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2 for Contraceptive Use
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Glossary of terms

Amenorrhoea Absence of menstrual bleeding

Bias Influences on a study that can lead to invalid conclusions about a
treatment or intervention. Bias in research can make a treatment look better or
worse than it really is. Bias can even make it look as if the treatment works
when it does not. Bias can occur by chance or as a result of systematic errors
in the design and execution of a study. Bias can occur at different stages in
the research process, for example, in the randomization, collection, analysis,

interpretation, publication or review of research data.

Blinding or masking The practice of keeping the investigators or subjects of
a study ignorant of the group to which a subject has been assigned. For
example, a clinical trial in which the participating patients or their doctors are
unaware of whether they (the patients) are taking the experimental drug or a
placebo (dummy treatment). The purpose of ‘blinding’ or ‘masking’ is to

protect against bias. See also double blind study.

Case—control study A study that starts with the identification of a group of
individuals sharing the same characteristics (for example, people with a
particular disease) and a suitable comparison (control) group (for example,
people without the disease). All subjects are then assessed with respect to
things that happened to them in the past, for example, things that might be
related to getting the disease under investigation. Such studies are also called
retrospective as they look back in time from the outcome to the possible

causes.

Case report (or case study) Detailed report on one patient (or case), usually

covering the course of that person’s disease and their response to treatment.

Case series Description of several cases of a given disease, usually covering

the course of the disease and the response to treatment. There is no

LARC: Full guideline DRAFT (May 2005) 10
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comparison (control) group of patients.

Clinical trial A research study conducted with patients which tests out a drug
or other intervention to assess its effectiveness and safety. Each trial is
designed to answer scientific questions and to find better ways to treat
individuals with a specific disease. This general term encompasses

controlled clinical trials and randomised controlled trials.

Cohort A group of people sharing some common characteristic (for example,
patients with the same disease), followed up in a research study for a

specified period of time.

Cohort study An observational study that takes a group (cohort) of patients
and follows their progress over time in order to measure outcomes such as
disease or mortality rates and make comparisons according to the treatments
or interventions that patients received. Thus within the study group, subgroups
of patients are identified (from information collected about patients) and these
groups are compared with respect to outcome, for example, comparing
mortality between one group that received a specific treatment and one group
that did not (or between two groups that received different levels of treatment).
Cohorts can be assembled in the present and followed into the future (a
‘concurrent’ or ‘prospective’ cohort study) or identified from past records and
followed forward from that time up to the present (a ‘historical’ or
‘retrospective’ cohort study). Because patients are not randomly allocated to
subgroups, these subgroups may be quite different in their characteristics and
some adjustment must be made when analysing the results to ensure that the

comparison between groups is as fair as possible.

Confidence interval A way of expressing certainty about the findings from a
study or group of studies, using statistical techniques. A confidence interval
describes a range of possible effects (of a treatment or intervention) that is
consistent with the results of a study or group of studies. A wide confidence
interval indicates a lack of certainty or precision about the true size of the

clinical effect and is seen in studies with too few patients. Where confidence
LARC: Full guideline DRAFT (May 2005) 11
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intervals are narrow they indicate more precise estimates of effects and a
larger sample of patients studied. It is usual to interpret a ‘95%’ confidence
interval as the range of effects within which there is 95% confidence that the

true effect lies.

Control group A group of patients recruited into a study that receives no
treatment, a treatment of known effect, or a placebo (dummy treatment), in
order to provide a comparison for a group receiving an experimental

treatment, such as a new drug.

Controlled clinical trial A study testing a specific drug or other treatment
involving two (or more) groups of patients with the same disease. One (the
experimental group) receives the treatment that is being tested, and the other
(the comparison or control group) receives an alternative treatment, a placebo
(dummy treatment) or no treatment. The two groups are followed up to
compare differences in outcomes to see how effective the experimental
treatment was. A controlled clinical trial where patients are randomly allocated

to treatment and comparison groups is called a randomised controlled trial.

Cost-Effectiveness Analysis A type of economic evaluation where
outcomes are expressed in natural units (e.g. number of cases cured, number
of lives saved, etc)

Crossover study design A study comparing two or more interventions in
which the participants, upon completion of the course of one treatment, are
switched to another. For example, for a comparison of treatments A and B,
half the participants are randomly allocated to receive them in the order A, B
and half to receive them in the order B, A. A problem with this study design is
that the effects of the first treatment may carry over into the period when the
second is given. Therefore a crossover study should include an adequate
‘wash-out’ period, which means allowing sufficient time between stopping one
treatment and starting another so that the first treatment has time to wash out

of the patient’s system.

Cross-sectional study The observation of a defined set of people at a single
LARC: Full guideline DRAFT (May 2005) 12
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point in time or time period — a snapshot. (This type of study contrasts with a

longitudinal study, which follows a set of people over a period of time.)

Decision-Analytic Model A mathematical simulation of the real world, where
cost and outcome data derived from various sources are incorporated,
resulting in the estimation of the relative cost-effectiveness between two or
more interventions; it enables economic evaluation of alternative courses of

action, therefore contributing to decision-making.

Dominance A possible result of comparison between two alternatives in
economic evaluation; one intervention is said to dominate its comparator

when it is both more effective and less costly.

Double blind study A study in which neither the subject (patient) nor the
observer (investigator or clinician) is aware of which treatment or intervention

the subject is receiving. The purpose of blinding is to protect against bias.

Dysmenorrhoea Painful menstrual bleeding

Economic Evaluation The comparative analysis between two or more

interventions, in terms of both their costs and outcomes.

Evidence-based clinical practice Evidence-based clinical practice involves
making decisions about the care of individual patients based on the best
research evidence available rather than basing decisions on personal
opinions or common practice (which may not always be evidence based).
Evidence-based clinical practice therefore involves integrating individual
clinical expertise and patient preferences with the best available evidence

from research.

Evidence table A table summarising the results of a collection of studies
which, taken together, represent the body of evidence supporting a particular

recommendation or series of recommendations in a guideline.

LARC: Full guideline DRAFT (May 2005) 13
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Exclusion criteria See selection criteria.

Experimental study A research study designed to test whether a treatment
or intervention has an effect on the course or outcome of a condition or
disease, where the conditions of testing are to some extent under the control
of the investigator. Controlled clinical trial and randomised controlled trial

are examples of experimental studies.

Extrapolation The projection or extension of directly established knowledge

to an area not presently open to observation on the basis of known data.

Fraser Guidelines A set of criteria which must be applied when medical
practitioners are offering contraceptive services to under 16’s without parental
knowledge or permission. These guidelines stem from the legal challenge by
Victoria Gillick in the early 1980s to medical practitioners right to provide
children under 16 years of age treatment or contraceptive services without
parental permission. On occasion practitioners may refer to assessing

whether a young person is Gillick competent.

Gillick competence See Fraser Guidelines.

Gold standard A method, procedure or measurement that is widely accepted

as being the best available.

Hazard ratio In survival analysis, a summary of the difference between two
survival curves, representing the reduction in the risk of death on treatment

compared to control, over the period of follow-up.

Health economics A field of conventional economics which examines the
benefits of healthcare interventions (for example, medicines) compared with

their financial costs.

Heterogeneity Or lack of homogeneity. The term is used in meta-analyses

and systematic reviews when the results or estimates of effects of treatment
LARC: Full guideline DRAFT (May 2005) 14
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from separate studies seem to be very different, in terms of the size of
treatment effects, or even to the extent that some indicate beneficial and
others suggest adverse treatment effects. Such results may occur as a result
of differences between studies in terms of patient populations, outcome

measures, definition of variables or duration of follow-up.

Homogeneity This means that the results of studies included in a systematic
review or meta-analysis are similar and there is no evidence of
heterogeneity. Results are usually regarded as homogeneous when
differences between studies could reasonably be expected to occur by

chance.

Incidence The rate of occurrence or influence; especially the rate of

occurrence of new cases of a particular disease in a population being studied.

Inclusion criteria See selection criteria.

Incremental Cost-Effectiveness Ratio A method of presentation of results
of an economic evaluation; it expresses the additional (incremental) cost
incurred for an additional unit of benefit gained, by adopting an intervention

over its comparator.

Intervention Healthcare action intended to benefit the patient, for example,

With drug treatment, surgical procedure or psychological therapy.

Kaplan-Meier method The Kaplan-Meier method is a nonparametric
technique for estimating time-related events (the survivourship function).
Ordinarily it is used to analyse death as an outcome. It may be used

effectively to analyse time to an endpoint, such as remission.

Longitudinal study A study of the same group of people at more than one
point in time. (This type of study contrasts with a cross-sectional study,

which observes a defined set of people at a single point in time.)

LARC: Full guideline DRAFT (May 2005) 15
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Masking See blinding.

Menarche The beginning of the menstrual function, particularly the first

menstrual period of a female.

Menopause The period of natural cessation of menstruation, usually

occurring between the ages of 45 and 50 years.

Menorrhagia Excessive or prolonged menstrual bleeding.

Metromenorrhagia Uterine bleeding between menstrual periods and

increased flow of bleeding during menstrual periods.

Meta-analysis Results from a collection of independent studies (investigating
the same treatment) are pooled, using statistical techniques to synthesise
their findings into a single estimate of a treatment effect. Where studies are
not compatible, for example, because of differences in the study populations
or in the outcomes measured, it may be inappropriate or even misleading to
statistically pool results in this way. See also systematic review and

heterogeneity.

Non-experimental study A study based on subjects selected on the basis of

their availability, with no attempt having been made to avoid problems of bias.

Nulliparity Having never given birth to a viable infant.

Observational study In research about diseases or treatments, this refers to
a study in which nature is allowed to take its course. Changes or differences
in one characteristic (for example, whether or not people received a specific
treatment or intervention) are studied in relation to changes or differences in
other(s) (for example, whether or not they died), without the intervention of the
investigator. There is a greater risk of selection bias than in experimental

studies.

LARC: Full guideline DRAFT (May 2005) 16
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Odds ratio Odds are a way of representing probability, especially familiar for
betting. In recent years odds ratios have become widely used in reports of
clinical studies. They provide an estimate (usually with a confidence interval)
for the effect of a treatment. Odds are used to convey the idea of ‘risk’ and an
odds ratio of one between two treatment groups would imply that the risks of
an adverse outcome were the same in each group. For rare events the odds
ratio and the relative risk (which uses actual risks and not odds) will be very

similar. See also relative risk and risk ratio.

Oligomenorrhoea Reduction in the frequency of menstrual bleeding.

One level service Minimum level of provision within primary care sexual

health services.

Osteopenia Decreased calcification or density of bone.

Osteoporosis A reduction in the amount of bone mass that can lead to

fractures after minimal trauma.

Peer review Review of a study, service or recommendations by those with
similar interests and expertise to the people who produced the study findings
or recommendations. Peer reviewers can include professional, patient and

carer representatives.

Peri-menopausal The time leading up to menopause when oestrogen levels

begin to drop.

Placebo Placebos are fake or inactive treatments received by participants
allocated to the control group in a clinical trial, which are indistinguishable
from the active treatments being given in the experimental group. They are
used so that participants and investigators are ignorant of their treatment
allocation in order to be able to quantify the effect of the experimental
treatment over and above any placebo effect due to receiving care or

attention.

LARC: Full guideline DRAFT (May 2005) 17
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Placebo effect A beneficial (or adverse) effect produced by a placebo and

not due to any property of the placebo itself.

Post partum Occuring in or being the period following childbirth.

Power See statistical power.

Premenstrual syndrome Symptoms manifested by some women prior to
menstruation including irritability, insomnia, fatigue, headache and abdominal

pain.

Prevalence The number of cases of disease or other eventualities which

occur in a population at or during a given time.

Prospective study A study in which people are entered into the research and
then followed up over a period of time with future events recorded as they

happen. This contrasts with studies that are retrospective.

P value If a study is done to compare two treatments then the p value is the
probability of obtaining the results of that study, or something more extreme, if
there really was no difference between treatments. (The assumption that there
really is no difference between treatments is called the ‘null hypothesis’.)
Suppose the p value was 0.03. What this means is that, if there really was no
difference between treatments, there would only be a 3% chance of getting
the kind of results obtained. Since this chance seems quite low we should
question the validity of the assumption that there really is no difference
between treatments. We would conclude that there probably is a difference
between treatments. By convention, where the value of p is below 0.05 (that
is, less than 5%) the result is seen as statistically significant. Where the value
of pis 0.001 or less, the result is seen as highly significant. P values just tell
us whether an effect can be regarded as statistically significant or not. In no
way do they relate to how big the effect might be, for which we need the

confidence interval.
LARC: Full guideline DRAFT (May 2005) 18
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Qualitative research Qualitative research is used to explore and understand
people’s beliefs, experiences, attitudes, behaviour and interactions. It
generates non-numerical data, for example, a patient’s description of their
pain rather than a measure of pain. In health care, qualitative techniques have
been commonly used in research documenting the experience of chronic
illness and in studies about the functioning of organisations. Qualitative
research techniques such as focus groups and in-depth interviews have been
used in one-off projects commissioned by guideline development groups to

find out more about the views and experiences of patients and carers.

Quantitative research Research that generates numerical data or data that
can be converted into numbers, for example, clinical trials or the National

Census, which counts people and households.

Random allocation or randomisation A method that uses the play of
chance to assign participants to comparison groups in a research study, for
example, by using a random numbers table or a computer-generated random
sequence. Random allocation implies that each individual (or each unit in the
case of cluster randomisation) being entered into a study has the same

chance of receiving each of the possible interventions.

Randomised controlled trial A study to test a specific drug or other
treatment in which people are randomly assigned to two (or more) groups:
one (the experimental group) receiving the treatment that is being tested, and
the other (the comparison or control group) receiving an alternative treatment,
a placebo (dummy treatment) or no treatment. The two groups are followed up
to compare differences in outcomes to see how effective the experimental
treatment was. (Through randomisation, the groups should be similar in all

aspects apart from the treatment they receive during the study.)

Relative risk A summary measure which represents the ratio of the risk of a
given event or outcome (for example, an adverse reaction to the drug being

tested) in one group of subjects compared with another group. When the ‘risk’
LARC: Full guideline DRAFT (May 2005) 19
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of the event is the same in the two groups the relative risk is one. In a study
comparing two treatments, a relative risk of two would indicate that patients
receiving one of the treatments had twice the risk of an undesirable outcome
than those receiving the other treatment. Relative risk is sometimes used as a

synonym for risk ratio.

Reliability Reliability refers to a method of measurement that consistently
gives the same results. For example, someone who has a high score on one
occasion tends to have a high score if measured on another occasion very
soon afterwards. With physical assessments it is possible for different
clinicians to make independent assessments in quick succession and if their
assessments tend to agree then the method of assessment is said to be

reliable.

Retrospective study A retrospective study deals with the present and past
and does not involve studying future events. This contrasts with studies that

are prospective.

Risk ratio Ratio of the risk of an undesirable event or outcome occurring in a
group of patients receiving experimental treatment compared with a
comparison (control) group. The term relative risk is sometimes used as a

synonym for risk ratio.

Sample A part of the study’s target population from which the subjects of the
study will be recruited. If subjects are drawn in an unbiased way from a
particular population, the results can be generalised from the sample to the

population as a whole.

Screening The presumptive identification of an unrecognised disease or
defect by means of tests, examinations or other procedures that can be
applied rapidly. Screening tests differentiate apparently well people who may
have a disease from those who probably do not. A screening test is not
intended to be diagnostic but should be sufficiently sensitive and specific to

reduce the proportion of false results, positive or negative, to acceptable
LARC: Full guideline DRAFT (May 2005) 20
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levels. People with positive or suspicious findings must be referred to the

appropriate healthcare provider for diagnosis and necessary treatment.

Selection criteria Explicit standards used by guideline development groups
to decide which studies should be included and excluded from consideration

as potential sources of evidence.

Sensitivity analysis A technique used in economic evaluation, in order to
test the robustness of the results under the uncertainty/imprecision in the

estimates of costs and outcomes, or under methodological controversy.

Statistical power The ability of a study to demonstrate an association or
causal relationship between two variables, given that an association exists.
For example, 80% power in a clinical trial means that the study has a 80%
chance of ending up with a p value of less than 5% in a statistical test (that is,
a statistically significant treatment effect) if there really was an important
difference (for example, 10% versus 5% mortality) between treatments. If the
statistical power of a study is low, the study results will be questionable (the
study might have been too small to detect any differences). By convention,

80% is an acceptable level of power. See also p value.

Sterilisation — female Surgical obstruction of the fallopian tubes.

Sterilisation — male Surgical contraceptive method, whereby the vas

deferens undergoes bi-lateral ligation or interruption.

Systematic review A review in which evidence from scientific studies has
been identified, appraised and synthesised in a methodical way according to

predetermined criteria. May or may not include a meta-analysis.

Validity Assessment of how well a tool or instrument measures what it is

intended to measure.

Variable A measurement that can vary within a study, for example, the age of
LARC: Full guideline DRAFT (May 2005) 21
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participants. Variability is present when differences can be seen between
different people or within the same person over time, with respect to any

characteristic or feature that can be assessed or measured.

LARC: Full guideline DRAFT (May 2005) 22
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1 Introduction

Contraception can be broadly divided into two large categories, hormonal and
non-hormonal. There are two categories of hormonal contraception, combined
and progestogen only. Long acting reversible contraception (LARC) is defined
in this guideline as methods that require administering less than once per

cycle or month.

Included in the category of LARC are the copper intrauterine device (non-
hormonal) and three progestogen-only methods of contraception (intrauterine

system, injectables and the implants).

In 2003/4, about 8% of women aged 16-49 years in the UK used long acting

reversible contraceptives as a method of contraception.'[EL=3]

1.1 Aim of the guideline

Clinical guidelines have been defined as ‘systematically developed statements
which assist clinicians and patients in making decisions about appropriate
treatment for specific conditions’.? The guideline has been developed

with the aim of providing guidance on LARC. The effectiveness of barrier and
oral contraceptive pills is dependent on their correct and consistent use. By
contrast, long-acting reversible methods have effectiveness that does not
depend on daily compliance. Currently there is a very low uptake of long-
acting reversible contraception (around 8% of contraceptive usage in
2003/4"). A number of factors contribute to this. Issues for providers include
the initial cost, which may be thought of as too high particularly if the methods
may not be used or required for the intended duration, the need for specific
clinical skills (including awareness of current best practice, insertion practice
and ability to give information or advice on the methods available) and
facilities. Expert clinical opinion is that long-acting reversible contraceptive

methods may have a wider role and an increase in their use could help to

LARC: Full guideline DRAFT (May 2005) 23
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reduce unintended pregnancy. The current very low uptake of long-acting
reversible contraception suggests that health professionals need better
guidance and training so that they can help women to make an informed
choice from a full range of contraceptive methods. Enabling women to make
an informed choice about long-acting reversible contraception and addressing

consumer preferences is an important objective of this guideline.

There are no current formal professional or NHS guidelines covering this topic
that are widely used or tailored to cover UK practice. The guideline offers best
practice advice for all women of reproductive age who may wish to regulate
their fertility through the use of long-acting reversible contraceptive methods
and specific issues for the use of these methods in women during the
menarche and before the menopause. The guideline also identifies specific
issues that may be relevant to particular groups, including women with HIV,

learning disabilities, physical disability and under 16s.

1.2 Areas outside the remit of the guideline

The guideline does not include any contraception for men because there are
currently no long-acting reversible methods. The guideline does not cover
methods of contraception that are intended to result in permanent sterilisation.
Contraceptive methods that are related to coitus or that require frequent (more
than once per cycle (month) for women) repeat administration — for example,
the combined oral contraceptive pill or progestogen-only pills are also not
included. Post-coital or emergency contraceptive methods including IUD
insertion for that use are also not covered. The use of these technologies for
non-contraceptive reasons (such as heavy menstrual bleeding or hormone

replacement therapy) are outside the scope of this guideline.

1.3 For whom is the guideline intended?

This guideline is of relevance to those who work in or use the National Health

Service in England and Wales. In particular, the guideline will cover the

LARC: Full guideline DRAFT (May 2005) 24
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necessary elements of clinical care for provision of long-acting reversible
methods of contraception in general practice, community contraceptive clinics,

sexual health clinics and hospital services.

1.4 Who has developed the guideline?

The guideline was developed by a multi-professional and lay working group
(the Guideline Development Group or GDG) convened by the National
Collaborating Centre for Women’s and Children’s Health (NCC-WCH).

Membership included:

e Two consumers

e Two general practitioners

e Two family planning nurses

e Three specialist family planning doctors

e One genitourinary medicine physician.

Staff from the NCC-WCH provided methodological support for the guideline
development process, undertook systematic searches, retrieval and appraisal

of the evidence, and wrote successive drafts of the guideline.

All GDG members’ interests were recorded on a standard declaration form
that covered consultancies, fee-paid work, shareholdings, fellowships, and
support from the healthcare industry in accordance with guidance from the

National Institute for Health and Clinical Excellence (NICE).

1.5 Other relevant documents

This guideline is intended to complement other existing and proposed works
of relevance, including A strategic framework for sexual health in Wales

(January 2000)>. The national strategy for sexual health and HIV (in

LARC: Full guideline DRAFT (May 2005) 25



o O A W

~

10
11
12
13

14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32

DRAFT FOR SECOND CONSULTATION 16.05.05

England; July 2001)* and the subsequent implementation plan (June
2002)°. Improving access to contraception, and to the range of methods
available as an integral part of broader sexual health services, are essential

elements of achieving this aim.

1.6 Guideline methodology

This guideline was commissioned by NICE and developed in accordance with
the guideline development process outlined in The Guideline Development
Process — Information for National Collaborating Centres and Guideline

Development Groups (available at http://www.nice.org.uk)®.

1.7 Literature search strategy

The aim of the literature review was to identify and synthesise relevant
published evidence. However, evidence submitted by stakeholder
organisations was considered and, if relevant to the clinical questions and of
equivalent or better quality than evidence identified in the literature searches,

was also included.

Relevant guidelines produced by other development groups were identified
using Internet resources, including the National Guideline Clearinghouse,
Scottish Intercollegiate Guideline Network (SIGN) and Turning Research into
Practice (TRIP). The reference lists in these guidelines were checked against

subsequent searches to identify missing evidence.

Evidence to answer the clinical questions formulated and agreed by the GDG
was identified using biomedical databases via the OVID platform. Searches
were performed using relevant medical subject headings and free-text terms.
No language restrictions were applied to the searches. Both generic and
specially developed search filters were employed when necessary. Databases
searched were MEDLINE (1966 onwards), EMBASE (1980 onwards),

LARC: Full guideline DRAFT (May 2005) 26
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Cochrane Central Register of Controlled Trials (4th Quarter 2004), Cochrane
Database of Systematic Reviews (4th Quarter 2004), Database of Abstracts of
Review of Effects (4th Quarter 2004), and Cumulative Index to Nursing &
Allied Health Literature (1982 onwards). POPLINE®, a specialist reproduction
database maintained by Johns Hopkins Bloomberg School of Public

Health/Center for Communication Programs, was also utilised.

Searches to identify economic studies were undertaken using the above
databases, as well as the Health Economic Evaluations Database and the
National Health Service Economic Evaluations Database. Further details on

the systematic review of the economic literature are provided in chapter 8.

There was no systematic attempt to search grey literature (conferences,
abstracts, theses and unpublished trials). Hand searching of journals not

indexed on the biomedical databases was not carried out.

A preliminary scrutiny of titles and abstracts was undertaken and full copies of
publications that addressed the clinical questions were obtained. Following a
critical appraisal of each publication, studies that did not report relevant
outcomes or were not relevant to a particular clinical question were excluded.
Searches were rerun at the end of the guideline development process,
thereby including evidence published and included in the literature databases
up to 1 February 2005. Any evidence published after this date was not
considered for inclusion. This date should be considered for the starting point

for searching for new evidence for future updates to this guideline.
Further details of literature searches can be obtained from the NCC-WCH.

1.8 Synthesis of clinical effectiveness evidence

Evidence relating to clinical effectiveness was reviewed using established

LARC: Full guideline DRAFT (May 2005) 27
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guides”"® and classified using the established hierarchical system shown in
Table 1.1." This system reflects the susceptibility to bias that is inherent in

particular study designs.

The type of clinical question dictates the highest level of evidence that may be
sought. In assessing the quality of the evidence, each paper receives a quality

[

rating coded as ‘++’, ‘+’ or ‘—‘. For issues of therapy or treatment, the highest
possible level of evidence (EL) is a well-conducted systematic review or meta-
analysis of RCTs [EL=1++] or an individual RCT [EL=1+]. Studies of poor
quality are rated as ‘—*. Usually, studies rated as ‘—* should not be used as a
basis for making a recommendation, but they can be used to inform
recommendations. For issues of prognosis, the highest possible level of

evidence is a cohort study [EL=2-].

For each clinical question, the highest available level of evidence was
selected. Where appropriate, for example, if a systematic review, meta-
analysis or RCT existed in relation to a question, studies of a weaker design
were not included. Where systematic reviews, meta-analyses and RCTs did
not exist, other appropriate experimental or observational studies were
sought. For diagnostic tests, test evaluation studies examining the
performance of the test were used if the efficacy of the test was required, but
where an evaluation of the effectiveness of the test in the clinical management
of patients and the outcome of disease was required, evidence from RCTs or

cohort studies was used.

In contraception research, investigators have not attempted to directly
measure the true efficacy of a contraceptive method, compared with a control
group using no method, because ethical concerns do not permit the
withholding of contraception.’*'® For this guideline, the selection criteria for
including studies as source of evidence were based on the comparability of
the study population and contraceptive devices to that of the UK, as

determined to be appropriate by the guideline development group.

LARC: Full guideline DRAFT (May 2005) 28
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Table 1.1  Levels of evidence for intervention studies™

Level Source of evidence

1++ e High-quality meta-analyses, systematic reviews of RCTs, or RCTs with a
very low risk of bias

1+ ¢ Well-conducted meta-analyses, systematic reviews of RCTs, or RCTs
with a low risk of bias

1 ¢ Meta-analyses, systematic reviews of RCTs, or RCTs with a high risk of
bias

24+ ¢ High-quality systematic reviews of case—control or cohort studies

¢ High-quality case—control or cohort studies with a very low risk of

confounding, bias or chance and a high probability that the relationship is
causal

24 ¢ Well-conducted case—control or cohort studies with a low risk of
confounding, bias or chance and a moderate probability that the
relationship is causal

o_ e Case—control or cohort studies with a high risk of confounding, bias, or
chance and a significant risk that the relationship is not causal

3 ¢ Non-analytical studies (for example, case reports, case series)

4 e Expert opinion, formal consensus

© 00 N oo o1 B~ W

Evidence was synthesised qualitatively by summarising the content of
identified papers in evidence tables and agreeing brief statements that
accurately reflected the evidence. Quantitative synthesis (meta-analysis) was

performed where appropriate.

Summary results and data are presented in the guideline text. More detailed
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results and data are presented in the accompanying evidence tables. Where
possible, dichotomous outcomes are presented as relative risks (RRs) with
95% confidence intervals (Cls), and continuous outcomes are presented as
mean differences with 95% Cls or standard deviations (SDs). Meta-

analyses based on dichotomous outcomes are presented as pooled ORs with
95% Cls, and meta-analyses based on continuous outcomes are presented
as weighted mean differences (WMDs) with 95% Cls.

1.9 Health economics

The aim of the economic input to the guideline was to inform the GDG of
potential economic issues related to long-acting reversible contraception. The
objective was to assess the relative cost-effectiveness between LARC
methods and other contraceptive methods that were considered as relevant
comparators by the GDG. For this purpose, a systematic review of

the economic literature was undertaken, along with a cost-effectiveness
analysis based on a decision-analytic economic model that was developed for

this guideline.

The search strategies adopted for the systematic review were designed to
identify any economic study related to LARC. Abstracts of all papers identified
were reviewed by the health economists and were discarded if they did not
relate to the economic questions being considered in the guideline. The
relevant papers were retrieved and critically appraised. Potentially relevant
references in the bibliographies of the reviewed papers were also identified
and reviewed. All papers reviewed were assessed by the health economists
against standard quality criteria for economic evaluation. Further details on

the systematic review of the economic literature are provided in chapter 8.

The decision analytic model was developed by the health economists with the
support of the GDG, who provided guidance on the data needed to populate
the model and on the assumptions required to make appropriate comparisons.

Full details on the methodology, the structure of the model and the underlying
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assumptions, the data used (clinical effectiveness and UK-based cost data),
the range of values used in the sensitivity analysis, as well as the full results

of the economic analysis are also presented in chapter 8.

A summary of the economic evidence for each LARC method is presented at

the end of the relevant chapters.

1.10 Forming and grading recommendations

For each clinical question, recommendations were derived using, and
explicitly linked to, the evidence that supported them. Initially guideline
recommendations were based on an informal consensus. Consensus was
achieved at formal GDG meetings to finalise the agreement of
recommendations and audit criteria. Each recommendation was graded
according to the level of evidence upon which it was based using the
established system shown in Table 1.2."® For issues of therapy or treatment,
the best possible level of evidence (a systematic review or meta-analysis or
an individual RCT) would equate to a grade A recommendation. For issues of
prognosis, the best possible level of evidence (a cohort study) would equate
to a grade B recommendation. However, this should not be interpreted as an
inferior grade of recommendation because it represents the highest level of
relevant evidence. Indirect evidence on contraceptive devices not licensed in

the UK was extrapolated to form recommendations reflecting a lower grading.
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