemed to feel that by participating they

could not be disadvantaged. Despite being given the Magpie Trial information

leaflet many women did not seem to have any knowledge of the potential

risks involved. Some women did not recall being informed of risks, some said

they were explicitly told that there were none, others did not recall being

given the information leaflet. Some said that they gave consent only because

they believed that the treatment would not harm their baby.

In addition to perceived benefits at the point of randomisation women also

mentioned there were other supplementary benefits from participating in

Magpie. Women perceived they received more information about pre-

eclampsia as a result of participating in Magpie. The most frequently

mentioned was the perceived guarantee of better care that resulted from the

increased clinician surveillance, receipt of additional clinical monitoring, and

physical examinations, as well as follow up. The emotional advantage of

having one-to-one care was also mentioned. Being given additional

information about pre-eclampsia and therefore feeling better educated was

also highlighted. A perception of benefit to their physical condition, such as
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lowering the blood pressure and a general feeling of wellbeing as a result of

being on the trial was also identified. Other benefits mentioned less

frequently in the interviews were the psychological benefits of increased

interaction with clinical and research staff, and a sense of feeling important.

Most women recruited to Magpie perceived magnesium sulphate to be

beneficial to them at the time of recruitment. They did not always appreciate

that there was uncertainty over the favourable effects of magnesium sulphate

and the possibility of receiving a potentially beneficial therapy was promising.

Women frequently expressed the view that the research would not be being

done if it did not carry some promise of benefit, and alternatively many

assumed the intervention would not be done if it posed significant risks. The

apparent lack of uncertainty on the part of clinicians involved seemed to

cause poor appreciation among the women of the unproven nature of the trial

treatment, which in turn seemed key to their decision-making. Collaborating

hospitals did not administer magnesium sulphate for pre-eclampsia outside

the confines of the Magpie Trial: participation was therefore in the main seen

as a vehicle to receiving a preferred beneficial treatment that was not

routinely available. Getting 'ideal' treatment by going into the trial was

therefore preferred to no chance of getting it. Women also joined in the hope

of trying anything because their condition was life threatening, so they had

nothing to lose and everything to gain.

Accounts by the women relating to the consent process suggested that some

clinicians, albeit unintentionally and indirectly, promoted the use of

magnesium sulphate as safe, by speaking openly about its widespread use in

other parts of the world. Women understood this to mean that the beneficial

effects of magnesium sulphate had already been proven, the risk was

negligent, and Magpie was simply providing evidence for clinicians in the UK

to use the drug routinely. Faced with the possibility of having an eclamptic

convulsion and seeing Magpie as a way in which this might be prevented, the

decision to take part therefore seemed logical and straightforward. Agreeing

to research eagerly in the hope of accessing a potentially beneficial
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intervention has been termed "instinctive consent" (Snowdon et al 2006).

This can be seen clearly amongst the women in the QUOTE Study.

Although the women appreciated the voluntary nature of the trial, clinicians,

especially those clinicians that were not in personal equipoise, (previously

discussed, Chapter 2: 56), may have 'unwittingly coerced' them (Little 2002)

by their own personal preferences. It appeared there was some suggestion

from the women's accounts that some clinicians were not in personal

equipoise regarding the use of magnesium sulphate for the treatment of pre-

eclampsia. The language or behaviour used by clinicians, even if subtle or

not intended, this may have influenced the women to believe that Magpie

offered them the opportunity to receive greater benefit. Women likely

assumed that their obstetrician or midwife were acting first and foremost as

clinicians whose primary concern was the woman's health. In the context of

Magpie, the emergency situation itself is 'coercive'.

Women's descriptions of their reasons for participating in Magpie and of

various forms of pressure experienced in connection with the consent

process were considered, to establish to what degree their decision was

voluntary. Women were evidently influenced by the clinicians to consent to

the trial, especially by those with a strong belief in the benefit of magnesium

sulphate. The other forms of pressure that the women experienced were

mainly attributable to the emergency situation caused by having severe pre-

eclampsia. Clinicians emphasised the limited options available and as a

consequence many women were keen to receive treatment as soon as

possible.

9.3.4 Distinction between research and routine clinical care can be

unclear for trial participants'

It was not possible, nor was it the focus of this study to examine whether or

not the women fulfilled certain criteria of competence at the time they gave

consent to the Magpie Trial. It was possible, however, to analyse how the

women described their ability to understand, reason, communicate and come
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to a decision at the time of recruitment. As I was not present when consent

was obtained, this is an evaluation of the women's perceptions of their

understanding of what they were told, which is not necessarily the same as

what they were actually told. The quality of the information they were given

has not been assessed, but rather their judgment of it and the degree to

which they felt they had understood it. Regardless of whether the women's

recollections were 'accurate', it was their satisfaction that was the key issue

in this study; even so, issues of informed consent do emerge.

Women were given the Magpie Trial information leaflet (Appendix 16) as part

of the consent procedure. Clinicians expanded on this written information by

providing additional oral information at the time of recruitment. The content of

the additional information was dependent on the individual recruiting clinician

and therefore was not consistent or standardised. Written information was

helpful in the decision-making process, but for only a few of the women

interviewed. Some women were not capable of reading it because of the

stressful emergency context they found themselves in. Others claimed that

they read the information, but the detail was difficult to take in due to the

situation, for some it was because they were in labour at the time. There

were a few women who did not remember whether they read the information

sheet prior to or after giving consent and a few could not recall receiving any

information sheet at all.

It appeared that trial information provided orally was the most essential

source. Nevertheless when the women were asked about details, they often

had significant gaps in their knowledge about the trial. These included not

being aware of the unproven nature of trial treatment, and the potential for

increased risk or discomfort, and certain aspects of design used in

randomised controlled trials. Some women did not appreciate the uncertainty

of benefit to self.

Most women were able to describe some aspect of the concept of

randomisation, particularly in terms of the involvement of chance, with some
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having more detailed understanding of treatment comparisons, concealed

allocation and experimental design. Despite being able to recall the

involvement of chance in their allocation, the same women indicated that

they expected to receive the experimental trial treatment (magnesium

sulphate). While most women in the QUOTE Study did not appear to

appreciate completely the concept of randomisation they did acknowledge it

was a rational and reasonable way of testing treatments.

There were a number of other factors contributing to the women's

acceptance of randomisation. Women were aware that they would ultimately

receive magnesium sulphate if they needed it, for example if experiencing an

eclamptic convulsion. As a result women assumed that by joining Magpie

they were not going to be put at risk or denied treatment if required. This

understanding that magnesium sulphate could be administered outside the

confines of the trial proved crucial in determining whether women were

satisfied with the concept of randomisation and accepted the resultant

treatment allocation. The finding that the women were often influenced by

their understanding that the 'experimental' trial treatment was not a new drug

(frequently used outside the UK for pre-eclampsia) and had been previously

tested in the UK and found to be useful and safe (for women with eclampsia)

was also of importance. It contributed to them being able to consider

participation as a low-risk undertaking. Women who had some knowledge

about possible risk, also had immense trust in their clinician, to the point

where assumptions of no risk were made when in fact no knowledge was

actually present. This perception of no risk reinforced the view that

randomisation was relatively uncomplicated, rational and for most not an

issue.

Literature relating to equipoise, as previously discussed (Chapter 2:56), has

focused almost entirely on clinicians' perceptions, demonstrating the

existence (or not) of two types: collective and personal (Freedman 1987).

The QUOTE findings suggest that most women supposed that some

clinicians perceived the trial treatment to be beneficial. This supports the

widespread and unproven belief that new treatments are likely to be superior
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to existing alternatives (Chalmers 2004, Chalmers and Matthews 2006). This

apparent lack of uncertainty on the part of clinicians seemed to create a poor

appreciation among the women of the unproven nature of the trial treatment,

which seemed key to their decision-making. It appeared this fundamental

principle of trial design was not part of the discussion at the time of trial

recruitment. In attempting to make sense of their participation in Magpie,

women produced accounts that on the one hand described their

understanding of the fundamentals of equipoise, but on the other hand

challenged these understandings, for example, by stating that they joined

Magpie in order to receive a beneficial treatment (magnesium sulphate).

Given the suggestion that trialists often have treatment preferences, it could

be argued that the women's views were accurate as their accounts reflected

the opinions given to them by the recruiting clinicians. It is important to note

the women in QUOTE did not voice concerns about wanting additional

explanations about the methodology used in the Magpie Trial or the

uncertainty or experimental nature of it. Women did emphasise the need for

clarity and simplicity of the explanation as well as an unhurried discussion

and time to consider their decision.

Despite some positive elements of the recruitment process from the women's

viewpoint, it appeared some women were not fully satisfied with the

information they received about the trial. Although most dissatisfaction

related to the clinical situation they found themselves in and the need for a

quick decision, women did indicate trial information provision in parts was

inadequate. Women made a distinction between the way information should

be provided and the content of the information. Remarks provided some

insight into the issues that were important to them at the time of recruitment.

In-depth information about the trial including the trial procedures was

requested. Information about the possibility of side effects and possible harm

caused by magnesium sulphate (with particular emphasis on the baby) were

requested most often at recruitment. Since joining the trial some of the

women had requested un-blinding of treatment allocation.
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As previously discussed women were asked to consider joining Magpie at a

difficult and highly stressful time. Their understanding of the trial was

primarily derived from the consultation process, rather than the information

leaflet. Women's knowledge varied widely, and for most, their comprehension

could be considered limited. Many factors could potentially influence this.

While it is not possible to determine to what extent misconceptions were due

to lack of a understanding on behalf of the women or a lack of

communication skills on the part of the clinicians, it is evident that the clinical

context affected their ability to concentrate. The fact that the symptoms and

severity of pre-eclampsia can vary considerably may explain why some

women felt fully competent to decide while others clearly did not. Most

women had limited understanding of pre-eclampsia prior to the Magpie Trial

and the difficulty in understanding complex medical arguments put to them at

a time of stress was evident.

Despite this, when asked in the qualitative interviews, nearly all women were

happy with their decision to participate and reported that they would join the

study again if in the same circumstances. Data from the postal questionnaire

confirmed this; a total of 525 (85%) of women said that they would participate

again. The main reasons given for agreeing to participate again were

potential for self-benefit and altruism. Few (15%) reported that they would

decline or were not sure what their decision would be. The main reason they

gave for thinking they would decline if asked again was due to the side

effects they had experienced. Furthermore, while there were noticeable flaws

in their knowledge and many could not recall some aspects of Magpie, the

women had no regrets and felt generally satisfied with their experience and

that they understood Magpie well.

Assessing the information needs of trial participants can be difficult. Deciding

how much information needs to be supplied to research participants for

consent to be truly informed has previously been identified as controversial,

especially as participants can have widely differing preferences for the type,

amount and format of information they receive. Existing research frameworks

offer guidance about what constitutes necessary information for an informed
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consent (WMA 2004). Essential information includes not only that about the

nature and purpose of the research, but also the relevant balance between

possible risks and benefits, and information about the implications of

participation, including that the study is voluntary and that failure to consent

will not jeopardise clinical care. Information about relevant methodological

issues should also be included as appropriate; for example participation in a

randomised controlled trial should be preceded by explanation of such

concepts as randomisation, blinding, and equipoise.

This requirement is an ideal, however, and does not necessarily reflect real

life situations, nor acknowledge what mayor may not be feasible. It is

important to recognise the importance of the particular circumstances under

which information is provided. When the declaration of Helsinki was

formulated, Bradford Hill (1963), an innovator in clinical trials, claimed that

there is no one way of doing clinical trials ethically and giving detailed advice;

and if there were this would harm both research and ethics. He argued that

ethical judgements have to take into allowance the specific circumstances of

each trial (Bradford Hill 1963). Comments made by the women in the Magpie

Trial suggested they were somehow unclear or unaware of what was

happening, or felt too anxious to be bothered about what was happening. For

many women the need to get better was the overriding factor in whether they

considered participating. It is not clear if providing them with a detailed

explanation of the trial and the scientific method underlying a randomised

controlled trial would have been helpful or desirable. Nor is it clear whether

this greater understanding would have led to higher or lower levels of

satisfaction and what impact such knowledge would have had on their trial

experience. Too frank an explanation, with too much information is overload,

and has been shown to have considerable negative consequences (Thornton

1992).

Health professionals, researchers and medical ethicists may be assessing

trial participants' information needs based on their own understanding of the

research process and ethics. Of course trial participants have the right to

information about trial procedures before participating; nevertheless in the
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situation of Magpie it would not have been possible practically to give

information about every aspect of the trial. Trial participants may never know

as much as trial clinicians, but the question remains do they actually need to?

Even recruiting clinicians themselves rarely understand all the issues

involved in a trial (Ziebland et al 2006). Moreover, with health care becoming

increasingly scientific, the question is raised as to whether it reasonable to

expect a layperson to have the same level of knowledge as their clinician? -

especially as there is evidence that health care professionals themselves

have poor understanding with some aspects of health care.

Many of the difficulties in obtaining informed consent for research for

perinatal trials relate to the problem of imparting information in a stressful or

sometimes emergency situation. Clinical research has become more and

more technically advanced and accordingly more difficult for people outside

the health professions to understand. The low levels of knowledge and

understanding of research methodology in the general population compound

this difficulty. In view of this it is debatable whether fully informed consent is

ever obtained in its fullest sense, especially in circumstances such as those

of the Magpie Trial. It has been argued that full information about clinical

trials may be 'needlessly cruel', burdening participants with too much at the

point of diagnosis (Tobias and Souhami 1993)

Women in the Magpie Trial reported that they were satisfied with their

experience of the trial, and although sometimes lacking knowledge they felt

they had sufficient understanding to make their decision. Women's self-

assessment of their understanding demonstrated that most were unable to

describe all aspects of the trial fully, yet the women considered themselves

knowledgeable. I propose several reasons for this discrepancy between

perception of and actual knowledge. First, women may not have placed too

much importance on the need to recall all aspects of Magpie. They were

satisfied simply to have either a positive or negative feeling towards the

treatment options. Magnesium sulphate was overwhelmingly considered a

positive option, although the reason for this was sometimes flawed. The gap

between perceived knowledge and actual knowledge is a concern; however,
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the implications of this are that researchers and clinicians need to trust trial

participants to make decision they feel right for themselves, regardless of

whether this is based on the researchers, clinicians or ethicists'

understanding of what the trial is about. Respect for persons, including

respect for their self-determination and recognition of their integral role in

research is required.

9.3.5 Women appreciated being informed about the trial results

The offer to provide research results to participants at study completion is

based on the principle that respect for persons should continue following

study closure, to avoid treating research participants purely as a means to an

end. On completion of the Magpie Trial women received a copy of the trial

results and were sent as a summary by post (Appendix 6). The summary was

prepared in consultation with representatives of the UK-based user group,

Action on Pre-Eclampsia (APEC). It began with thanking the women and

acknowledging their contribution. An overview of the Magpie Trial aimed as a

reminder was provided, followed by a description of the main findings. The

results summary informed the women that magnesium sulphate halves the

risk of convulsions for women with pre-eclampsia and probably reduces

maternal death. Magnesium sulphate, as prescribed in the trial, is safe for

both mothers and babies, although unpleasant maternal side effects,

particularly flushing, are common. Copies of newspaper clippings of the

press releases at the time the results were launched, citations of the medical

publications, and details of how to contact the trialists for further information

were also provided.

Relatively little is known as to how participants receive information provided

about study results and what this impact this has on their psychological well-

being. During the interviews performed as part of the QUOTE Study I was

able to examine the reactions to and implications of offering trial results to the

participating women. One of the arguments against providing results is that

research participants might not want them; however, the women's responses

from both the postal questionnaires and interviews suggest otherwise.
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Both methods revealed that the women appreciated being informed of the

results, as many had wondered what the conclusions of the Magpie Trial

were. Moreover, some women felt that by not feeding back the results to

participants, researchers would not be practicing ethically or acknowledging

the vital contribution research participants make. Many of the women,

although surprised by the contact, did not respond negatively to knowing the

results. Overwhelmingly, women stated they enjoyed reading the summary

and found the additional information valuable and interesting.

The results enabled women to gain a better appreciation of Magpie as well

as a good understanding of its conclusions. For some, receiving the results

allowed them to have closure to their participation, completing what was a

difficult time in their lives. Reading the results prompted feelings of altruism

and gave satisfaction in being part of a successful trial. Many acknowledged

feeling good about knowing their participation would help future mothers and

babies; some even acknowledged they too could benefit one day by the

research findings.

Within double-blind controlled trials sharing the results with participants may

encourage them to request their individual trial treatment (un-blinding).

Participants may want to understand study conclusions relevant to them and

their children's health outcomes. Unblinding of treatment allocation was not

provided routinely with the Magpie Trial results, women were required to

request this in writing. Even after being provided with the results, few women

wanted to know their unblinded treatment, only three requested it. Nor did

women explore the possibility that they might have been randomised to an

inferior arm of the trial (placebo) and therefore been denied of a beneficial

treatment or put at risk.

Most of the women appeared to interpret the results in terms of their present

situation. The women were relatively well, and the results pertained to a part

of their life that had now passed. This perhaps accounts for their relative

satisfaction. Had the women and their children had poor health outcomes
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that could be attributed to either pre-eclampsia or magnesium sulphate they

might have viewed the results differently.

A major concern in providing research results to participants is that the

content may be upsetting or worrying. None of the women that returned their

questionnaire or were interviewed gave any indication of detrimental effects

from receiving the results. At a minimum, trial results should be offered as a

reward, acknowledgement, or sign of appreciation for involvement in

research. Sharing research results with participants and society in general

could result in better communication between professionals and the lay

public. From a researcher point of view, sharing results might lead to the

public having a better understanding of clinical trials, thus increasing clinical

trials accrual and ultimately leading to improvements in health care. Provision

may also improve communication between investigators and participants in

research, enhance the transparency of clinical research, and improve public

perception of biomedical research.

9.3.6Women welcome long-term trial follow-up

In recent years acknowledgement of the importance of long-term follow up of

participants in perinatal trials has grown (American Academy of Pediatrics,

Committee on Fetus and the Newborn 2002, Halliday and Ehrenkranz 2003).

The importance of carrying out long-term follow up of research participants is

notably supported by user groups such as AIMS (Association for

Improvements in Maternity Services) who have advocated for some time that

with all childbirth research the names of mothers and their babies should be

kept so that long-term follow up is possible (Robinson 1994).

Little thought, however, has been given to exploring how the participants feel

about being contacted some years after the event by trialists and

subsequently followed up. The QUOTE Study provided an opportunity to

explore in-depth how the women felt about being contacted for follow up of

the Magpie Trial. Re-contacting research participants some years after

randomisation does have the potential to cause apprehension. Nonetheless,

the women were enthusiastic about being involved in the follow up study and
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appreciated the contact. Being involved was important for a variety of

reasons: it provided answers to unresolved questions about pre-eclampsia

and Magpie; it meant their contribution to the trial was recognised; it gave

them welcome reassurances about their child's health and development;

gave them ideas as to ways of stimulating and playing with their children and

also provided them with additional information of their child's abilities.

The women were often surprised by the contact, as some had given little

thought to the trial since coming home from hospital; nevertheless they were

still receptive to the contact. The favourable reaction from the women could

be linked to how the follow up study was presented. Women found both

postal questionnaires (child developmental and woman's) easy to complete;

they found the child development questionnaire particularly enjoyable as well

as reassuring. The format of the questionnaire and the fact that each

questionnaire was personalised, was identified by the women as a positive

feature, and for some was the motivation to complete it. The women also

talked favourably about the experience of the home visit, mostly for the same

reasons: it gave them reassurances that their child was developing well and

also provided them with additional information of their child's ability.

As with the receipt of the trial results, most of the women responded to the

follow up study in terms of their present situation - both they and their

children were well, and the follow up study confirmed this. This may account

for their satisfaction. Had the women and their children had poor health

outcomes that could be linked to either pre-eclampsia or magnesium

sulphate, they might have viewed the results differently. There was no

evidence that the follow up study caused unwelcome distress by reviving

memories of a serious illness.

Unblinding of treatment allocation was not provided routinely as part of the

follow up study as the researcher performing the developmental

assessments on the children was blinded to the study allocation. The visit

did, however, prompt some women to want to be unblinded.
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A narrative account of how the Magpie Trial follow up study was carried out

(Farrell and Duley 2007), gives a further insight into the women's reactions to

follow up, including those living in the UK (Smyth and Armstrong 2007).

Before the follow up study began, the issue of how best to contact the

families in the UK was considered, since contact could be unwelcome,

especially if the mother or child was unwell. Initial contact was made

therefore to the families' general practitioner to ensure a first approach would

be appropriate. Families were then usually offered a home visit by telephone,

which was received well.

9.3.7 Summary

Despite the widespread use of randomised controlled trials, until recently little

attention has been paid to participants' reactions to and understanding of

their trial experience. This study has attempted to shed some light on the

Magpie Trial, as experienced by the women who participated in it. The data

presented gives valuable insights into the women's views and experiences.

The response rate to the postal questionnaire was excellent (81%) and has

permitted reasonable confidence in the findings. The strength of this study,

however, lay in its use of both quantitative and qualitative research methods,

the latter to explore the women's experiences in-depth. It is important to note

that the women came from a range of educational and social class

backgrounds and all were able to engage well in the interviews.

Although the results suggest the need for improvements in informed consent

to research, they also point to its complexity in the setting of perinatal clinical

trials. The experience from QUOTE supports previous studies suggesting

that the 'gold-standard' of true informed consent is difficult to achieve. The

findings suggest that current official guidance regarding consent to research

may be unfeasible, particularly because it requires trial information to be

complex and standardisation of the process, regardless of the underlying

clinical situation. The QUOTE study also identified that a process that does

not recognise the particular circumstances under which decisions are made

may be inadequate. Clearly, a new approach is required, which takes into
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account the preferences of participants themselves, and recognises their

differing needs.

Highlights of the findings from the QUOTE Study are summarised in the box

below:

What the QUOTE Study adds

• This study has, for the first time, formally assessed women's views and

experiences of participating in a perinatal trial whilst experiencing a

pregnancy related illness (pre-eclampsia)

• There is a need for consent processes to recognise the different

circumstances under which consent may be given

• Self-interest and trust in the clinician is key to participation

• Distinction between research and routine clinical care can be unclear

• Women appreciate being informed about trial results

• Women welcome long-term follow up

9.4 The QUOTE Study limitations

The following limitations of the study should be borne in mind in review of the

results and their interpretation:

First, the follow up study design meant there were differences in the interval

between recruitment to the Magpie Trial and the QUOTE Study interview.

Timing of the interviews was dependent on women completing the follow up

study postal questionnaire, as only then could they be contacted and offered

an interview. For the majority this was also after their follow up study home

visit. Time points therefore ranged from two years to four years and seven
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months. Although it might be expected that those with the biggest gap

between recruitment and interview would have greatest difficulty with recall

(and there was some evidence that some key characteristics of the trial could

not be recalled) no link to timing was evident. The birth of a child represents

a landmark event in the lives of all involved, and for the mothers particularly,

who tend to remember their birth experiences vividly and with deep emotion.

Women in the QUOTE Study were being asked to recall a particularly

significant episode in their lives, hence their vivid memories of their

experience.

It is important to acknowledge that the views solicited come only from those

women who chose to participate in the Magpie Trial; women who declined

were not interviewed. The babies of all the women interviewed survived, and

for most part were in good health. Had the outcomes not been as good, their

thoughts might have been different; and some of the women indicated this in

their interviews.

Some women gave accurate descriptions of the trial but on further

questioning contradictions appeared. Throughout the interviews women were

reminded to describe what they knew before recruitment, rather than what

they had learnt since; however this was clearly difficult for the women

sometimes to separate and overlap was evident.

Another potential limitation for the QUOTE Study was the possibility that the

interviews were performed by myself the research midwife for the Magpie

Trial. I recognised that some women might find it difficult to talk openly about

their experiences, especially if they had a negative experience. In order to

minimise this effect another interviewer (LW), with no previous involvement

with the Magpie Trial or the QUOTE Study was enlisted. This interviewer was

also a midwife and aware of the aims and procedures of the Magpie Trial and

its follow up study. Comprehensive information was also supplied about the

QUOTE Study. Periodically we both met, read over each other's interview

transcripts and discussed similarities and differences. We found no variations
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in the answers given by the women that could be attributed to giving more

desirable responses to me than to any non-involved colleague.

Although the sample of forty women interviewed cannot be considered

completely typical of the study population, I have no reason to suppose that

these findings would not be generalisable to other women recruited to the

Magpie Trial as well as those participating in other perinatal trials, at least in

the UK. The interviews proved to be an effective method to explore

experiences of joining Magpie, and data from the postal questionnaires

verified much of what the women described in the interviews.

Despite the above limitations, this study has provided insights into the

women's views and experiences of joining a perinatal trial. The postal

questionnaires proved an effective means of gaining understanding of trial

experience, the interviews provided a greater understanding.

9.5 Implications for research

This study has contributed to a greater understanding of the views and

experiences of those recruited to perinatal trials. In addition a contribution

has been made to the growing body of knowledge pertaining to the conduct

of randomised controlled trials. As with all research, as many questions are

raised by the work as answered. While this study hopefully moves the subject

forward in a number of ways, further topics remain to be examined. As a

result I want to make the following suggestions for the focus, design and

conduct of future studies exploring women's experiences of perinatal

randomised controlled trials:

• Further assessment of the level at which trial participants feel able to

make an informed decision to participate, to what extent they felt the

informed consent process is acceptable; and how various factors

influence their experiences of the consent process;
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• Examination of the impact of antenatal provision of information

regarding potential research; whether prior exposure helps with

obtaining fully informed consent; and what effect it has on

understanding of the study, satisfaction with participation and overall

recruitment rates;

• Further examination of women's attitudes regarding the concepts:

altruism, unwitting coercion, and therapeutic misconception, including

the previously neglected concept of clinical equipoise;

• Research examining how clinicians communicate information about

clinical trials to potential participants; what degree of uncertainty exists

among individual clinicians; and whether an individual clinician's

preference should be revealed to potential participants;

• Further assessment of the direct involvement and impact of partners

and the family in the informed consent process and on decision-

making;

• Investigation of the double standards of consent and information

provision for trial participation compared with that provided in normal

clinical practice;

• Further consideration of the views of those declining participation.

Despite being extremely valuable for the planning of future trials there

has been relatively little direct research on non-participants and why

they choose not to participate in a trial;

• Further research assessing the preferences of research participants

about receiving study results; and their reactions to such disclosure is

required. Much work needs to be done in this area to explore the most

appropriate means of returning results, and about the cost and time

required to do so. Further research is needed to develop and test
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planned debriefing of trial participants about their allocated trial

treatment and researchers attitudes towards communicating this

information;

• Further research to ascertain the extent of which the findings of this

study are applicable to women participating in different types of

perinatal research trials. Research nested in ongoing trials, taking a

longitudinal approach, would allow demonstration of how preferences

and opinions change over the course of pregnancy. One aspect of this

challenge may relate to the views of recruiting clinicians themselves

and their understandings of the trial design.

9.6 Implications for practice

The study findings demonstrate some of the difficulties women experience

when considering joining a trial in the perinatal period. The general

implication for practice is that procedures are needed that can improve the

design and conduct of randomised trials and therefore ultimately enhance the

experience for future women. Recommendations include:

• The need to educate the general public about the necessity for clinical

trials and about the manner in which randomised trials are conducted;

• The importance of involving users in any future trials at all stages, and

most significantly during the planning stages, in order to identify trial

conduct considered to be most suitable;

• Informed consent should be tailored, recognising individual differences

in the desire for information. For instance the time individuals need to

make consent decisions varies, as do their desires to consult with

family before agreeing to a study. The opportunity should be made

available for participants to ask questions and the need for repetition

and elaboration acknowledged. When explaining the trial clinicians

should use simple language. The consent process should include

particular attention to the distinctions between procedures performed
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as part of the trial and procedures performed as part of routine clinical

practice;

• The fact that the results will be offered and provided in the future

should be built into the informed consent process so that participants

are aware of the plan and have the opportunity to decline receipt.

Returning the results should be done in a careful and well-planned

manner that provides comprehensive support; with an invitation to

contact the researcher for a verbal discussion if the participant wishes.

Researchers should budget for the costs of returning results including

maintaining contact with research participants. Methods to

disseminate the results should be included in research protocols;

• Offering unblinding of treatment arms on completion of the trial should

be made available. Similar to the provision of results this needs to be

well planned and done carefully. Procedures need to provide full

support to participants, with available contact with the researchers for

verbal discussion if they wish.

• The Magpie Trial follow up study is an example to trialists of how

exploring participants' views can be done relatively easily. The three

questions added to the routine follow up survey allowed information to

be obtained from a large number of women throughout the UK about

their trial experience. The cost (both financial and time) of adding the

three questions and analysing the data was relatively cheap when

compared with that of the interviews. Future trials (and their follow up

studies) should consider including questions about trial experience to

any routine trial surveys.

believe these practical suggestions may help improve the experience of

women participating in future perinatal trials, which the ultimate goal is to

improve outcomes in pregnancy and childbirth.
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9.7 Provision of the results of the follow up and QUOTE Study

Soon after completion of the analysis of the Magpie follow up study the

women recruited in the UK were sent a summary of the results (Appendix

19). The one page summary began with thanking the women and

acknowledging the contribution they had made to the trial; it included an

introductory paragraph about the Magpie Trial and its results (aimed as a

reminder), a description of the follow up study and a summary of the findings

with regard to both women's and children's outcomes. The summary

informed the women that the follow up study did not find clear evidence that

giving magnesium sulphate to women with pre-eclampsia influenced their

health or their children's health two years later. The citations of the medical

publications were included.

In keeping with this ethos a summary of the results of QUOTE wi" be sent to

the forty women interviewed. The summary will include an introductory letter

thanking the women for their initial participation in the Magpie Trial and its

follow up (Appendix 20). The one-page summary describes the QUOTE

findings (Appendix 21) and will be sent to coincide with the publication of the

main results.

9.8 Closing remarks

It is undisputed that clinical research is important for the continued

development of health care and the wellbeing of society, and the Magpie

Trial produced compelling evidence about the optimal management of pre-

eclampsia, both in the short and longer-term. There remains, however, a vital

need to perform research into many of the other elements of care given

during pregnancy and childbirth. With this need comes the ethical

responsibility of researchers to ensure trials are performed in the most

scientifically robust and acceptable way. To assess the understanding and

experience of those involved in trial participation is a crucial way of facilitating

this. The QUOTE Study advances understanding of the experiences of those

participating in a randomised controlled trial. As more data of the type

reported here accumulate, clinicians and researchers will have the option to

modify research strategies to reflect actual participants' concerns and needs.
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The Magpie Trial was a remarkable achievement and has undoubtedly saved

and improved women's and babies lives throughout the world. It is vital high-

quality research continues and it is important we find out more about the

experiences of those we (society) are indebted to. I have had the very

fortunate experience of being involved in all stages of the Magpie Trial: the

main trial, its follow up study, and finally exploration of the women's

experiences of participating, which forms the focus of this thesis and I hope

contributes to this body of knowledge.
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AATICUS

IArticle I

Dowomen with pre-eclampsia, and their babies, benefit from
magnesium sulphate? The Magpie Trial: a randomlsed placebo-
controlled trial
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lIJo<;aion btfOnp lniliatl<ia 0(1RII_t, - .
led '0 IMCCOp'" dda~ , .. I!CIImpt.io r_'" pKk ..
r<<Widtd ,.. ollch .......... pock, with twO rod Iobe d
MIpOUIn. 0... COOIIIiAtd S • IIIIIIfItIlIIIII pbat. aad
the ocIw. 10 .. L 0( althor 50% 1IUItlI*itl lpbalit (S .)

pIM;.t>o, IIIIlidMwr _ the oppoU' 0( tw trill
1IIoaI""'- For , 0( the ecu .. lit, • mL Ilom
tech UlpoWf ..on iv "".. S-lil min~ • •
III¥ __ "",hi" for !hOM ori8Iaaly al«altd pIit(obo
and • II~ _ ~ .a.x.1iN 1NIIJIHi J!hou.
~un _ .... Ni..._ ..... y thto '" be

OIItlnu04 _otdi= MtmII clillk.lpr1IC1ioo in IIut
hoepiul. If 11M1m . Trill ~ had "-' -.t,

!hotf....unbbdod im doN far .d ... pu .... .;v .. ..-bon
!hot 11011td.tI UNIIDtnt do)W uld '-t bf n dlt, 10
.. old OV«doH,

OutOO<nfS

Pn.wy outcomts lW', tdulpoie IOd, 10< 1II0CIWn
rlnJomlwd Mot. d liv«y. dNIh of !hot bib)' botf_
<IiJcIYI'@t f,om """,it .. (Including stilbinha). MI .. ,.01
dol.th _ DOC opee&d .... primat)' o.......... , ~ "'"
tlU4y .... "'" ~ 10 1lIIY. ouIIlciom .,.,...« 'Q
Klinal ••• UbIy .. Y .Ir.c. oa mawmaJtDM:.lity, c .....
of d.. '" "" tho blbl.... dnIili..s UIIIlII tht .~ 1_
stIiIIflIod by "~." &e.._ moot b~ __
from countriM _to MmI'" blnhW.w1l Nnd§ bot
kWow Ihu In 1M UK, ""'or, Iba clolMillcltloa 1)_ "'H
.wo'iNd, ... _Ii. bInh ....1@b10(2 Ii8 ar .... (u .... !han
""Z·5 18) I« p,._"';ty. """"""'p far _to IOd
cbll.tmt .... until <itdw:. er- boopitaJ UIf' dotINwy.
J..one-lit1l't foI"""~up co( • pI'q'<lf1iol oC tht """",a IOd
clliktrH I• ...., und • ""Y It Mlt<t.d CfDltK.

s.colldary OUItJOIII .... 0( .. riou .... It.....
rnorblcUIY (mpir."", dtpftOlioG, ' •• 1OrY __ ,
PIUIDOI'IIe. C8f\11oK _. c:oaeu.loplllhy. r..... rliJure,
Ii\'" r.IIu., pWaOlWy otdtN, u.t M'HnI
1utI~), la.'Iicity (DOlOd for cak,ililn 1lI1K()11111,
M\ft...~ lJI" rltd ....... UNlnml dw bJ WN\:ily, "Vf'P*"d QC

red~d 1t.. IRlent Ii...10 ~KIS), ud ot ...... 1Iii~
.ft'om or ~.m ~. (no..... 01' V<>Illilin@,
lIu~ or tht Ikin, drO\O'Iinott, cODf......... 1D1Itt'"
........... bsc_). A roatpoti .. OIllXlIIIt 0( m- nIIw
IDtIlUl8 0( M'Iou 8UlfWity Wit lIho pmptdfIed ••
ma. out,,_. Sono", IlJWII>OCWd .. illS tII9 ....
poooibly 10 bf .. leWd 11Mtrial u_ ....nl""fA "'I'<'fttd
~.tY" the CoonIlNttinjl CHIeN la Oxford.

Per wo__ rladolDiH.t bolo,. d<tllv«y, addi.ioa ...
_*ary 0lIl<01lIII0 _ ... «lC1Iplk:.tloM 0( """'r Itld
d<ti1Wl'Y (indlKtio.'<I and IttlQtll 01 labour. ,_oan
..aicon, Mailed p&ac.nll, blood ...... 1'''''.c1lSio1, and
JIO'IIatioa .. dt~_y';. &lid _III lI\OIt)jdity (Apsu '"7
II 5 D, inl•.bltion .t place 0( do!lI;«y, ._iletioa,
IbnOmIlI ctfebni u....notIIId, COD\-uWou, and
1dmW>n 10 tp«iII UP btIiby mI) .

Oih ... ""I<om .. lncllded m ' 0( the ... 0(mot...... ....th-wtvit. ,......... ( ber 0( do,. in
hapil.... 1dntI..uon 10 an il1Itn>I\" c"" uIII or I hl8h
.,............,- ..............
&11_
~_ .... 1Ift ..1l01lllll .. ClftI'llO__ •• CI'

lystetI<_,..... ..11O...,,,onIe__ trIG....,...,.. ..).
er
~_ .......... 100Illlll .. ClftI'llO~I.CI'
'''-_'''''' .. 1110 ....... "" _
pMIInIIII .. 2. trIG III _ two .. er .,.,.._111-..,........
o..... ._".._ .............. , ....
In gll trIII _" _ "'"_
.. 110 "I.or .,.....- ........
,.1TO_"lIntI ,...trIII_,.
er
InUII_trill _" __ "'"1Ift
..l00_ •• or .,..,._ ........
..150_ .1ntI 2-.... __ .... Of

I}IIIIIIIIOIM III -1CIInIPIIO
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1'__ lo_""

1,_"1;11110-'11fIOII>II* _lO_ II ~ _•• kIIt2_'-_ 1__ '"

er D_..-Md.,..,.. M ___

_1nt1O~ l- I-- DIIIII_to-...p
12"__IOIIlI.,......, 12~I;IItIO-""
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' __ 1;11110 ~ __ Io.1D
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DIt... _ _DIIIII4112 __ .oee __

Sf«I5I~I.IYIIyt!s
.... illhWl)' KOme.lld 111MtIw riot Q{
oonvuI~ ror _..... ll.,..od
plocoto .. Wtt bf around 1%, Md
"- 10 ....... ~ p<M'H ., ob<lW •so,_ ~ in tN, rioIr. ~
~1Iir. I. 000 .. om." (,,:()·O5). In
FfllNtIy,. ,1Iw "D1''' liar
Hdml" .... rl8'isilti:l, b«._ tIw.
.,..... 11MIt Q{ «la ....... ""'118 uiaJ
p~~ ...H 1·2%. M .. COMIIIt-
adol wid> m. ft.. 0( dw d...
moaitori,. ooomln,., lat&« flcnit-
........... ",ioed ,.., be,.... 11 IOIlt.lO
1M I Z 750 _no W• ..,ptcWd "-
moot .. 0...... (90%) """Id bf
r..oomlwd bd<n dflivtry. II ."oJ
mondry for m.ir~ _12%,.
in ,.-..lo.. uiak,' OIIr «U'OIm .. ,
,.,.., would I!i~'I """'"'"d 9Q% '0
dot.O!C1 I I Sw.pr""",.",.1 rtdU<:tl<xl
IV 102' (..::0 Oil. IllOlaJ .. ONIlry
for II» boIbiM ..... r.dKod front 10%,n 8 5 • (I N NdIK1ioI), the pow ..
.. ·ouJd be80% (.. =0 OS).
0.. .._ noni'_d. in llria

roafidonc.. by In in;lop<lOd •• t oiM. m<lllif<lrina
roCluniU". M.. tInp Q{ the <_itt .........IIT~ ..
C>."'Mid.r.d ~. by Ibo dial •. l1w oolUllltwoe'.
lonn ,>f .dJrone ..... ,. "* tbof should ..._ Ibo choir
orm. .... ri.. <_itl .. lr. ia m.irViov. tlwf. W.prof){
beyond.- 4__ "-_ft' with .. ~.m
tu",,"" .... clMtly indic ... d or romroin.ti" ... 4, ond
.......... I rMIMoItW oxpt<1ldo. till" Ihio nrw "idOIIOt
would ""wrillly offen p.... "I1·manaao-; or if " ....
.lPident .... no dNr <*10:0' wt!UU 1MobIued. Prof){
I>oyocId ,...."... do.tot requlRd • di~ Q{ at .....
J SB ia •• IoHl OIW Q{ dw primary <>Ute_ .... wbidl
"",......,..to '0 • p ..... or oI>out 0 003•
Al dltlr IIfdl JIM.tina M )ob' ~7. 2OO1.11Wt'mitw or

oiMI Cor IUS __ with f<llkM.. dltdw", from

hooplll ali« ~, ............. JI"""" rommill'"

,.,....1:_,,-·--,_,,-t--__
....,.,w .. <)' lai" ,·•• tilllk!l. Ind Wo","l 1M of•_1'" hHIrII_rvIce ",.,tUt.. (d.,. in optcioI cu.
btbJ .ai, lAd vlltilllk!ll. An K~ .... 1II1k!1 0( tIw
.$1 1JIoI8IW!IIu .. tuIpIw .. !Of _ with pr~1
10inPf08l-.~I>NI.~.~
,,_ w • cIMoiIItd, • priori. into .. ~ bntd 011

tlwlr c1w1<Mri1Cic. "' lrill .our. _ , of pr...dIJn.,.... Ian ..... <1 1iooaI wbtdlolrlbo, ... 1ft IIIlicX>CM ' ia IIw pm'l< 48 b, ....
wIIotbor ... , hid "rudy givll binh. 1bt pro«ocd.... _. _ Pf'Hda"'''''''' • rwtdOllliooMioD aocOJNina
10... mwn. ill tho paI.•1. 1aImlIM. K "II'"MII
.. !WO or ""'" .IIMor 'YIIIP'- Q{ i ' ............
,.~ Q{ ""","olltllon IIJd pro .. lnuriA.

1110 THIlL.... 'Val ),. ...... 1.ml ." ...... __

231



ARTICUS

It,,"t
o..tnIJ, I 1-41 wo_ .._ hftd..._iIed • 175
tfCMduy on.! I nluy ...... h<lopil'" la H couaai8.
R«nllnWl'll I I _u in tIw pilot ocruJf~ from
F~ 23, 10 )Ul)' I ... 1998, .. d 0( 11M r........ "'''mm
from lely IS, 1998,10 N.::r,' 29, _ I. A1.,.lbtr, ~)7
wom.1I "'frO 1<CI.lh.ofIIIro\II!I'lthe ldophollit wMct Md
81()f obroop .... toc.I .,.ek I)....m. 4762 H"') ...omen
-_ NCruiI.d la Afik .. l73S a'%) in flf Alllfricu,
ISSl(15")lnthoAala-Pa.:l(oc'"IPoo.ud 10 I (I~\)in
Iluropo. Of ~. 0.'... _ """. boNft uclud d from
Ibis aneI).... thRe £I" .. the "1@Ik'li.m ~. sro.p
and ~ 110 .. ~). n.. I'MI<!m IOf t.~ 81\1
liMO<!in ...... I A r.nI>t ... , '"_ .... ""to _ lOOt

lCQ)Uflwd lOr. 15 .. _ lIJIdonIiMd In """ dlII'tt'll
p~ Ipptll 1Wb. 18 _ ..110did not lUI,
me" tho onlry cri"ria .. incJude<l; th·. nrt dloallO<!
....... um ........ (""" Iuod ~IIUN <1+
«30 IIlII"dLJ), thrH _. >Z-4 h u..r ddiv J}') and I)
plKfbG (llv. hI.j p.... einurll <I +, duw did 11<>1 nlHl

bI«>d pt' aI.tria. Ii•• _. >~4h.". doh .yj.
Abo itKl d is I _u willi. ,..e.nrompnen-1'. 17
.""'OD wilb • hlotoJ)' oIa .,.,_ ~()D""""'"_. I1'ioJ
~ m abo Indlldod. Fat """I 01 dIHt """,.n 1M
blIloty 0( • ~ COD\'U1lio1 .,.1, obcolntd arII"
lrill .nuy, tho odwt' nine rall®tniMd In ftI'OC •

lnCormaooA _ I1'ioJ MIfY 1Of 10136 "om.n,
and rouow-.p d.... re lft'aiIIbk l.'f 1011 (99 i~).
OjSl betw. .,_ born 10 "'MW!I lWIdomiwd ~(ON
doIiwry. and .... are "'1IiI<oNe br 9O~4 (98 6~). Of
1twM. 127 y hav. dWd la II.ro blli". lWIdomiwOOn,
.".._ 11M btan b ... "' •• M' holOld •• oial •• try
and 1M be.by "' •• lIIketa.N .til1!inh bon than
H h "'Of'. Fcc _~. 0''''''_. tniWJI8 d !Of
individual 110m.II oat, r"",,"od iC lIMy cooMilU1oId I,. 0(
.cuI dati For _ oat"""" ...... thu Ion
.or ... 10 per 1IfOOP, willi tho _tpion 0( .. .,oid _
and _II N........ 0( INiNd pleDOJlttt, ",,*,h__
DOl ""oil .... rot 1M 101 _n <.au.od '0 tho pilot
.rudy

--....,_,.,._l...............,.,.."...._.._,. .._..,
tI>- ... ....,.
.~?O_ ...
1:10** ... ...,
><llO_",

"'-, .... f'I"C'W' 1fOOI"),+ lS11 rJ11ij
,.. 1104.~)
J. U10~
.,. -1ftJ_,.._ 1JO.J'-;-~ ...(-)

CIIIfIIO U1 Int
'"'"""' ................. ,.. .wo""l
.....,_....... a.al»j__ 1Nl'''!

u_ >1000,,!...... , wet •• ,.._ ... Z50eft.......... ...."._.. ............_....,
.,..,. .... no ......
,*-,C"~llO_"u_.....,....._-

~H(&1)*" l»")
l11 t'''J
~11"l
10111.

aN (&1)
~i5.l")
XIJ(.l11
!lOll")".1.",

UAO(2.JIO)

O(O'l"'~
l_iJ;l,,)
lTll!_)
U"'(~
_(1011)
1:Mt(21'IIl
&:1.(1"')
!le!"')
""I""l
~l("'l
112(.'"
'10-)

=( ... )

U"lUKluwo [10K)
• (0-2_,

-lUI!!

UT2(UII)
lS!A(HJl.

.«)oa)
"'(14)

~,....,.. -Tb ... .,.,.. ... "'... ff.,....., _WI4. "-I4S~=~~==:::.'::::=--r--*pIf'T_l:__

dtddod It> m .1 tho ...uIG to tho dIair or N ,, __
committH. 'OM stHriDa COI'IImin....... D Moor 29,
200 I. and doddod to ...,., f.. UWtI. Ro!crtIiumnl thro4IlIb
tho I ...,...,at rand-uiM 10m.:. ckwdthll ",••Iq,
and d..... tho nu. 24 h III ..,1I.b,_os ...... inf""".d
0( tho dtdo.ioa 10 Itop.
AI &nlI}- ",..t blHd oa lb. """'" • _domly

.. Ioalltd (t.. an i....I"'" 1(') If... _I,...). FOf tilt
J!filldpol """'P~ _iot:lc"'.....,....,. "at .... at
tilt 5·. It¥ I widt 9i". I, and klf tho M«>IIiIary
c 1M '" ,...oj with ~4 1. For ..... ~
0( mlldple blnla, OUI(;OInt _ -.t ror tou! bIIli8
and klf tot'" J't'f(!II--- ~ • .,..".. ... ,ttUIt. lie
pt' ..... 1Od • tOlivo rioIt (Ra) with 95% ct, MI:
ofilltRncf (Rn) with 95% Cl. nlllDb« 01 _n"
pc .... od (COllll*II1 .. ;1b ~ p« 1000_.a with
QS," Cl. Of IItlIIIbtr -.iod 10 wei CNton).

....,._ -==== .... I_.. } ~----·M'IIIHti" 11'(1") UII!l .. ),...- el_(I1"! -(~- .{d) e(l",_.a.~_-..yf J (t>lMOJ '(t>n.)-............. ..., l!U (24'" llCl(l411i....... ,......., MI"') .{Wi

• ....... 00...... "(lA., lOT(1,...~ -(~ "lOA!_ •..,_ ..* MiM) "1211j-..... -("') ra(I1_'.- Jl 1.10_,.-_. 10 12~--* • J--_., 1 •_Of .....e....-_ 1 •..,.,.. » 3-- U Jl-... 10 11- l

RoIo '" In. ftindirc_
TIM ••'" ... ,.... 0( 1M «udr""" no mle in 1oIUd, ~
da.. coIt<;tIol. d... u~ diu int«pr .... IiOO, Of
wriq or tIw r..,on.

-_ ......,...-..,.. ..-- ....,_,..,..-,t-_ ..._ .........
12UI_)
JU_(T~)
UU(2"')
~?!"'J
ISl(",

UU'l"',
12a6i7ft,
111101""'"
In, .. )
UJIJIII

DItI."~I.> ~..,...W"'M~. ~P"r"'.,....,...-=....- _:"".: "....
p .m...,.. "......""ICG f"'C IIIDCM*.
...... nwttw,........... dtlllftCM .. 'T_2:_ .._.-y ..__

--.y

~ ..tI... MiIIIIOfY'Ift,...,.., ......, .... " .. 1IItttcnt" ... '".~._ ....._ ~,.~,...r_ _.
'O ,.u'''' ..... ;,.,.,11,._IiII).l'l aMCN ,..,. "
.. .. , I1IftderftIM~ , .. _" ... .., ,r_':__ I11 _ _""_,_--or

IMInIIl ""1!T·VoIn.· ...... l<lOJ·_,, __
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....- -....... (.. 4_)~- 1201(lftl -is)........ "7 ,.
...... CI'~ • .,bcIttt 100 sa
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51' ee...... If 11_ ..
» 17.."...._ ..,._......,._ ... •0zIMrt1l If 10

aontnt"Of~ 20 •"'........... ,. 1
CIIIot ~ •................. --.... 12~II).) 41(201)........-.,....., "fJII) "~I.".u_ 2l !O"ft1 n~oft)-.,..._ 7{O-"'J _IO,n]-~ '_") ~_ ..,..._ ...- 111.1%1<1 U1("')-........-.,....., 2Uj1111j 116(")_ ...,..._

17\"''''1 '10'211)-......-. .(004"1 0
... u 1{O-Oftl 1~.1

$OfM _INn MIl fIt:tW *111 CM .. .......a. .k4IIlfCfH'\ 1114' ''''ptltay
_"",.un III'''''''' tIfttCft ...... ""-ali''''.."...'''' ~
•• :>T:1!' ~"'_ r-n1O "_"'m ~1J ~ ""T_5: __ ....,... .....-_ __ ..._--
.bout tbf ,&lilt of .........., wlphlte, eo, for -.qllt,
ill !he USAu4 Cube !MOt _u with _rt pt ..
.dampoil, .. ero ""oM ...... otium •• !ph.M .. tIwr than
r..wlt..t 10 lb... W ... ,. (25Z4 of%9()) 01 \00IM1l with
.. ... .,.. p........,a.. bad _ Pn-<KIompoia, H .tiJ
Z8'" 118 01 .. 20) oI!hoM with nthlplt ",~"ifs, I'
__ " l1III<l<>mIwd lid.:,,", doliv.ny, • ql1Ultf w~ !ell
tIYIl 3. wttb. trial oMU)' CIIbII Z). orw. ..-iMd
an• .wift'ftY. 18% ..WI .... thaa :M _Ha at d w.ny
(ubIt 3), nw om&lI Imboltlnct bet:wHn tilt IJIOvpt [or
_til ru4<l11UHd bI"rt (4-tZ8 '" 4371) or 11ft r
lioIiwry (640 .. 697) ...... .,. 10 bf dIM to tbo <IwI<'i
..,cumuJorion of 01111111imbeIon< .. In I ..ad nu .. bt. 0(
(lOft ..... ..,; .. dw..,... ...,,1<.,.... , (de .. "'" _).=.:..=~-=C't!:.-=~~.~-::....;===~..:.~~":I=-.:..-:..":-=-,ha4--,,-_ ......,.__,... .._""._

.. N.cr."..."....'tc-: .. ..., __ ~\IO ""'*"' •...,...C1""'...._

........... IIf~:~~If lflllne' .. "2hOf
_ ".11«:1111e ...... CM,... not aMotlilH-.or. __ .._.... "ocOI>O ....._,....--ro_·.....,_,._...........=C"~.:::=~":,.~.!!..,-=':=M::~~J=r::.===.~-=--
...... ~ ~ ..... IN 1f , .... .....,.... CMtiNo..,...,. ,,...-
......._,"'I~r_.:-..- _
nw ..,..po ~_ .... bot_oJ •• trial •• try (t"'l).

JUMonrhalftllo_ .trtill tblir6nl.,...,.ncy,4%
Md .... ltlp... p...,..,cWo, 26'" bW ....... ~i<tnIPUa,
and IMf> im"'_t ...,_ptle, 9% bad r tWod ..
.. tioorrYuhMt 110m trial nuy, lad 1)'1(,_ rOCl1lited
rootpenlm. Only '" 138 of 5068 ......... lII'Q wi.,.. ..
'" ISS 0( 5068 pIaatlo) of _ bid Hoo;I pr_ of
146I9Q In, If._ 1+ protoUt. !he llliailllum rite"""
Tbt """",nIcoI of ...,_ wilb - p........ ptia •
uWI .ollY in tlCb c ..... try ,.....t 110111_ 0( 4.) ill tha
USA .. 4 tin. • I 0") III ..... to 58 of 1 (Sol"')
ill 1Jio'PI u.s 21 of ~7 (57%) ill SWrr. Looor. 1'hK
vulMioo .,.-, RlIocoa lb. _ cIlDJdoas' pri<>. boIlof

.....--- --....... (.. ~(_el)

(~--......... 40"'·.... 18"'~ o-.&:!".ae~u_
410II1II) )10-)_ .....

1 21 U
2 10 )0

J 2 1
..4 t 1u_

0 1-- ~ ,;;;;;:;;i)o,..p~ ..... ·lt
U...... n 210<14') 2 [C>O"II)NllMadI_'"c........ct ........ e- •.._ ..,.._.. 2
_er ____

1--_c_ O-.,_ .. 1c:::. 0 •_.,_ .. ,- 0 •
,. ... ~ ,-"0)1' ·-l.1(.·l-6to..o.TJ. t-c.~t..o...III0.(W.).r_.'''........__ ....
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H4(~9"')'11) 10/4'"
110__ .. _1l11li' • ()."" (0·2''()'51) 30/49)
_tnlldU1P6il 0·28 (0'12-0·51) 1/1110

1IOtm1Nnt~ • 0049 (0·)200-75; 32/4245

"WI-COdy • ()."" (c)'2100-5e) 22/2&14__ ,0lI1l1)'
0-54 (C).21-1 0') 1./1A6.S

I.CIo_COfII'It) 0·17 (0019-2.37) 4/77.

l1li_ • 0-42«)O~' 40/5055

o-r 0·2 0·5 HI 1·5 2'()_ .......

'7'1~
~!'110

_',"!Se
24/120&

~/'15)
./696
8/"5
_/456)
'1{I29

65/4226

64/2812

28/1461
6/712

,...,..2:_. __ ...........-.-.or-.·...._-,........ ,.....20 ,.._.... ............ 'r_,.._
c"""" ....... Itt! et» IIIIoc-.t !>Wa_
In both 1ll"UPI. 99% ol wonwl Cfom'ed tJw Illoat.d
It_n~ ..4 et !bow 5" alto ~ IIIOCIHr
"~I (..... ~) 16",,-_ (eillhlin_h group)
wu. iii'''' Iho .....,., PIKt i.....or. bw "",awn (!WO ill
tlKh up). . od tJw ooort« 11_. Ill<! IZ did
I.,. AII16_ ..1Ift......,..., ........ MI!l'>Up'"
wlUch they ...... inilially .. ,_...t. 75 .. _.n wm
lIiJoaltd .. a.sdiOOnal lfHIlIMDI PlCt, .1lich WI' _01
fix 58 _ (31 IUJIII*iww ouIrhtlf, Z7 ~ • 113
WOOIWO (I ") did 101 .... tJw ... ·.Itd 1,...ItIIRI (llilur.
I). n.. IlII rou.. fix rlllin_. lherapy _ lINd •
Ctlu. ift N8MtJu, B..... d<tb, BrujJ, GhllIII, Indio,
MaJo'lfl. Mala,.., Maito, N....... Pdlot... Sima
Lto .. , Swill Aft.. 'tlIaUnd. Utuda. and Zimbablr
Tho IY,.,.. .. .. u,"" in Albania, ~na, A_alia,
B~ JlJUiI, Canada, Ioml!ia, be. Ottlawtt.
Bmll. IndJ.. l\IN1, ..... y. lor.. Ni@tria. p~
ifteop...", II<MIl Afrka. ri lAnta, N<M«II ...... Unittd

Ivll:> I!nIIi 1ft.UK.USA,V__'" and YilllU.For IU w_ u:._ __unbliIWod _D

Illoot1od ~1IdI .. 1Jlfta1t u4 til,.. plK~. R.;.;.
fix unbliadinl! In Iho pha. llOUP ... ~..
,ftI(tIoo ~ trial ", .. 1 (sII) IDd IVIII\"
hatt11on,- <_ .~ in 1M pi-"<> grouP "'fr,
r_tloo. trill ,,"UIIOI' (Oft'), btby h)1>O'.nivi (00.),and.,.,...," 01""" (oeMl,

785 _n (I ") al. .Ied '.111 oulpbt ••
lIopped WtU'II III _I" compaItd Ith MI (l21C.) (If
!hoM 1IlkK".1td pIac;fbo. 'The ...... 00I1UI>01 CfIK'll .....
LIlt _ ..... .-.qu .... Of Ud~IrK" (}17 0( 5OSS, 8%, cs
118 ol 5055, 211., t_ .).Rftp ... .,., dopttUioD 0(

IIbMnc 1'''''00 .tOolrH " •• tIIO r• ...,1 file" .. """inti
.... _. b n 5055 ...-om n .ll<><lIttd .........
IUIphIIt and 64 olSOSS alIoclltJ ~ OV«II, IZ I
'" 4999 (_~") __ 1Ibc.1Od m_...... IUIphIIt
rf('Ot1td ~KI' ~ ... h 228 0( 490 (5"

alklcat.d ~ C'" S). Moe __ .ltpOrWnctd
lidoHIJOKtO 1Viththe lin 'M"'" LIIIIn w i. r..... n 1m
1>37ol2~ • ~8", to. 109 2~H, 5"; Iv 564 0( ~719.
~. to. 119 0( 2720, 4,. . Fknhll" III. _ rommoo
~ff""" .... 111"'" fNq_ with tho in Cf~ (1m
541 0( Z~), 241(;,. ts 4S et 2Z73, 2"'; IY ....6 Of 2719,
16,.. 14 H et Z720, ~.). n...-. ..... Iinl' dill"enet
bttw_ 1M ~m CO( ....... «'·omltlnjr. (i .. 61 of
2280,3", t:I lIv. et 2273, 0 2~.; 10'99 ol_7I9. 4,.. to. B
of 27Z 0'5%). F« .......en UII •• 1M 1m r.... lI.
mllnNim nlplw •• "'"lIS mo,. likely than pllCfbo 10 boo
"orw>ed _I, (430oll!2&l. IO~', ... Z98 or~27J. B").
lb.,. .... ~ul. dlft' ..... ce ~ 1M 810upl ro, tJw ....
~t. (l5S of Z719, U'JC>.IS )33 or Z7. , 12%).
Striouo ~ • .,_ .... ro rtpJl"Wd br sII ..........
alk>c.oltd """';llm IUlph It and thre. IlIoaMl'd
pJac 00. "'" dw m~ .... pIw. lIIo.P ....... '" Cf
prob! tnt duriDi tJw inrtuloo Itro WOOIII). ( .. II
ht.ntoe. Ilopptd (0<10), .. roh (""*), cOIdJac ._
(.-), and p,flOODIIrY .,.dfm. (010). Fo, tho pJacobo
111'-""'" thty ....... onaph)1t~ thodt (0... ), <willi<: .mu
(OM), .od tiro'" .....).

~
1lwrt "He .... tlcantb' fewH ecl.tmp!k c:>:)IVllhiont"'0IIlI.'-'fIX'. alJoawd IDI(lInium pha... han oJI1< iii
._ oIloaotod .,....-.bo (.w, 0 ,. 9 , I g. , it. IIr__ 1IWlI,.jth ed.vapoIo.,... 1000 ~ !l5% a
7-1 •. _ p<UOOOI;I" 6). nu. ......rtttlll •• S8'".
IooWr .... 11\•• risk cl ...1omptJo (9n. I 46-71"
~UC1ioI), NNT 91 (95% Cl 63-143). n.. NNT ....."
""""'" ,.jth _". pn-«~ ,... 63 (OS~ Cl
18-1 I) Uld ror thoR 1Vi"OUI_tr. pr~-«laI11p>1a .....
I (95" Cl72-225). &dlldia. tho 17 "Ql"lWO r.".,ned
I hive poaibl)' ~ odUlpsil lido.. trill ... oy. sII of
IObc.wl aJoo had • OOOIfthloft aft..- aial ftIIry. mat" illW
ditf_c. ()9 ol 50SI • 0 S'io, U 91 SO~2. I ""; S7%
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AIlllCUS

di<!d hold _,. pr• ...,lanopoio •• trial ""try, 3916 bad
iJlllnlnMl .dlll1lpW. 42~ ,. rt IhaD .w ....w'
(IfSI.!kln. I~% ...wo ro.nam, 4 19% hid IUId 1ft

lIltimll""lwlI in the pr,,""'" ..s b. O.. rtlJ. 1% oC
"OnIOn with 0 mal",," JW8IllIIICYdNd (one oC 217, S",
u Ihre< cl203. 1 S%) and O'J"0(""- with. qltl<lft
p~ Ita of 48)8, 02%, ( 11 cl *852. 0'"'%) .
"JlwN "'H.00 lDMomaI dHtIs in low pm ....... "",,,Ity
rountriH. M.ltrllll JIIONU.y bf«hH1 i. roWIIr '"
llill! hiah perilla"" .. "",,,I'Y, bul I\'IM:ivo reduct;.", in
rhIt .... conmwol (fot 1OOdforI~ ptMalal 11"",,,11}'
oountriH !WO oC 1463 raoliPrntl doaths .. , fow of 1461,
Nl.ttiw riolt 0 SO, QS% I 91)-2 12; ror hi'" ptrinllol
111""01;'" <OOlllt"" nine d 2814 .>1 16 d .81~, ,.IIIN.
rhIt S6. 5% Cl 25-1 l7).
-nwr. "'u. 1>0 eR dJltNnc ... be_A oh'@I'oupain

111)' ........ ,.. d ......,..1 morbktity, ... In"'" """,pool..,
dMlIMIle0( uy saiOlllI'llotbid;'" (W:oIe 7). IWJIII fe.ilw.,
!i\'.r faiIur.., Ud ~opetlly .... cl<»l:11 I IIIN ., pee-
ecLtmpoia, .. .I .-in there .... no ojiflfrtnc. (117. 2 ''',
u 1J6. 27%). Thtr.... ,.. DO eR dllf.rflKM ill lu""
of '''1 la hotpilal ot 11M f hcopilAl reoourc.. (I" 8).
1lw .".~", • .,.....10.1 h ... It N<wod 01 a11_1'IOft. b.1I
tII«t ar. 110 "*,,,..,,0... 4ift'tfUCfS ..tun "",.. .... 1>0
die.I.t •.t.cbItd.

"... ..,.. Iloquonlly uotd Mtih)p«tomi.. dr'u(!o .oCt •
llial «Iay ..._ ... 1h)1dop1 (lM@I'ItIIium ~. ""."
2373 ... pi__' 24.19 ... ""'pi•• (1469 (5 1560), and
hydlaJaziM (977 0" 1040'). 58 _on "'or.reporwd '0
hew hypottMiaft ....,.,iaWd llith trill " .. _I (38 ...
20). Arouo4 hoIf oC tht .. bad hI4 ..tb)l'oneasiv. dJ\J8(&)
(18 of 38 u II of ~()),dwbid1lh. 1M&! _on_
.-h)14<>p. ('VII (~ .... n) and n~lne (oIIr .. t>w).

For _ •• 11IDd~4 bee",. deu.·uy, tbero< lOb 80

c..... 4ilIoftJl<>t la m. rill< oCm. boby d";.1 (576, IZ 7".
IJ 558, IH%; rtl8U.. rioIt incr_ oC :".
95" a IQ 14"), nil r.. uIt I O}% iII.bs<lIa,e riot
(9'" Cl -,..'" 10 16' •• IM!I<I 9). B.~ludilll! tJwI 127----- --....... I-I (MUI)

--------------- ~

--.,,-oo-r~..,.....,--.......,--...._ ..-c__

--u.......C...,......"c....., .......ecc.........,,.__ ..,,-...,
1
2
)

.... *"Clu_c_..-
Q ........... ,......

.. c..-~ c.........._ _.,..
lhUttNsw ......,_ .....,....-
" ...... Wtft •• talorc ........_po,.--"_ ....-...._.....,._,

1.,,)-(I!I)

"'-,2_)
l(O-ll1l
utG'""e (0-111)
eJl~·aJ
67 fl·... J
NIH"J
010'1"1-,,--,

:..:
ua>-::>II
uso-a.
Jt
Ii••,
o•,
1
it

19&,HItoj
... ;0.... '
5111'1111

lAto-J!IJ
UfO<'I'j
'(\l'~4_ ••'-'
52,1-.
1)11"""
.10· ....

J120('I .... ~
l:o.

...
21
1<>
e•
J
J)
2
1
11

-I-. WCIftIft "ad!...... "-' ... ftldllSl& ,.,.,... •• ~ .. fl'lllral""'.....T_7:-.y_ ...._

loW ,<1.0 •• riot. OS" a 18-71" rtd ...,Ion), 0.-.....
36" (IS oC 4. 0( _to with • 1IIu1~ P<"Il"""''Y
bad .CUpoia (fow' or 217. 2%" '" II or 203. 6%), .. did
I ~,.C 121 0( 9690) oC thoN llill! I ..... _ JlftIIDM-""Y
(36 48' 1%. (C S or " ~2, 2%). TIM o«ect on
ecu". <_..,,~ 0( -.rity of ......
dllllpaia, oC ...... 00. • tria ftllI)" wlMthtr 11ft
""~I bad _ aIno bee_ IritI flay,OI'
wlMtb« tht_1UId .h~·trtd •• NlMayC.'" 2).
II .... aha oomiwnl NVlfd .... 0( .,.nt,/par.::O: Z7 of
:604. H)%." 2 0( .S9I. Z 4"'; pan 1-3; 1M 0( 1941 •
·5%. u 27 0( 18%. I 4%; pen > 'tine oC 504, ''',
" ... d 558. I I") MOIl _n ""II! .cI.mpli._.Iv.d ....,.·IIIM ......... ~. iii tboIr lint
com'\llokoa C115 136,84"). ani! lOr ~ thiI 4r1lll '"
cOlllbiMd ... II! .... ~; thtH .- .w~ I!IiVtn
ptwayria.

~onUI JIIOftalll)' 10K """" ...... _ atloa .. d
... ..au. MAlpIw. IlwI iD IboM liIoaIo.1 plktbo (II,Z", ...~ 0 4~; ~laa.~ flit rtd,niM <IS". ,9S'6 Cl
-74" 10 14; p::O II). or tht _ who died. (lOI'

atloal04 ra.."..;am ~ alto bid feU"". u did
tItrt. at .ted "uc.t>o. 0. 4S'6 oC it... om ..... "'"

..,-,_ ~1.tU·1'IIo)~"tU·""'.l<:Q
«>'2 t. 1'14)1

J .... ~l
U:2!2""
211O'C'111
UOG-I",
IfO~l
1(O<lQ1Oj

JU tA·",,)

Hell.''''''
'2IO'toI'
1610'·"1o
o

-.for1r-"...............,.................---c..... ., ...
_,.. 120_ ... _ 101

~ 161..........- "_ ,.
- »MtIoIlotfl" .. 6._ 1_ 0

....- -__________ ...... 1...., (-II

""" 6 ..... )
lOO,..") ltJ.t"">
"l~) -"")
JO fO-tSIOl l' sO-""l
.(0 ..... ) 511,","!

let
Ul
21
it

...,.,....-<-IQIII(u,tI._--...,t

.................. c.. _--eoo,oa...... ..,_, ..../.._ ....
....... .., _-.tqR)IO<IfI,_ .....

......,..._ ..._""'*"'.l' ...."'...._ _K
t.. _,., .. lnacw .... I:11"" ..~ftl"' . ."........"' ""' .
ft......u,..bO.IFGT1IIfCiNb ~ mar""" tU IN
.f..... pIIr:... .,..tnOIW ....,.pd Ift.,...~b"""'"od. "",-,ttl .. , Ie .rwU~.Cl fIItIItW'I[

\"'0). 'P.J(~l-1. J4r. ·-o.Ii~o.""J .. t:tfOOCOJt-1 J~",T_"..., .. ... _ ,.,_---,~ .. Mnt .... "" T~""""M~"",,*,~k:I
4..... no ahOUJt. ,tiCT_.: ....... ...,__ .,_car._1OI
II_

1884

235



ARTlCUS

_.""'(98C1) ~""'III'...... PlIO..........
HXI(O·85-He) 234/1185 2.,/1219
1~(O-'1-H1) 342f"'" 318/l267
HXI (o.'2-H.") ..25/1217 .U/1226

l-a5(O·I5-Bl) 151/"'21 UO/S2tO
1~(1-11-200) 92/_ &:1/39&
0·9$ (O.IS-I011) .r1/4105 .'1/40!!6
1·07(0·... 1-32) U~!7~ 1S2,17T1

1·01(O·'~l·t.) 07/'717 ..26/S715

1.().S«().I'l-H 7) "'/2597 .29/2Me

HI1 (0·71-1-52) 10<1/1257 100/1222
()'In «()'S5-1·54) 27/~ 29/619

S_~l"
NCII_~

<34 -I"IJIIIIIII .. tfIIty

34_,~.It1IIeM)'

4It_tlf_N'·
No.. __ .W'·-..........
NoITrnIIInI_"',,,

"~ I'NRCOIIIItIy---.y
lOoIII'NRC_'

1-0_Ii..
,..,..,:~ ..,~..,~ .....,..,----_,.___,_· .... __ ,._, __ .... to .... ."~ .... __ .. _.,,M
-..-

0·'

12") II1d JOt 1IlI'"'''' d sm. (oix<'!C ". 55%. co.w, n of
:0, 35 ').

61Cl ~ dN-d ott er lrill .ntry ond btlbrt d.llv.ry
(113 O{... CC 306 01 'U(5). ",dud ... IN 'Z7Ii~' to
1IIw~di~ bt&>rt lrial nuy .. d M wltlllethal (""(!fill'"
mliJOtmIllom. RiIi of dMlh i.UI ... ott er uW .auy IOC
..... ,. In-<<1InIptIa _ twn WI foc .." _tit pr...«...,... (NO 13: of "59. II 5,.. lot se... J8. of
J 7, s-tlll.., ,~ H2 of II 7, .1·9"'. u .64 of J208.
5 I"') A fifm of Ibew oIi.,inho n bon .... ,bm .2 II
.rt.. lriahntry (67 012092, )':1'0 66 of Z'6O. 1"'I,
and • third .. or. bo>ra .... W. 24 "ott , lrial «III)' "0
0(2839. 4 0%, ff .,5 of 2881. 4 ''''). Anotholr Ihird 11'\"'"
born lIlCJR ItwI 7. b.tlt • uW ...."y 111 of 811. I.,J",
l< "9 of 8OZ. HZ"). F« h~b<lm .,.,... ..,thou, •
IeduII cooemloll noal'ocrulion, IIIOlUIiry .... ,._ In
W 11m _k of, • blnh aw lOt Ill""" 1>«. bot"",

wMt.·~1Iion (1111* 1 .
'The OOy ...... diIT.... '" in OIIC<!IIW ..... ed '"

P'C'I!J'o'Ik"Y.1"""u .•'" d.h f)' iowH ri.tO{ pia utal
.~tIoo in W no~ jlb8I. II!f'OUP thlft io tilt
plo<"fbo group , 2 Ow" .., H •• 32%; '*.• ~ fw ...
.. <lI'D<tD Ob &II Ibrupdoa por .000 woll'l<ft, 99% Cl
l-21 , Thit o,.r.NfI'- I 27' ,.,...., ,elM;'" mt of
.~tIoo 99" t "-55; J.IN '1). Of'tllt Z37 ..,1 ..

~ litkly ~ 1wI\'.4IIl4 in ,le", btJOt. trial ""11)' ... 18
»nlt dJII (SI9. 11 6%,... , II '''; ,. .. ~ Mk
I~. <15" t 09: • 18; labit 9) .: ~ .1J«t 011 btby
d... .... romiIl... .~ of M'friIy 0{ pr-.-
Klaftpola '" 8fIt.tIon., ,.... '''try (fiIlIw J). 'The MY
_Eption b the , eubtrolP of _IWII ..-bo had
' .... iv"04 .... lie , bot."." IriaI oouy _ tilt"
.."..,.1<> IN In "'Cl II tilt ...... rKtofb1lby d...
(tela ... ritk 149. 9S" t I '1-2 (0). TbiI JiIOIIP Is ""
only OIU)lint lUbgtoup or no.. , Iflled, ~, •• rnuIt
WI IIU!Y ...... 11.... 0<IC'UIT"..s by cbaroc., Allo. mortality In
UIIo ~1lIIP ~ I '0 be ,dalN 10 IN UN ofrnoen..wu.. ,,,IpbII. botoor•• rioI iIIlUY (mopttlum
~. bolon tatry 49 of ::19. 21 "". ~ J4 of 2
148"; odw. IIIIXO.nIM.nI.) beI<n .m" 42 of 177.
Z3 a....,2S QC 165. 152").
n- t8UI ..., tintlJu ....... OIIIG<IIIW _ ~N ..

by "' .,.. latina • bad CUlCOIDt Of bria. aa,
IY .,. in which ill 1 II Me 11..,. died (561 of ""5,
121'10, f'S 547 41S9. 11 S·.; reIa~ tilt 'Ir.,
1)5" Cl 091 •• U). Thb Ind~ IWiII pr.1IOCln In
... ti"h both INIlift dltd (1Z of .6& n It. <:if 165) lad
triplot ~ ill ..1Ikb oil Ihr.. bIbi... ditd (11ft) of
0.. (OJ 110M 01 """) Bob)' raOflll.hy .... paniculady hiIih
lOt .. ~a .. "" te'.,,'" (~.of 40. IS%, to! .2 of %.

CIt .......... DON"T .... ,_,..,...-_....... (......)
I. 11IC1O(~n.)... 21

)6." .. :A "/)"12",.- .. 1 ..,_1ft)- 2' 19 ..,.'0lI0('''._
20 I 2i,Il2t0111II,..,._ 0 0 OIl.!"")

n
IS
l7
17
10
1

•I~•J,
•

JOfOTt-'",:1:' (21'"
JOf'" (la)
201-(211)
20/21«(1 .. ,
1/1"(U.~

fNJ~nc(.,..,fCr U~ -.-s "'... ""."... ....14 aDX .. , F'1CfItIC.T_10:-...... ..__ _ .. .._ ......... _
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........ -..... I_1M)
_"J'-_ .......

IO~ l41 (ft)
(;6111f1CJI.", ... 1IiIIfI:IfW ,,_, 21(0-0'1)..____ ...1.,. 7V{_ 7"("")-....,-- "Cl1II ..(.......----,t !lOt"''' 41,...".._.- UC't4D) 18"..2 .... )......- ...~) "1~)L..,.. ..... ."~, '2204111)

C ....... ..-a. 2l:.< ,>>!OJ 2Oe2(4n)_ _,
1_1l4II U7Jf.tII}..- Uell"') roe{_).....,.<2 •• __
;191_) __, ....)...,......,_ 12'!.W~·JJ·i 11·.( .. 2....2<>1

.,.)(IIj.___ -">_II'&._fL"'1
110.... )-_.,..... '.{1OIj '~2"''''-- ,rIal ~(l1II

PIIIIItIt ............... _,ur, -'''')-IICICiIIt~_''' l~I"'i 142(011)

Dltc ......
TIM ~ Trial .... ~ I _ tIW otTea M

_II and twit t.l!itt. or JIUIIIIIf'Iiua HIpha... ~n
_If (or woraOll willi p'e-«a.mpUL To ,""'id. I't'IiabW
~ to ~ the are or ..... ,. willi ptHdanlpIiA
dw aWol nHdtd '0 NC>ftI. \""y Iari!>o n~o( .. _ ....
TIM ItUdJ alto oinMd 10 pr<:'t'~ ........ WI wolid .,.,
It...........",• ...;.t. rM(!lt or dini.:oal_linIlo. in boob
rkh ~ ~ rounm ... In ont« 10 ..,JIlf\'. our Iar(!e'
Na1l.IIWII~ Itld If) ilKl.dt ID.... ,..l"" r,,'Gl ~
and ~ <:<lWlIriH, lilt 1"'*'<01 __ "'plt.
...... ud in~lrattd WO the «lain@. Iwdh ...me ...
TIM hijjII oompli.nc., oomplttfn_ 0( "" .. coll«tion,
and btudth or IN colW>onlioro .dlKl IN _C_ 0( 1fIl.
.pproach.
1bI. IIud1 II 11MI~ Itill • ..,., ron.t.cled ror lhoo

h""'....... ohor~ 0( ptO(!MlK)'. 12a- ' than
dw pr""'_' lWIIlriaI or IIlIPnium n_""w _
plactbo," it ..,.,.. J 5 ~ 10<omploN h!eNntaL TIM
""' ..... ur Ilw •.......,_ Trial hlnpll o;;Qd<dy (IQ the ""w..
and .. lIInin1k ~llon cl oIlMfIricie .... midwi .....
and otbet t>uy IIc»pital ....... QlUn __ in Ifillkl&lt
clmuuunc .. il ....., """_~ incom. ''''' ........
TIMIf _1M... ndon<d dw ~I wr It it
_ flhial to cOIlIinI»' _ WI,..,. ...nltf.noo.lrlhoo
"I'f'O"unily ~ '" dw ufoty lad tIltcti,_ Of'
Iba 1.. _tIooII in • ..,rout "If WlbiIItd fahiool.
1tftuI" from Iho ~It Trio! .tt_If dMrIy IIw

nr~ .. suI~ D .f«rjy. in ooMid<r~ rtd.dDt!
dw (ilk or tdun"" (QC troCDt. willi pr... damp".
o.-.roIl. II por 1000 ""'ff _ •• oIloc41.d rollQPfti.m
~. hid " eclaroprlc ~'UhIo.. IMpitt 1M
inotil ...... rtdu.."tlo. in ,_.. or • ~ .naI,... lhoo
rHldl. Wf .. comiotUI I'fl!U'IIou or 1M _city or PI'f"
i!dompIio II trial .atcy IX' wbotlwr ...... 11Df1ll _ t..ror. Q(

1ft. dtlio .. ." TIM r.o... Nd.ctlon In riot ...... 1..,..,.,....0. o.;'_ low. mWIo,....t blah ~rin ... J .. """'i.y
oouolrias. CoonbiDIni "" .. fr<Mn .... M";' TrW whh
"'- rronr .... _Ii« 'l'lf_1c • YNw' ,.at.K linw
dkt,.. 10 lhoo ,"",,,, pc8f"'td bott. For fCl.tmpIo. lhoo
o:nbintd ... led. Mlr: II 041 (9S~ • :!9-0 58). llw-
",od in _",01 lftOr1IIir, .110IIv.,..rN rollllMti.m
~., .. Ibo.ab ....... ioat_ II _,,,lilY hIo .'"
Nt. s.:11Idtd.o.t or ... .".,_.,. iboul ........ ,. suI.,...._ h_
bot ..... Mlr: of ...., .. 0., 1f.,1lIOIWn. Almullllin Ibis
Mudy ro_ .......... D 1IIk><.~d u1J.'ha! Md
rftJ'il1llory dtprltoioa or """ ory _, lilt «tUaI
nUlllboft "'.tt 5111'" "d dwtt _ no 00 .... 4illlr-..
in MriouI mllmwi morbidity. SiJnilorty, dwro ..... '0
clNr ~ in voroiIMIOll for the boJ:oiN or 1VorMn
r4llldomiMd Nrore iI.."'.oy. " , • q .....,ft or_n
aJ e<I.....-a_ MIpbow _wlf lIoto-t«""..,
o:np d whh 5% alloc4I..J p*_. S,*, oho haJ
prtlblam • lb. inJ«rion Ii.... comporod wilh .,~
alloaot...-l plac.l>o. Alrhouah '''1 row <>f .'- ~tm.."f'
_ JiI; duMltnlll8.""'" of dwnr 1ft........... , ~
meny """_. ftPftI-td mukip6t tidoMtffCII. tWnc ••
lhoo ....... Dumbtt 0( _.. oIIo«Ittd rolj!llftiun
~. who ~ ......n..1 HIIy. AIIhouI!b tIwn I.
no l\1dor.c. ,''' tIltcri_ h illllf...-:ld to • dl.i<dy
• dow" by ... ~ or ...,.;m.n, lilt ". ""' ... for
molal eo ..... 4')' doo6 """,,'" '0 N _lOCitttd willi

DIt.& •• "",,*," t1lt u..... ..,..... nn: .....,.. tcftt","'....-_.,.,._ ..._ .,......
=~~:~":.-:.~=:=~aty
:::".::. ~-.:':,y~~~ "Z:"'::='~,l!.
.............. ...,ro~ .. "'a~ft~l'O'tMfI~tc~rrb....."" ......... -.......,.T_U:_ .._...,.tt _......,
from ..... ~ •• d1iJd dIH CH 0( 93, 35 S~ ...
S2 or 144. }6 1%), TIM.. aIoo. S" hijjII.. Mlr: r
<_III If<1lion. which w.. I>or4.. li.. r<w oVUficlJlOt ..
Iho I~ le. I ( w. risk I 05. ~ Cl I 00-1 II.
1'=0 02).lb t 110 _ diII•••• _ ia lIlY _,.
cl _III rncotidir)' (II"" 12). 1bf 11111)'"p' .... nwd
IwN II booed 011 .. , be bit lilt only doIl.... ce '""'"'
Ii'~ bot!itt ~ ditd lIICIudtd b die, .......
~ ..... ".......... (110 01 )MO. ~ ••• '. 06 of
JIIZ •• 2")
0. :d. <t."", uoIq II» 1m ......... ct ,...,.., lied

• bIah« Mlr. 01 tdaDpoiIltld ur boby 4_ ...... !hoM
... til. jv rflinrm. """"_. I!wr. _ItO ,,-w•• ot "'"'
IOU... 114111in1Rr• .,.. 1ntI•• ead .. oIf..ro._ or
~ ~t c.",......t with~. F...-lhoo im
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ARTICUS

( prollltlllL Noworttwto., Ihe dtcltloa .rou, .hicb
"I!Ii , \1M is Itt" to ... inllu.. ced by • r..,. of
ocbtr facton, iD<"IudiIII! ««, .. ailobility oltroln.d ItaIT,
Md ..... ty. 'Tho .."....,t rdIction in ptollI_ IDly
..,,..,., bt «.. ..:! moo to the ~ dow of .... im
rf(!i .... , tUn '" III!' .u&rftKlt " .. M.,,_ <omp.w*-becw.,. __ ",,110 re.:1!iwd th. i,
rttlwl tbtn the 1m ...,..._ ..,..W lit i..trp'ewd with
.,.Ition, ... the route fur ...... _ t1w1'lPY __
aIIac;IC~d It rudon

'Tho '...... Triool ..... to ._ the .lI<ao o(
~ ~ (or tIw dlili1, u .. ttI ... tbt .. _.
an. oi tbt ..... & .. pponina the _oIwot...s ... o(
~ tuIpboo. Of....., dtaIdI5 hal bHft tha. il
inlpro".. OUIrollM b 11MdIiId. Rtoon. "J!I!'.'ft (or tbio
boIUf ha ""'" from CM<M:UltroI ocu.IiK. ~ tbol
in-ultro "l"'"R '" .......... 111wlpbM. miabt nduc.
tlw MJ< o( c• ..tni polly (0' low bIlIh"fiI!IlI «1500 Al~. "_"'Of, thor. is lito COIICtm tbol ,.,.. ... IIID
1Illpb... ftJ'OIIIr. (or Ibtoo ..... nb6t botbMs mit!hl be
~ed with .., lila......:! ...,.,.u.y." Oil."'_" d
""'"' ......... 01'''", tho .... n liltlt <It 1>0 .a.a ""
rnoorllllily, litho., .... 8111incr_ or deorftM '*_
bHn udud...s. Tbt WDIIII 0Ilbgr0up oi boblto ~ 10
.., an... _ ..._t too(_ Idol emry do II'P"I ..,~ ..,
.RINd .. orWil1 iJI II» lL'tivolI'oup, N th_ deMIK
....... "'" ~ to IIIoM _Md rHlOiYed ....... IIID1Illpb... bokft ,__ loa. 1blo ''''_ III diIJ«<tI«
IIM)'NCIoIoII»pay cbu"' .... .ctMr ...dertductl"" in
tho riok of p..cttllal IbNpli.,." but 11ft II DO( ... 1IK,.d in
..,y ffff<'l ca 1<411 lD!lf'I.IIIiIy '" the baby. 'llwN .... 110
.nN1I(;f 0(. dill.... .,. ia any I ol Dt.,.,.a!
1DCldlOdit,. 1.1 pan!tll". tho... _ 110 ~. 01 •
d.iIJtr<nOt In tlw pr ... - ""too ... rI: iinth 01' i. I
IjMdaI ....... (0. _ IMn 7 dlys. ..... ""'" -.1_I'IIIC' Ibot dMft ... 10......... '-..qIMlKff for tbt
child's II, ... .........,_. F<!II __ .p oi • pr<>p«Uoa of
Ibo cIIlIdrtn wtIov .. ",Iwrl w... rilCl'Uit'" to the Motaplt
TriM is • ....,,'Y.
Tbt ... ., .. lin" Mittl« '" "'ppM ,"" bJPOIbHlt tbol

.......... .q,tII.., odJaiUo(.r.d IC~ t ....

..p•• la tbb 1Nl, ",1 bt _fulllilll« _ • l<lI;oI"ic
.,. III .. "')1>ft'U ............. L Tbt ..... 1(5"') ._... III
tho , cIoiW. dak oi __ te<1ioe • Mpponod by dig
IioI'IIIIM .,._.dc ...ww.'As """"' is IOO~' of.,
• 1lK1 on indlKlloo of 1Obcu'. It."" olllb>ur, _ 1000
.. deII.fIY, or retaned "*"_ dB iaCRef .. ., be
.. IItMd '0 ocbtr fact ..... Similoorly, tb«•• 8 110dlnkoly
...cuI rtducdoa II tilt ... of .. tiI)1'Iirt ...... drug&.
Tbttt "" too.. <»_ b~ eft jill( • till)' IIIIIIb« of
c_ ,...".,""oboIa _ hypoc'Mioo ,.1I1td 10 tho
'""' ... oi ............. ..._..... and aW"uw.
In II» ~ Tritl, 30% _OIl nc.Jv.d lIlfedipia.
1Ii« IIiaI emry and 110 ....,_,... ad,_ ._ .......
roponod. Rx III. tNt _ MlO did ...... b""' ........
tho,. _ DO _,.,iIIIOa with ... comb.....,., o(
Irftcipuw IIId 111ou_..... •.

AlIbooItj!Il trial .u p.rc.bo COIIuoUtd, it is poeoIIlt
Ibo .... occum .... of ........,.... Ilbwtd the .uoc.IocI

bo ao-d for obJUI <>M4fth or _ .. .._od
............. _pbM •. It II unlilooly tho! dIis ...".4 h,,·.
IUbIt .. 1iIIJy .11Iftkl<d tht _ ... 1oi 0.1C<let, • tbtMIl """ ._ oI!jecd'

Tbt IItioIotlY ol""'_"" . _ ocIonrpoio .....

.. """ •. JiI«.dy how ... = wIpbeI ... ",," "" troI
ecltrnpck c:mvuIUonI .. Il1o ....,_. ~..., -y
M' • loarUN.I ctntnl ,&<1. For ~. it ... , co_
vooodilo....... ....Ib _...... rtd.ca._", rI: co..tni
... 1IeftnIo.~ IIIIIJot block _. rI: tIw .... _a! d ....

-*ed with 1ocbIeta18."" A poo~ modlonJ_ ko<
v.tlOdilalllion k Ulkln 01 SIIIOOIh mUld.. TIIIIl
lftIII!IWOIum IIM)' l"I'«aIbed .I«t 01 .. Ismo..'O\b
m.lo, illCludinjI Ill. pe........... _ulltur •• nd " ....
tu. oIso bt.ia n,nce tbt hypo.... thor it mu
twv. •• Iihyptn ~ and loXoIt'1ic Iltm nut
",_.1iMd dlfa ."" • .,.11\ .nlilrioJ)·. AlItmIIIi. Iy, any
,*", ?l ."..,.. ..11Wlphllt i. rontroj ol fdUlpck

00I'IYIIhi0M may be, .. holl), or pan. illroorSh ill roIoo as •
bIodotr 01 N-1IWth)i-~ ... rtCoptOft itt ._ tnIn.'"
nwo. ,!!Copt"'" .... laW-od in r""",""" tl:> ..,hy:cia.
IodJ18 Ii> (aldulll indtJI ill., tilt II ut.,.,., wtIkb C.UIH
cotl iIl;'IIY. It .. "'IlII"'''' til ........... may block
tbno ....opton, to ...d....-inIt cliduno inIlu., .. d protectill~
tIw _ from d.."..""

Aa IIIWIp«IAId Iltr dina ..... tbol 10 r_ ol I"" "''''''''n
who died turd brad Ka.mp.ia. A poo"'" osp""""n "
tbol rafl!f*i'" ..._..... may aIIo ~ btlwlidll tlli!cu
o. otIHr 0,..,. inlplicllOd la prHd • .,.,... •• ~ion
ouppoct...s 11)' 1M nduction ill placOl.al .bcuptlOll. F......
.. omon aIoe ••td~ .. tUI ....... rMll« ~. p..ceho
bad .0IIa! r.iIw Unr ral..... or o:lOfIIII .... th,. bul tI>f
dia co "IS .......... could ...... 0CCUfTtd by chen<: ••
~ ....." _iawd ...ith illktolbtUal d)'&CIllai<.'CI. ~
~~ ~o may -""'" iqoro.· Ioo:a!
perf""l by lmrnwinll tododwIial r"""tk>n <X .. i<f<>.
..~ ... ptrfHIoL

t.lItIIotium WI........ ~ __ Y..... a.tv. It Nducillil
."" risk oi tc~ ....awthH 1M it tIw finl wm.R or
t«unOOQ oi <""...a.ioo •."1n die Mowit TrifoI, a. in llw
CoIoborMi,. IidllllpW Trill." \1 et ill 'Vt.t
~ "'.. IMIII _.pIurt , II bNtt
IIIIIMd tbol 41~ .~ " \lied r. It_ of tIwact'" COIIIDlkioo. MTtwr. is no Mittll<" to support th.·
~ DlItt from 1110 .""wit Trial rr-" fur ......
• oidonC4t thot rallllWOiilm"~I' ....M $hould N UHd(or __ ";tb~,,.;.: bod! to cCllItrol ill. soirt.ft _
10p.......INe_ ••

M..,otilllDlUlpha .. "K ~.tIO \&Md in lIIIIIy COUIIriH,Inc=11MUK, btt_ tho .-1", rI: tIw CoIlabor.tiY"~
Ii< Trill • ." plbIiIb d ia 1995.- Thio .tultion
&10M "anly btcl_ of COlKtI1ll .bout .....,... •..,.
doopmJiollIa tbt 1IIOCINr. 'Tho ~ Trial his furtlwr
dltpd... IbIM ~ IaponlJllly, fill. ""'*' iIlll
.. as ~ without __ tJI8IIIIftiulllra_ •
..... tltnplt dialca! _I 0' Ita""....,,11._.
NtpiI'M"'Y ...... d uri•• ""'PIIL ThIo acIIWY ...... , hal
obtIoua lq>IbtioM '" C8N. particularly ill kM-laOOInf
and middlt-iDoomo COUIItrIot-,...., ""'11*"" .. _.... ftliawDi "'frO \lied In 1M
trill!. 80th art wid.l, _4 in <linical .,.ocIk. _ bod!
...... Ilso aNd la the C<lIlIbor,1iwe IidUl.,. Trill. n AI
the II..... and dur.tion of _m.1l1 UMd boN
fIIIIJIOIIilllDwlpllltt II botb "" lid fffKtI.. In
",... •• tIne tcJarap'" i. W<lftoOft wiIh prf-ocliInIpfIa.
Whotbt, Cl' tI<Jt , ~.JoM !'fllm'a, as h...... 1I11JUod
for,' _010:1 too n_ ftj'Kti.... uacltar. JI.. , IS tIw
Ibt oi tbt rioIr. ....tU<"tkln RpOrwd 110ft WK "" , tblo
... n IIlIibI,. H .... r dooff art ualik.1y 10bt 111« n
if tIwy ar._r. ffftcti ... 'Tho r-.rt!IKV ab..'UI ty r.."
bOth WOIDIIII Md child fNIn tIMw dol. _IlK N
Olllftpolaed to ~ ... ""-"" 01 110•.... t ""ndol cl"._.

'Tho M910 Trial Colitborlu.- Gro,,, iJlO<lIVid ........
r ol ~ fl'Ofll fow (!C)fttintllll wiIh • <MIll\\.""
I ,,,",in iIDpn!\'" tilt "Itt cl ... ,..... wiIh pr.
ecIaap>jo. IlHuIll Ii'olll tbb RU4y roefimt II» IIi&h
I'DOfIlOdiI)' lad ...,.,trIiI)•• todawd Yritb til. o.-Ul~
n"Gi1itiorL Otrl(l(ft • ., .. ponicululy poor ~ _ with
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M' .. e J'f~lu\pUa, .. .1 cllolol frotn hiIIb ptrinalal
noocallt, COWlIf' W. did In lIlpt to 1Ubdi~ cbt
__ wiChoIC_r. ~ ...poia, bawd oe bkod
pt-.¥ and proceinlria at r~. AJtbouub ctn
tUCM<lh1ly dlIIiJltjuiW4 WOllWll willi low .ad
in""",odiac. molUicy for ... bebf, tho rtladv. rhk 01
«lui.,. d>oavo4 Inif. 85,. ol recnoillll •• C 10 cbt
MIIIJ'Io Tu _ from ""''-fIIld41o mome cOUl1ll'iM,
""'- lb. MI< ol eelooomptUo. mawmal d•• m. Md boby
d.1Ih "'_ b4#I ~ ...... phaC. j cbt ck\II) 01
dIob b odutpoill, b.n is ...,. DOily ... i... j• .,.,..
COIlAC",,"," T ._r. I11III .o....n lOCRiWd co che U'lal
Iuod oplimwa _. if chi, dtYtlq>td .c .... poIa, "'.
pt ~..,.... ooI~o .. in AI'JiQ .na Asia wilb .,.UI
NQllaiwa ~w, ~ • .,...IIIaIro'D IbM maplli_
......... ....., bionoli ..... _ .... h I!<<-<< ...........
,,""'Ina burion in obe SllJlPIy and '"" ol maplli_
sulph ... thouId be • p~. lOr _ r~ kw
1IloIl<rM1 hftlch .. me.. in dn"I<>p~ ~.....,.....
joel.dlna In_doe.1 ~1ro IlKh • chot UaJttd
Nadom PopuYtion Pud (UNFPA), m. Uniwd N.1ioM
a.t.tr",', J:UIId (UNI BFl. and WHO.

ImplklltlMt for clrkIJ practrc.
TIM f.... Ie. cl IhK Iriol ihooIlit bt modo .. aiWlt. lO
__ willi pr~ and Ih<let rMplMibit (or clwir
~.,.. M pbaw Ihoukl be ~ kw
_ ..ab Pft1C po;ia for wboIn dlft. it ~OIK'.m
abo.t tho riiII 0( tcInpoia As II II: .., "~Mi. 4nIM. It
io ...,.a.uy .MLitablt kif 11M In Jow.tacOI'W counuI ...
iv ..tmi~ .. prtf ......, II.
""",opria" rftOlIWO. b A4e4.at _J Iojfclkle-tilt
pt~ .. _ ..,... ... OuMioa01 u_ ohollld not

• .,.....1, ~ Z4 II, • die ,_..,,;. abo., Met)'
~ onI)' to the ,...._ IMd i. III. m.l Sfrum
IROnitorinl! Is IIOt _ .. ...,.. MtaIa"'ltion and dinicaJ
nooitorinl! cl lIIII(!IIMiIl.. ~... c.. he dono by
IDO<lioaI. mldwlfuy. or ... ,.. aiail', pnwW ... chi, u.
"I'Pfoprialfly U'IIiatd.

ThlI crial IndUJed .. _ oaly If ""'" tob".,,"aI. '«'h ...... loe4ia. _ clmaplli pba. ..
1IMuId ... tIMd br __ It prinl~ lweI hoIo ••
lilt, •• II'OIDIIfttnd '" hotpjllll ;. ."" ..... Othor (ICIO'" iD
m.. .tee.Oft •• Mbly 10 indtodo how Iont iI will t 0
.. Cho '''0lIII.0 hotplul. ,hot """"'" IbM io ..
du.... er"', and _trity ofbtr ~

.ubt.I.MIdv. IuonIIIuI .""'It on obe m III .,.. <hild,

.. ~ • q • ..,.., of_m wiUM" Aidf~«tt,

Impllcetlora rot· ,.....",
R.taIalnJlla q~ <Obout tho 11M 01 IIII(!8f1ium
tu""'o .. inclu4e' what it Cho oninlm .... Ifocth'. dou.?
'IIhttI II: Cho 0jltiNI UtI. uW. II? SIl>-..Id II he awd «
ptlrnu)'<4n .... 1 (.,.. _ beIrl& ... Mltmd ,-"
_0IIda1)' of wnilIy ..,91 III'IuoI .~ 11M 10.-' 1m
c_""'tICft 0( ...,.,...r. (Of Cho lDOIhof and hff child?
Many cllnidaM'_' .......... IUIJ!IW r. .0000n
"" whom ddirfry at .,....od in Cho n,,11 24 b. la tho
MIiII* Td8I _ ............WHO iii' ft Nob u........ t .. d
lilt prf$ftMCY ..... ..uo-t ~Ofttll\llt. If J!MMII .. 4......._of Md ...,.rw. .....u._
wlIII mapllium IUI..- •

Addid",,01 .-ilICb II ~ondnlli. 011 the 10.-, .......
~ 01 • proponJon ol tho _fa .od dIlI<k'«o in
chi "..,If Trial, and "" iho COlt inpli<:ationt cl tho
IIn4lqt ror • fUll of Ht ....

no: L"'Nl'~l '\'" ),. 'to- I,»» '.._ .•"""..-18118
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Appendix 2

«Centre_Ie.

13 May 2008

••"....om an_Given_name It «Woman_F amtly _Name.
.Address_line_l "
e:Address_Line_~ •
•Address_Line_3 •
• Address_lIne_ 4 •
• Postcode.

Dear cWOO1an_Given_name»

Although It was some time ago now. I am sore YOt.l wi'! remember that during your
recent pregnancy your doctors became concerned that you were deve oping signs
of ore-eclampsia (toxaem!8). The hospital where you were be,1'IO cared for was one
of many testing to see if treatment with magnesium sulphate was helpful in
contro lino that con<htion, and you were good enough to agree to help with this study
{the Magp~ Tria: l.

We have already conected a lot of information on the st10rt term effects of such
treatment, but before thIS comes into more general use we also need to be sure
about your current hearth and that of your child.

Enclosed are two short questionnaires. We would be grateful if you could
complete as much of them as you can. Please return them to us in the
prepaid envelope provided.

All the Iflformation col,ected wil be confidentIal and used on'y by the researchers
working on the study.

If you want to ask Questions. or know more, before completing these Questoonaires,
please do not hesitate to contad Rebecca at the telephone number belOw Leave a
menage on the answer machine if nobody answers. and Rebecca wil get back to
you

Thank you In advance for your help.

Yours sincereiy

Rebecca Smyth (Tel: 01517024110,
RH,arch Midwife

lelia Duley
Clinical Co-ordinator

Encs

If you do !:JJJI Wlf#hto ". contK.d .gMt, p•• » tick tM bc._ MId ,.tum D
thl4 ,."., in ",. p,.".,d ."v.~ ~d.

The \tIgpit Tn. ~~..ndIa by ~ \tIcIIcIi ~ CoIrc ~ for I~ o.w~
Worio Ho~ 0r;antNIICn ~ E'JCpU1 :artn.ssoen

CirU Co-ordNIcr lA , Du., T.,. ~ s.t.1F¥f.1
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Appendix 6

Results of the
Magpie Trial

Thank you
Yo were one of over 10.000 'Nomen who agreed to take part in the Magpie rial. The
sho erm results of this study were published recently in a medical journal called The
Lancet. and were publicised Q ite widely in the n edia.

Ma 'Iwomen .....ho contrib e to research wo Id Ii e to know t e outcome of the s cv.
This lea Ie re i cis you 0 what the study was a )OU su arises the findings, a dells
yo ho....• you can I cl out 0 e. if you want to.

Magnesium sulphate halves the risk of convulsions for women
with pre-eclampsia ... ,
... ha was the main find'ng of this assive scie 'IC trial. It also snowed t at lag esium
sulphate is a sa e treatn ent or n others and their unoorn babies,

What is pre-eclampstaz
Pre-e arnpsta (fomlel1y known as 'toxaemia') is a con plication of p egna cy arked by
raised blood pressure, the appearance of protein in the urine a d (ofte ) swelling of the
hands, feet and face.

Altho gh e condition is normanv mild, some women develop a severe fom , wtlieh can
give rise 0 problems in e brain, kidneys, liver, lu gs, heart or blood ciom g syste 1.
Si ce pre-eel a ipsia has its 0 igins in the placenta - the organ tha' joins mo er and baby
- it can aNect the u born ba),! too, causing growth restrictio a d oxygen deficiency in
bad cases,

Altho gh pre-eclan psta is fairly co n on and polen 'ally serious, it is poorly understood
by scie ists and doctors. This n akes it difficult to rea and, so far, i possible to prevent.

What is eclampsia?
One of the most serious complica ions of pe-eclampsia is eclan psia, 'Nhe the other
suffers co vuls.ions thaI can be da gerous for her and her u sorn ba )'1.

Eclampsia is quite rare in developed countries Ii e the UK, were it effects about 0 e
pregnant wo a i every 2.000, But' is n uch con moner i developing areas 0 e
world Ii e India, Pakistan a duo A rica. ere it is a n alor killer of others and
babies.

The rst biO breakt roug in the treatment of eclampsia can e in 1995, W en a orerunner
of he Magpie Trial sstabushed that doctors could prevent recurrent fits i won en with
eclampsia by injec 'ng them with magnesium sulpha e. This trial a 0 showed that
mag esium sulphate '....as bet er than two other 'a iconvulsan drugs, diazepam (Valium)
a d phenytoin, at stopping the fi .
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Appendix 6 continued

About the Magpie Trial
The Magpie Trial (Magnesium Sulphate for Preventing Eclampsia), involved many of the
same doctofs and midwives from the same countries as the last one. The co-ordinators
of both studies, based In Oxford, wanted to go one step further and establish whether
magnesium sulphate could actually prevent ectampsia.

In fact, magnesium sulphate had already been used for many years for this purpose in
some countries, particularly the United States. But the doctors there had no reliable
scientific evidence that it actually worked; neither could they say for sure that the
treatment was harmless for mothers and their unborn babies.

In the Magpie Trial women with prlH!clampsia were randomly assigned to treatment With
either magnesium sulphate or an inactive treatment (placebo), given in hospital, by
injection, over a period of 24 hours. The trial was 'double blind' in that neither the women
nor their doctors were aware of whether they were receiving the active treatment or
placebo. Trials designed like this are seen as the best way to achieve reliable, unbiased
results.

The trial had been expected to last until the end of March 2002. But it was stopped ahead
of schedule in November 2001, when it became clear that the researchers had already
proved beyond reasonable doubt that the treatment worked.

What the trial showed

The main findinos of the trial were as follows:

• Only 40 women treated with magnesium sulphate developed eclampsia, compared
with 96 on placebo. This represents a substantial risk reduction of 58%

• There were fewer maternal deaths in the magnesrum sulphate group - 11, compared
with 20 in the placebo group But becaUse of the very small overall number of deaths,
it is possible that chance played a role in some of the apparent difference between the
groups

• Magnesium sulphate, as presai)ed in the trial, is safe for both mothers and babies,
aIthou~ unpleasant maternal side effects, particular1y ftushing, were common

• Magnesium sulphate was linked with a 30% reduction in the risk of placental abruption
- a premature separation of the placenta from the womb

In a paper published in The Lancet, the Magpie research team concluded:

'Magne3ium sulphate reduce:s the risk of eclampsia, and it is likely that it also
reduces the risk of maternal death. At the do3age U$8d in this trial it does not
flave any substantive harmful efreds on the mother or chitd, although a quarter
of women wiN have side etreets. '

They will now move on to the final foIow up phase of the study (see below).

2
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Appendix 6 continued

What this means for women
It is now likely that treatment with magnesium sulphate will be made available in the UK to
women with pre-edampsta wflo are considered at risk of eclampsia. This treatment must
be given in hospital. because mothers and babies need to be monitored carefully for the
duration.

A word of warning
It is important to understand that this is not a self-help treatment and there is no
suggestion that women can prevent either edampsia or pre-eclampsia by taking
magnesium supplements in pregnancy. The treatment tested in this trial must be
prescribed by a doctor and given by injedion in a hospital setting.

The Magpie Trial Follow up Study
This ongoing part of the study involves following up a proportion of babies born to
mothers in the mal to rule out the possibility of any harmful long-term effects of exposure
to magnesium sulpha e treatment in the womb. Women are being asked to complete a
questionnaire about themselves and their children. and some are also being visited to fmd
out in more detail how they are doing.

How to get further Information

To read The Lancet paper
• order it from your local library. using this reference (The Magpie Trial Collaborative

Group. Do women with prs-ectamnsta, and their babies, benefit from magnesium
sulphate? The Magpie Trial: a randomised placebo-controlled trial. Lancet 2002; 359:
1877-90)

• read it on the Lancet website at www.thelancetcom
• doWnload the pdf file free of charge from the Magpie Trial website at

W'NW.magpietrial.org.uk

To find our more about the Magpie Trial Follow up Srudy
• look at the Magpie Trial website at www.magpietrial.org.uk
• contact the Co-ordinating Centre, at the address below

To find out more about pre-eclampsia or eclampsia
For general information about pre-eclampsia or eclampsia, contact the charily:

Action on Pr~clampsia (APEC) email: info@aoec.ora.uk
84-88 Pinner Road, Harrow website: www.apec.org.uk
Middlesex, HA1 4HZ Helpline: 02084274217

Magpie Trial Co-ordinating Centre
Institute of Health Sciences, Headington, Oxford 0)(3 7LF

Tel: 01865226642, Email: magpie@ndm,ox.ac.uk

The Magpie Trial is funded by
Medical Research Counc;I; Department for International Development;

WorfdHealth Organisation; European Commission

3
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Appendix 7
Search Strategy (1)
Database: Ovid MEDLlNE(R) 1966 to June Week 22006

# Search terms Number of retrievals
1 exp Comprehension! 1281
2 understand$.mp. 195531
3 (knowledge or perception$).mp. 200530
4 (experience or experiences).mp 251036
5 attitude$.mp 141103
6 (view$ or perspective$ or opinion$).ti,ab. 250472
7 reaction$. ti,ab. 431659
8 exp communication! 189698
9 exp. eth ics! 932277
10 exp informed consenU 23763
11 exp Parents!px [Psychological] 13968
12 professional-family relations! 6747
13 physician-patient relations! 37193
14 patient participation! 9184
15 exp Randomized Controlled Trials! 32564
16 rct$.ti,ab. 2356
17 randomis$.ti,ab. 22932
18 randomz$.ti,ab. 122847
19 exp Questionnaires! 111004
20 question$.ti,ab. 232668
21 interview$.ti,ab. 87478
22 exp Interviews! 15416
23 qualitative .af. 45320
24 exp qualitative research! 1332
25 or!1-7 1307212
26 or!8-14 329763
27 or!15-18 163956
28 or!19-24 394765
29 25 and 27 and 28 3302
30 26 and 27 3506
31 29 or 30 6363
32 limit 31 to human 6185
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Appendix 7 continued
Search Strategy (2)
Database: Ovid MEDLlNE(R) 1966 to June Week 3 2006

# Search terms Number of retrievals
1 exp randomized controlled trials/ 40395
2 participa$.mp. 258585
3 exp Informed Consent! 25451
4 (woman or women).mp 422109
5 1 and 2 and 3 and 4 5
6 (pregnancy or pregnant or mother$).mp. 586854
7 1 and 2 and 3 and 6 8
8 (attitude$ or knowledge or perception$ or 1168595

experience$ or understand$ or view$ or
opinion$ or perspective$).mp.

9 1 and 2 and 8 and (4 or 6) 138
10 px.fs. ) 409929
11 1 and 2 and 10 and (4 or 6) 67
12 5 or 7 or 9 or 11 165
13 1 and (4 or 6) and 8 668
14 1 and (4 or 6) and 10 197
15 13 or 14 768
16 15 not 12 607
17 *"patient selection"/ 6443
18 patient selection.mp 28995
19 female.mp. 4368576
20 4 or 6 or 19 4408262
21 18 and 20 11636
22 8 or 10 1429700
23 21 and 22 3347
24 1 and 23 150
25 18 and 6 1203
26 1 and 25 35
27 {recruit$ or enrol$).mp 128113
28 17 or 27 133702
29 1 and 3 and 4 and 28 3
30 1 and 3 and 6 and 28 4
31 1 and 8 and (4 or 6) and 28 99
32 1 and 28 and 10 and (4 or 6) 37
33 qualitative study.rnp. 3651
34 1 and 28 and (10 or 33) 179
35 interview$. rnp. 114461
36 1 and 28 and 10 and (34 or 35) 177
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Appendix 7 continued
Search Strategy (3)
Database: CINAHL 1982 to June Week 3 2006

# Search terms Number of retrievals
1 exp randomized controlled trials/ 34390
2 participa$.mp. 58411
3 exp Informed Consent! 4913
4 (woman or women).mp 55444
5 1 and 2 and 3 and 4 6
6 (pregnancy or pregnant or mother$).mp. 51679
7 1 and 2 and 3 and 6 2
8 (attitude$ or knowledge or perception$ or 186440

experience$ or understand$ or view$ or
opinion$ or perspective$).mp.

9 1 and 2 and 8 and (4or 6) 274
10 px.fs. 0
11 1 and 2 and 10 and (4or 6) 0
12 5 or 7 or 9 or 11 277
13 1 and (4or 6)and 8 821
14 1 and (4or 6)and 10 0
15 13 or 14 821
16 15 not 12 547
17 *"patient selection"/ 574
18 patient selection.mp 3506
19 female.mp. 248650
20 4 or 6 or 19 260868
21 18 and 20 835
22 8 or 10 186440
23 21 and 22 188
24 1 and 23 18
25 18 and 6 79
26 1 and 25 9
27 (recruit$ or enrol$).mp 24756
28 17 or 27 25284
29 1 and 3 and 4 and 28 5
30 1 and 3 and 6 and 28 2
31 1 and 8 and (4or 6)and 28 154
32 1 and 28 and 10 and (4or 6) 0
33 qualitative studv.rnp, 3348
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Appendix 8

Your participation in the Magpie Trial

14. If time suddenly went backwards. and you had to do it all over again, would YOll
agree to participate in the Magpie Trial?

Ddefinne,y yes Dprobably yes 0probably no 0 definttely no 0 not sure

Flease e>;pain yuur answer.

.... '" , -- _.. . _ ,- .

................... - , .

_. _ •••••••••••• _ , •••••••••••••••••••••••••••••••••••••••• __ • ••• 0 __ • • _._.

15. Please tell us if there was anything about the Magpie Trial that you think could
have been done better:

_ ,' _ ,-

- .. -.- _-, , .

16. Please tell us if there was anything about the Magpie Trial. or your experience of
1010lng the tnar, that you think was particularly good:

_, _ _ _ .

............. '. .. , ,.. , , .

' .

... _ .. , '" , , .

.. .. .. .. .. .. . ~... .. .. . , . .

Ea
rn
[[]
IT]

rn
m
m
rn

(]]
[[]

m
m
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Appendix 9

The QUOTE Study interview schedule

Before the interview starts

Thank the woman for taking the time to be interviewed

Give opportunity for the woman to read the study information leaflet again

Recap for her the purpose of the study (example of text below):

"I would like to find out about your experiences of joining the Magpie Trial.

Especially what it felt like when you made your decision to join. I am

interested in finding out if you have any thoughts about the way it was carried

out and about the trial since. We hope that understanding more about

women's experiences of research will help us improve trials in the future".

Introduction by RS:

I will explain to the woman that although I am part of the Magpie Trial team I

don't want her to feel hindered in what she has to say. That I'm talking with

her because it's important to know exactly what her experience of Magpie

was. I will tell her I won't take any comments personally whatever she says,

good or bad, just here to listen and make sure I've understood her point of

view. Everything se says during the interview will be strictly confidential and

only shared with members of this study team. Comments made will not be

reported back to the hospital that she was recruited at or any clinician

involved in the care & she will not be able to be identified in any final report. I

will encourage the woman to be as truthful as possible regarding her

experiences of joining the Magpie Trial.

Introduction by LW:

Explain to the woman that you are not a member of the Magpie Trial team, &

that you work as research midwife at the Liverpool Women's Hospital. That

you have been asked to carry out some of the interviews because you are not

part of the trial and it is important that the women feel able to say exactly what

they think about the trial. That you're here because it's important for the

research team to know exactly what their experience of Magpie was. Tell
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them you will not take any comments personally whatever they say, good or

bad, just that you are here to listen and make sure you've understood their

view so that the Magpie Trial team get their point of view. Explain that

everything they say during the interview will be strictly confidential and only

shared with members of this study team. Comments made will not be reported

back to the hospital that they were recruited at or any clinician involved in their

care & they will not be able to be identified in any final report. Encourage the

woman to be as truthful as possible regarding her experiences of joining the

Magpie Trial.

The Interview

Introduction

Remind the woman that interview usually takes between one & two hours

And that if she wants she can be stop the interview at any time without giving

a reason. Also that she does not need to answer any questions that she

doesn't want to. Ask her if she has any questions to ask prior to proceeding, if

LW cannot answer them she will pass any queries on to RS & either proceed

with the interview or defer it for the time being.

Obtain written consent to tape-record interview

Schedule
The schedule outlined below will not be used verbatim, but is a guide as to the

areas that will be talked about with the women. The aim is to cover most if not

all of the questions, but this will very much depend on the individual woman.

Some women may not want to talk about a particular issue that is on the

schedule and this is fine, also she should be allowed to decline answering a

question if she wants. Alternatively some women may want to talk about an

issue that is not part of the schedule. These may be important to the woman

therefore give her time to reflect on her own experiences & what is important

to her. It is important though not to allow the interview to deviate too much into

unrelated areas.

It is important to recognise that the interview may bring up difficult or unhappy

memories for the women. The interviewer will give the woman the opportunity
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to talk about these situations. She may be some unresolved questions about

either the trial, pre-eclampsia or the care received at the hospital. Regarding

questions related to the Magpie Trial they should be directed to RS.

Regarding pre-eclampsia; questions can be answered at the time of the

interview, as both interviewers are midwives, additional information and

support can be provided by the support group (Action against Pre-Eclampsia).

Regarding care the woman received in hospital, it may be appropriate for the

woman to contact her consultant to explain these unresolved issues. The

interviewer will need to use her own judgement as to how to deal with each

situation.

The Magpie Trial results will be published in the Lancet on 1st June 2002 and

there will probably be some coverage by the media. So it could be possible

that some of the women interviewed will know them. Also if they want to know

their treatment allocation they can contact (in writing) the Magpie centre and

they will be told.

Section 1

Questions to set the scene:

I'll begin by asking you to describe the situation when you were asked to join

the Magpie Trial, for example:

When was pre-eclampsia diagnosed?

What happened?

Had you previously had problems with your blood pressure?

How long had you been in hospital?

Where you recruited to Magpie antenatally or postnatally?

Where you in labour?

Who was with you at the time?

Section 2

Describing the process of recruitment:

Now I would like to ask you about your experience of when you were asked to

join the trial:

Do you remember being asked to join the trial?
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Describe the process?

How did being invited to join the trial make you feel?

Who talked to you about the trial?

When were you asked to join the trial, what do you think about the timing?

Can you remember what you were told about the trial?

Were you given trial information leaflet to read? (show one if needed)

What did you think of the leaflet?

Did you ask any questions?

Was your partner/family involved in deciding whether you should join?

Can you describe to me the feelings you had once you'd agreed to join?

Did you think there were any benefits or advantages to you or your baby by

being in the trial?

Did you think there were any risks or disadvantages to you or your baby by

being in the trial?

Did you at the time have any anxieties about joining?

Why did you join the trial?

Was there any follow up after joining the trial whilst still in hospital?

Section 3

What woman understood of the Magpie Trial:

I am interested in finding out your opinion about how and why the trial was

carried out:

Can you tell me what you understand about the following & how do they make

you feel? (If woman doesn't understand theses concepts explain them to her

then ask her how does it make her feel?)

The study

Randomisation

Uncertainty/equipoise

Placebo control

Double blinding
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Section 4

Since recruitment:

In between the time that you were discharged from hospital and when we

contacted you again, did you ever think about the trial?

Thoughts since?

Unresolved questions?

Was there anything you think could have improved this experience?

Was there any aspect of the Magpie Trial or care generally that they would

have liked more information about?

Do you have any anxieties now about joining?

More or less likely to take part in research?

Thoughts about the results of Magpie Trial?

Thoughts about researchers giving participants trial results?

Thoughts about the Follow up study?

Section 5

Views on research generally:

Fina"y I would like to ask you do you have any general thoughts/comments

you would like to make either about the Magpie Trial and the way it was done

or research generally?

Anything about the way midwives/doctors go about asking people to help with

research?

Information given?

Making joining easier?

Section 6

Conclusion:

That is all of the questions but is there anything else that you would like to add

about your experience of joining the Magpie Trial? or ask me?

At the end of the interview ask the woman if she would like to know the results

of this study: YES/NO
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Appendix 11

QUOTE Study Information Leaflet

Magpie Trial letterhead
Women's Information Leaflet

Qualitative Understanding of Trial Experience

Thank you for reading this letter. You are being invited to take part in a
research study. Before you decide it is important for you to understand why
we are doing the research and what it will involve. Please take time to read
the following information carefully and discuss it with others if you want. Ask
us if there is anything that is not clear or if you would like more information.

Purpose of the Study
We would like to find out about different women's experiences of joining the
Magpie Trial. We are especially interested in knowing what it felt like when
you made the decision to join and your understanding of the trial. We are
interested in finding out if you have had any thoughts about the way it was
carried out and about the trial since. We hope that understanding more about
women's experiences of research will help us improve trials in the future and
make them more relevant to women and their families.

Work carried out during this study will also be part of a postgraduate degree
by Rebecca Smyth at Liverpool University. Rebecca Smyth works as a
Research Midwife for the Magpie Trial and its Follow up Study.

What will happen to me if I take part?
If you are interested in taking part we will arrange for Rebecca Smyth or
another researcher to meet with you at a time and place convenient for you.
The meeting usually takes between one and two hours. We would also like
your permission to tape the interview. The reason for this is it is difficult to
make notes and listen to you at the same time. During the interview we would
be interested to hear about your experiences when you were invited to join
the Magpie Trial, how you feel about the trial and your decision to join and
what the experience has been like for you and your family.

It is completely your decision whether or not to take part in this study. If you
would like to take part please sign the consent form and return it in the
freepost envelope provided, no stamp required. If you decide to take part you
are still free to withdraw at any time and without giving a reason.

What are the possible risks or benefits of taking part?
There are no risks, but some women in other similar studies have found
talking about their own experiences of joining a trial helpful.
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Appendix 11 continued

Will my taking part in this study be kept confidential?

Everything that you say during the interview will be strictly confidential. Once
some notes from the tape have been made it will be destroyed. The notes will
not contain your name or any other information which may identify you. Only
the researchers involved in the study will have access to these notes.

What will happen to the results of the study?
The results are likely to be known in 2004 and we hope they will be published
in various journals. It will not be possible to identify any individual person in
any report of these results. At the end of the interview you will be asked if you
would like to know the results of this study.

Who is organising and funding the study?
This study is funded by the Medical Research Council, as is the Magpie Trial.

Who has reviewed the study?
The study has been reviewed by the North West Research Ethics
Committee.

Contact for further information
If you have any questions about taking part in the study do get in touch with
Rebecca Smyth by letter or phone. She is based at the Liverpool Women's
Hospital, University of Liverpool, Crown Street, Liverpool, La 7SS. Tel 0151
7024110

Thank you again for taking the time to read this letter.

Yours sincerely

Rebecca Smyth
Research Midwife
Liverpool Women's Hospital
University

Ann Jacoby
Professor
Liverpool University

Diana Elbourne
Professor
London
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Appendix 12

QUOTE Study Consent Form
Magpie Tnalletterhead
Women's Consent Form

TiUe of Project QUOTE Study (Qualitative Understanding of Tnal Experience)

Name of Researcher Rebecca Smyth, Research Midwife

Pi•••• Inlttal box

Iconnrm thai Ihave read and understood the intormation sheet dated D
.. (version . ) for the above study and have had the

opportunity to ask Questions

2. Iunderstand that my parncmanon is voluntary and that I am free to withdraw at D
any time, without giving any reason, WIthout my medical care or legal nghts being
affected

3. I agree to take part in the above study

Name of participant Date Signature

Name of person takmg consent Date
(If different from researcher)

Signature

Rebecca Smyth
Liverpool Women's HOSpital
University of liverpool
Obstetric and Gynaecology Dept
Crown Street
liverpool
La 7SS
0151 7024110

Researcher Date Signature

1 copy for pamopant, 1 copy for researcher

D
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Appendix 13

Invite to Study (no home visit performed)

Magpie Trial Letterhead
Contact details for RS

Invite letter

[Date]

[Woman's name]
[Address]

Dear [Woman's name]

Thank you for completing the Magpie Trial questionnaires. I am a research
midwife working on the Magpie Trial Follow up Study. I would like to ask you
whether you would be willing to meet me and talk with me or another
researcher. We would like to hear more about your views of the Magpie Trial.
We would be happy to meet at a time and place that is convenient to you.

Finding out more about the views and experiences of people like yourself will
help others do better research in the future. The meeting usually takes
between one and two hours. Everything you say will be in complete
confidence.

I have enclosed an information leaflet which tells you a little more about the
study and what it would mean for you. I hope it answers all your questions,
but if not please contact me on my telephone number above. Leave a
message on the answer machine if nobody answers, and I'll get back to you.
It is for you to decide whether or not you take part. If you do decide to take
part please sign the consent form enclosed and return it to me in the free
post envelope, no stamp is required.

Thank you once again for your time and help. Your involvement in the
Magpie Trial has helped enormously in trying to find out the best way to treat
women with pre-eclampsia. We are very grateful to you

Kind regards

Rebecca Smyth
Research Midwife
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Appendix 14

Thank you letter

Magpie Trial letterhead
Contact details for RS

QUOTE Study

Date

Woman's name & address

Dear (woman's name)

Thank you very much for being interviewed by [me/name of other researcher]
regarding your involvement in the Magpie Trial. What you had to say was
very interesting and has been really helpful in finding out about the views of
women involved in the trial. I haven't yet analysed all the interviews, but
when I do I will send you a summary of the results from the study.

May I take this opportunity to thank you also for initially joining the Magpie
Trial and its Follow up Study. Your involvement in both has helped
enormously in trying to find out the best way to treat women with pre-
eclampsia. We are very grateful to you.

With best wishes for the future

Rebecca Smyth
Research Midwife
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Appendix 17

Ask your midwife to wrire the name of !he
local contact person for the Magpie Trial ne»

If you would Itke My lurch", informadon
about the uia! piease contaa

Magpie Trial Co-ordinating Cer1tTe
Institute of Health Sdences

Old Road
Head;'gton

OKford
OX37LF

For flKther Information about pre-eclarJ1)Sla.
contact the national charlt y

Action on Pre-eclampsia

For wrtten i:ltornlCltlon wrke with s...19to:
AP£C

31.33 College Rood
HtlroY'J MWle5eX

HAIIEJ

re- telepl100e support C<lll the charity' Helpline
O'B'42742'1

(Open _ays toam-'pm)

Tire Magpie Trial: mag1e5vm SUI{YIiJrB for
U8a!met1l 01 pre-eclampsn. a sru~ to evaluCJle

the ettects en WOOlet1 aOOme« batwes

What is pro-eclampsia?

• Pre-eciarrpsia is an illness that happens in
pregnancy

• It is ",ucIly mild
• Sometimes it can be serious
• It can affect you and you baby
• It used to be called toxaerria

Who gets It?

at fN"'y 100 pregnant women, 3 or 4 wil get
pre-eclompsia. You ae more likely to get it ~:
• lhs is your very tirst ba~ or your tost baby

with a re« partner
• You .'roody have ligh blood r-o-esSLre
• You are expe::ting twins, triplets, or more
• You had it early in you lost preg18ncy
• Any dose relatives have had pre-eclampsia
• You have kict1ey disease or diabetes

How can It affect me and my
baby?
• Pre-eclampsia can make your blood r-o-esSUte

higher than usual and gM>)<lU protein in you
urine

• It may also lead to other cirruatiol1 r-roblems
Pre-eclampsia can stop yOlr baby getting
enough food or oxygen

• Your baby may g;CAV more slowly Dnd can
dfNeiop other problems

How wi}! I know If I have
pre -eclampsia?

Pre-eclampsia ",ucIly starts in the second hD~
of preg"'ncy. Signs that you may haw ~:
• Eiad headaches that won't go /Iway
• Bad pain just below )<lur ribs, especially on

the right side
• Blurred vision, tlashing lights or spots ;1 front

ot your eyes

What happens if I get
pre-eclampsia?

• ldemitying r-o-H<:Iarpsia ""r1y makes ~ ee<ier
to keep you and you: baby well

• Your blood pre~SLre can be lowa'ad with
treatnlel"lt

• You may be asked to stay in tnspital, so that
a close watch can be kept on the health of
you and yrxx baby

• Your baby may be d.li\...-ed _Iy
• Pre-eclampsia usualy gets better qui<:klyafter

your baby is born

What is the Magpie Trial?

• The Magpie Trial is a research study
• It is tryf1g to tind out it a simple drug called

magnesillTl sulphate wil help Vlomen with
pre-edampsia, and ther babies

• The Magpie Trial involves hospitals
througl"Out " ... UK and in many countries
overseas.

Am I likely to be involved m

• Your hospital is involved in the study
• Only \'JOmen \'Iho are in hospital with Pf9-

eclorrpsia will be invited to participate
• An inlormation leatlet about the study is

amiable in you hospilL1i

We would like to let you know obast tbe
study. If you went to know mare, ask your
midwife or obstetrician, or contact us ot

the address O'IUleaf.

The MAGPIETrial:magnesium
sulphate for treatment of
pre-eclampsia, a study to

evaluate the effects on women
and their babies

","~_.""""""IIIl!w.Ui:dt:III~tard.r~ ......1I:t
tw~onaq.. .. traHHuIh~"'_I~e-r .....
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Appendix 19

Magpie Trial: results of follow- up for women and children

You may remember that some time ago, during your pregnancy when you ha<! ~clampsia
('toxaemia'), you kindly agree to participate in a study called the Magpie TriaL In 2002 we sent you a
summary of the results of that study. We tnen contacted you again, as part of a Follow Up Study, to
invite you to tell us about now you and your child were doing. We would now like to teH you what we
found.

What was the Magpie Trial?
You were one of over 10,000 women worldwide who agreed to take part in the Magpie TriaL This study
found that when women are in hospital with prEHlClampsia, giving them a drug called magnesium
sulphate reduced the risk they would have eclampsia, which is a seizure or fit. These study results were
published in a journal called 'The lancet' in June 2002.

What was the Magpie Trial Follow-up Study?
The results of the Magpie Trial were based on what happened whilst the women and their babies were in
hospital. It is also important to find out wnat happens to the women and children after this, and to work
out whether being given magnesium sulphate influences their hea~h after they go horne from hospital.
Our Follow-Up Study asked women, and families, about how they and their children were doing around
2-3 years after the birth. You may remember you were asked to complete two questionnaires sent to you
in the post. The questionnaires asked about your health, and your child's health. Some famHies were
also offered a visit at their horne in order to lind out a little more, partk:ularty about the children.

What did the Follow-up Study find?
The Follow-Up Study did not lind clear evidence that giving magnesium sulphate to women with pre-
eclampsia influenced their neann or their children's health two years later. These results were published
in a journal called the 'BJOG: an international journal of Obstetrics and GynaecologY in March 2007.

How to find out more
If you would like to rea<! the full reports of the Magpie Trial and its Follow-Up Study, you can get these
through your local library or, if you have access to the internet, the papers are available free of charge at
www.thelancet.com and www.blackWell-synerav.comIloilbio

The references are:
• Magpie Trial CoIaborative Group. Do women with pre-eclampsia, and their babies, benefit from magnesium

sulphate? The Magpie Trial: a randomised placebo-controlled lriaI. Lancet 2002; 359: 1877-90.

• Magpie Trial Follow Up study Collaborative Group. The Magpie Trial: 8 randomised trial camparing
magnesium sulphate with placebo for pre-eclampsia. Outcame toc women at two years. BJOG 2007;114:300-
309.

Magpie Trial Follow Up Study Collaborative Group. The Magpie Trial: a randomised trial camparing
magnesium sulphate with placebo for pre-eclampsia. Outoome toc children at 18 months. BJOG
2007;114:289-299.

Thank you so much

You have helped find out whether giving magnesium sulphate to wornen with pre-eclampsia is
beneficial and safe. This information is helping improve the care for

women with pre-eclampsia and their babies, worldwide
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Appendix 20

QUOTE Study results letter

Magpie Trial letterhead
Contact details for RS

QUOTE Study

Date

Woman's name & address

Dear (woman's name)

You may remember that during your pregnancy with (child's name) you had
pre-eclampsia ('toxaemia'), and you kindly agreed to participate in a study
called the Magpie Trial. As a follow on from this I came and talked with you
about your involvement in the trial.

I remember our conversation really well and I hope you and (child's name)
are keeping well. I recall what you had to say was very interesting and has
been really helpful in finding out about the views of women involved in the
trial. I spoke with 39 other women and I have now analysed all the interviews
and included with this letter is a summary of the results and a copy of the full
report. I remember you said you would like to be sent a copy of them.

If you would like to ask any questions about the Magpie Trial or the enclosed
results please do feel free to contact me.

May I take this opportunity to thank you once again for initially joining the
Magpie Trial and its follow up study, and taking the time to talk with me. Your
involvement has helped enormously in trying to find out the best way to treat
women with pre-eclampsia and their babies, worldwide.

With very best wishes for the future

Rebecca Smyth
Research Midwife

278



Appendix 21

Results of the QUOTE Study
Qualitative Understanding of Trial Experience

What did the interviews find?

Circumstances around the time of recruitment to the Magpie Trial were
difficult for some women:
For many of the women it was evident they were asked to consider joining the
Magpie Trial at a difficult time. Having pre-eclampsia came unexpectedly and as a
consequence many felt unprepared. Many were anxious about their health and that
of their baby and as a result found it difficult to take in all they were being told.

Women would have prefe"ed to have been told earlier in their pregnancy
about the Magpie Trial. but appreciated the difficulty with this:
Some women felt had they been informed earlier in their pregnancy about the
Magpie Trial they would have understood it better. However, they did feel that
perhaps knowing about the trial before they were eligible to join (i.e. before having
pre-eclampsia) might have made them worried about what could only potentially
happen to them. Some suggesting that they might not have read the information had
they been given it as it did not relate to their situation at the time.

Women joined in order to receive better care for themselves and their baby.
but also wanted to help future women with pre-eclampsia:
Many women joined Magpie because they thought the trial drug (magnesium
sulphate) was risk free and would help their pre-eclampsia, even though at the time
this was not fully known. Other reasons were to help find a treatment for pre-
eclampsia and so help women in the future.

The difference between care related to the Magpie Trial and routine monitoring
for pre-eclampsia was unclear:
Most women were recruited when they were having intensive monitoring (blood
pressure checks, urine measured, restricted oral fluids, reflexes checked and a drip
put in) for pre-eclampsia. Monitoring solely connected to the Magpie Trial was
observation of breathing rate and an extra drip. These differences were not clear to
many women.

Women appreciated being sent a copy of the Magpie Trial results:
Women were pleased to receive a copy of the trial results as many had wondered
what the results were. They found them interesting to read and felt being sent a
copy acknowledged the important contribution they had made to the Magpie Trial.

Women welcomed long-term follow up:
Women enjoyed being contacted for the follow up study. They found the postal
questionnaires easy to complete. The questionnaire relating to their child's ability
they found particularly interesting. For those that were visited at home to have their
child assessed they found the assessment reassuring and enjoyable to watch.
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