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Appendix A Scope

NATIONAL INSTITUTE FOR HEALTH AND
CLINICAL EXCELLENCE

SCOPE
1 Guideline title

Fertility: assessment and management (update)

1.1 Short title

Fertility

2 The remit

This is an update of 'Fertility”, NICE clinical guideline 11 (2004), available from

www.nice.org.uk/guidance/CG11. See section 4.3.1 for details of which sections will

be updated.

3 Clinical need for the guideline

3.1 Epidemiology

a) Infertility can be primary, in people who have never conceived, or

secondary, in people who have previously conceived. It is estimated that

infertility affects one in six heterosexual couples in the UK. A typical

primary care trust, health board or strategic health authority may therefore

expect to see around 230 new consultant referrals (couples) per 250,000

population per year. It appears that whilst there has been a small increase

in the prevalence fertility problems since the original guideline even more

people now seek help for such problems than in the past. Since the
publication of the 2004 guideline more NHS funding has been made

available for fertility services.
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b)

3.2

b)

The causes of primary infertility in the UK occur in the following

approximate proportions:

e unexplained infertility (no identified male or female cause), 25%

ovulatory disorders, 20%

tubal damage, 15%

factors in the male causing infertility, 30%

uterine or peritoneal, 10%.

In about one third of cases disorders are found in both the man and the
woman. Other factors may play a role, including uterine or endometrial
factors, gamete or embryo defects, and any other pelvic condition such as

endometriosis.

Making a diagnosis serves two purposes. By identifying the cause(s) of
the problem it allows appropriate options for treatment to be discussed. It
also provides infertile people with a prognosis. For infertility, the situation
has changed with the introduction of assisted reproduction: in vitro
fertilisation (IVF) treatment has become the ultimate treatment modality
for all types of infertility. About 1.5% of babies born in the UK were

conceived using assisted reproduction (see section 3.2 f).

Current practice

Infertility affects approximately 17% of heterosexual couples. Its
psychological impact can be severe in some cases.

For heterosexual couples having unprotected regular intercourse, failure
to conceive after 12 months is commonly taken as an indication for further
assessment. Within that time about 85% of couples will conceive
spontaneously. For non-heterosexuals where conception is being
attempted using methods of donor insemination, and in the absence of
any known cause of infertility, the majority of successful conceptions will
have occurred within 6 cycles. Failure to conceive after that period is

commonly taken as an indication for further assessment.
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d)

f)

g)

4

NHS funding for investigation of infertility is generally available but there is
wide variation and often limited access to NHS-funded treatment,
particularly assisted reproduction techniques. Generally the management
can be shared, at least in the early stages of investigation, between the

GP and hospital-based specialist services.

The provision of effective and appropriate investigations for men and
women is critical to the operation of an infertility service. These
investigations include semen analysis, assessing ovulation, assessing
tubal damage, assessing uterine abnormalities and screening for

infections such as Chlamydia trachomatis and susceptibility to rubella.
There are three main types of infertility treatment:

e medical treatment (for example, use of drugs for ovulation induction)
e surgical treatment (for example, laparoscopy for ablation of
endometriosis)

e assisted reproduction techniques.

Assisted reproduction includes all treatments that deal with means of
conception other than normal coitus. It frequently involves the handling of
gametes or embryos. The existing NICE clinical guideline on fertility,
published in 2004, provided a comprehensive coverage of the subject and
allowed for a more evidence-based approach to investigation and

management of infertility. However, its implementation has been variable.

The aim of this update is to revise recommendations on the topics listed in
section 4.3.1 below in the light of new evidence and make

recommendations in areas where there is important new evidence.

The guideline

The guideline development process is described in detail on the NICE website (see

section 6, ‘Further information’).
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This scope defines what the guideline will (and will not) examine, and what the
guideline developers will consider. The scope is based on the referral from the

Department of Health.

The areas that will be addressed by the guideline are described in the following

sections.
4.1 Population

41.1 Groups that will be covered

a) People with explained or unexplained infertility.

b) Some specific patient subgroups that may need specific consideration in their

treatment or care have been identified. These include:

- people in same-sex relationships who have unexplained infertility after donor

insemination;

- people who are unable to, or would find it very difficult to, or who have been

advised not to have heterosexual intercourse;

- people with conditions or disabilities that require specific consideration in
relation to methods of conception.

C) People who are preparing for cancer treatment who may wish to preserve

their fertility.

4.2 Healthcare setting

All settings in which care is funded by the NHS.
4.3 Clinical management

4.3.1 Key clinical issues that will be covered

a) Tests for ovarian reserve.

b) Multifactorial prediction of success to determine clinical and cost

effectiveness criteria for IVF treatment.
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d)

f)

g)

h)

j)

4.3.2

Effectiveness of different embryo/blastocyst transfer strategies as part of

IVF treatment - number of embryos.

Effectiveness of different embryo/blastocyst transfer strategies as part of
IVF treatment - timing of transfer.

Effectiveness of ovulation induction agents used in treatment programmes

for infertility.

Effectiveness of intrauterine insemination, with or without ovulation

induction agents.

Effectiveness of mild versus conventional IVF treatment.
Cryopreservation and vitrification.

Sperm washing.

Cross-references to related guidance (including the World Health
Organization reference values for semen analysis and the Human Fertility

and Embryology Authority code of practice) will also be updated.

Clinical issues that will not be covered

Multiple or recurrent miscarriage.
Surrogacy.

Main outcomes

Live full-term singleton birth.
Patient satisfaction.

Anxiety and/or depression.
Multiple births.

Fetal abnormalities.
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f) Adverse pregnancy outcome (ectopic pregnancy, miscarriage, fetal
growth restriction, spontaneous preterm delivery, perinatal death, pre-

eclampsia, and gestational diabetes).

0) Ovarian hyperstimulation syndrome (OHSS).

h) Long-term effects on the woman of ovulation induction.

i) Long-term effects on children born as a result of assisted reproduction
techniques.

) Health-related quality of life — restricted to people seeking treatment for
infertility.

4.5 Economic aspects

Developers will take into account both clinical and cost effectiveness when making
recommendations involving a choice between alternative interventions. A review of
the economic evidence will be conducted and analyses will be carried out as
appropriate. The preferred unit of effectiveness for NICE guidelines is the quality-
adjusted life year (QALY), and the costs considered will usually be only from an NHS
and personal social services (PSS) perspective. Further detail on the methods can

be found in 'The guidelines manual' (see ‘Further information’).

In the case of fertility treatment, QALYs may be less suitable. A baby who might be
conceived as a result of IVF will experience no loss in health-related quality of life if
treatment is not offered. For couples, the psychological distress of ongoing infertility
could be considered within a QALY framework but this would not be straightforward

and data to inform this may be lacking.
4.6 Status

4.6.1 Scope

This is the final scope.

4.6.2 Timing

The development of the guideline recommendations will begin in October 2010.
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5 Related NICE guidance

5.1 Published guidance

5.1.1 NICE guidance to be partially updated

This guideline will update and replace parts of the following NICE guidance:

Fertility. NICE clinical guideline 11 (2004). Available from

www.nice.org.uk/guidance/CG11.

5.1.2 Other related NICE guidance

e Weight management before, during and after pregnancy. NICE public health
guidance 27 (2010). Available from www.nice.org.uk/guidance/PH27.

e Quitting smoking in pregnancy and following childbirth. NICE public health
guidance 26 (2010). Available from www.nice.org.uk/guidance/PH26.

e Maternal and child nutrition. NICE public health guidance 11 (2008). Available
from www.nice.org.uk/guidance/PH11.

e Antenatal care. NICE clinical guideline 62 (2003). Available from
www.nice.org.uk/guidance/CG62.

5.2 Guidance under development

NICE is currently developing the following related guidance (details available from
the NICE website):

e Multiple pregnancy. NICE clinical guideline. Publication expected September
2011.

¢ Pain and bleeding in early pregnancy. NICE clinical guideline. Publication
expected November 2012.

6 Further information
Information on the guideline development process is provided in:

e ‘How NICE clinical guidelines are developed: an overview for stakeholders the
public and the NHS’

‘The guidelines manual'.


http://www.nice.org.uk/guidance/CG11
http://www.nice.org.uk/guidance/PH27
http://www.nice.org.uk/guidance/PH27
http://www.nice.org.uk/guidance/PH11
http://www.nice.org.uk/guidance/CG62

Fertility (appendices)

These are available from the NICE website (www.nice.org.uk/GuidelinesManual).

Information on the progress of the guideline will also be available from the NICE

website (www.nice.org.uk).



Appendix B Stakeholders

A Little Wish

Abbott Laboratories

Association of Biomedical Andrologists

Association of British Healthcare Industries
Association of Clinical Embryologists

Association of Clinical Pathologists

Barnsley Hospital NHS Foundation Trust

Barts and The London Centre for Reproductive Medicine
Beckman Coulter

Birmingham Infertility Forum

Bradford District Care Trust

British Acupuncture Council

British Association for Counselling and Psychotherapy
British Association for Sexual Health and HIV

British Association of Urological Surgeons

British Dietetic Association

British Fertility Society

British Medical Association

British Medical Journal

British National Formulary

British Psychological Society

British Society for Human Genetics

British Society for Paediatric Endocrinology and Diabetes
BSEC

Cambridge Temperature Concepts Ltd

Cambridge University Hospitals NHS Foundation Trust
Camden Link

Cardiff and Vale University Health Board

Cardiff University

CARE Fertility

Care Quality Commission (CQC)

Central & North West London NHS Foundation Trust
Central London Community Healthcare

Chesterfield Royal Hospital NHS Foundation Trust
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Christian Medical Fellowship

CIS' ters

Cleft Lip and Palate Association

Cochrane Menstrual Disorders and Subfertility Group
Coeliac UK

Commission for Social Care Inspection

Cook Medical Inc.

Daisy Network

Department for Communities and Local Government
Department of Health

Department of Health, Social Services and Public Safety - Northern Ireland
Dorset Primary Care Trust

Downs Syndrome Research Foundation

Equality and Human Rights Commission

Faculty of Public Health

Faculty of Sexual and Reproductive Healthcare
Ferring Pharmaceuticals

Fertility Friends

Fibroid Network Charity

George Eliot Hospital NHS Trust

Gloucestershire Hospitals NHS Foundation Trust
Gloucestershire LINk

Great Western Hospitals NHS Foundation Trust
Greater Manchester and Cheshire Cancer Network
Hayward Medical Communications

Health Protection Agency

Health Quality Improvement Partnership
Healthcare Improvement Scotland

Hologic Inc.

Human Fertilisation Embryology Authority

Infertility Network UK

Innermost Secrets Ltd

Institute for Womens Health

Institute of Biomedical Science

iQudos

IVF Hammersmith

IVF Wales

KCARE

King's College Hospital - Weston Education Centre

10
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Lambeth Community Health

Lancashire Care NHS Foundation Trust

Leeds Primary Care Trust (aka NHS Leeds)
Lincolnshire Teaching Primary Care Trust
Liverpool Community Health

Liverpool Primary Care Trust

Liverpool Women's NHS Foundation Trust
Lothian University Hospitals Trust

Luton and Dunstable Hospital NHS Trust
Maternity Action

Maternity Services Action Group

Medicines and Healthcare products Regulatory Agency
Merck Serono

Merck Sharp & Dohme UK Ltd

Mid and West Regional Maternity Service Liasion Committee
Midwives Information and Resource Service
Ministry of Defence

MRC Clinical Trials Unit

Multiple Births Foundation

National Clinical Guideline Centre

National Collaborating Centre for Cancer
National Collaborating Centre for Mental Health

National Infertility Awareness Campaign

National Institute for Health Research - Health Technology Assessment Programme

National Obesity Forum

National Patient Safety Agency

National Pharmacy Association

National Public Health Service for Wales
National Treatment Agency for Substance Misuse
NHS Bournemouth and Poole

NHS Clinical Knowledge Summaries

NHS Connecting for Health

NHS Darlington

NHS Direct

NHS Fetal Anomaly Screening Programme
NHS Forth Valley

NHS Plus

NHS Sefton

NHS Sheffield

11
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NHS Warwickshire Primary Care Trust

NHS Worcestershire

NICE - CPHE

NICE - IMPLEMENTATION CONSULTANT Region - East
NICE - IMPLEMENTATION CO-ORDINATION for info
NICE - PPIP

NICE - R&D for info

NICE - Technical Appraisals

North Tees and Hartlepool NHS Foundation Trust
North West London Perinatal Network

Nottingham City Hospital

Nuture Antenatal

Obstetric Anaesthetists' Association

Oxfordshire Primary Care Trust

Patients Watchdog

Pelvic Pain Support Network

PERIGON Healthcare Ltd

Pfizer

Press for Change

Progress Educational Trust

Public Health Wales NHS Trust

Queen's University Belfast

RAF Families Federation

Randox Laboratories

Royal Berkshire NHS Foundation Trust

Royal College of Anaesthetists

Royal College of General Practitioners

Royal College of General Practitioners in Wales
Royal College of Midwives

Royal College of Nursing

Royal College of Obstetricians and Gynaecologists
Royal College of Paediatrics and Child Health
Royal College of Paediatrics and Child Health - Gastroenterology, Hepatology and Nutrition
Royal College of Pathologists

Royal College of Physicians

Royal College of Psychiatrists

Royal College of Psychiatrists in Scotland

Royal College of Radiologists

Royal College of Surgeons of England

12
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Royal Cornwall Hospitals NHS Trust

Royal Pharmaceutical Society

Royal Society of Medicine

Royal Surrey County Hospital NHS Trust
Sandwell Primary Care Trust
Schering-Plough Ltd

Scottish Intercollegiate Guidelines Network
Sheffield Teaching Hospitals NHS Foundation Trust
Sickle Cell Society

Social Care Institute for Excellence
Society and College of Radiographers
Society for Endocrinology

Solent Healthcare

South Asian Health Foundation

South Devon Healthcare NHS Foundation Trust
Southampton University Hospitals Trust
Southern Health & Social Care Trust

SPD Swiss Precision Diagnostics GmbH
Stockport Primary Care Trust

Teenage Cancer Trust

Teenagers and Young Adults with Cancer
The Association for Clinical Biochemistry
The British In Vitro Diagnostics Association
The Rotherham NHS Foundation Trust
The University of Glamorgan

Twins and Multiple Births Association

UK Clinical Pharmacy Association

United Chiropractic Association

United Lincolnshire Hospitals NHS

VBAC Information and Support

Verity

Welsh Government

Welsh Scientific Advisory Committee

West Hertfordshire Primary Care Trust
Western Cheshire Primary Care Trust
Western Health and Social Care Trust
Wirral University Teaching Hospital NHS Foundation Trust
Women's Health Partnership

York Hospitals NHS Foundation Trust

13
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Yorkshire & The Humber Specialised Commissioning Group

14
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All GDG members’ interests were recorded on declaration forms provided by NICE. The form covered
consultancies, fee-paid work, shareholdings, fellowships and support from the healthcare industry.
GDG members’ interests are listed in this section.

Table C.1 GDG members’ declarations of interest

GDG member

Interest

Tom Treasure

Susan Bewley

Siladitya Bhattacharya

Kate Brian

None
Co-editor of RCOG study group on reproductive ageing

Published editorial to the BMJ on “Maternal mortality paradoxes” regarding a
paper in Human Reproduction showing high MMR in IVF

Invited to speak at a conference in December 2011

Written a letter on PCOS medicine and has published commentary on RBM
online

Undertook consultancy for RAND Corporation regarding fertility regulation across
Europe (2009)

Department received financial support from producing infertility related products
BMJ publication on the outcomes of single vs double embryo transfer

Accommodation and travel supported to attend an international conference (May
2011)

Submitted a letter to the New England Journal of Medicine on family planning
Departmental support for seminars from Merck Serono and Ferring

Member of PIGO reproductive medicine council which has received funding from
Merck Serono

Editor for Cochrane and Human Reproduction update

Sitting on the WHO fertility group as a technical advisor and is editing a book for
the RCOG on fertility

Attended a conference and meeting supported by pharmaceutical industries (Jan
2012)

Author of four non-fiction books on fertility and IVF

Received travelling expenses for attending a one-day conference sponsored by
Merck Serono

Member of staff at Infertility Network UK
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GDG member

Interest

Tim Child

Melanie Davies

Stephen Harbottle

Helen Kendrew

Clare Lewis-Jones

Clare Searle

Peter Taylor

Received lunch and car transfers at an event in Geneva hosted by a
pharmaceutical company

Received accommodation and registration as a speaker in Canada, provided by
the organisation committee.

Received an educational grant from a pharmaceutical company that produces
gonadotrophins

Present at a departmental meeting with pharma representatives
Clinical advisor to HFEA

Sponsored by Research Instruments Ltd as an invited speaker at a conference in
Taiwan, in Jan 2011

Sponsored to attend a number of speaking engagements in Malaysia and Cuba
Invited to speak at the ACG winter meeting, sponsored by ACG
Offered funding from two companies to attend ESHRS 2011

Lectured in IVF to junior doctors in Bury St Edmonds, in a role for Cambridge
NHS Trust

Involved in the review of the Association of Biomedical Andrologists (ABA)
guidelines for good practice

Appointed as the chair of the NEQAS Embryo Assurance Scheme

Invited to speak at the Jordanian society of reproductive medicine in March 2012
about electronic procedure witnessing, funded by Research Instruments

Invited to sit on the organising committee for a conference and will be receiving
travelling expenses in respect of this (March 2011)

Refrigerator purchased by Ferring for her fertility centre
Received a bursary and expenses for a workshop held in Stockholm

ESHRE member and sat on steering committee where her travel and expenses
were paid for by Merck Serono

Trustee at BFS

Trustee at the INUK

Member of steering committee for “INSIGHTS” — organised by Merck Serono
Presented at the Fertility Show on NHS funding for IVF treatment

Chair of Infertility Network UK

Part of a team that approved the fertility guideline for the Hertfordshire area
Spoken at a number of events to managers of various pharmaceutical companies

Attended pharmaceutical-funded independent consulting group discussing
fertility.

Joined NIAC, hosted by INUK

Table C.2 NCC staff members’ declarations of interest

NCC-WCH staff

Interest

All staff
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Table C.3 External advisors’ declarations of interest

External advisor

Interest

Allan Pacey

David Hawkins
Debbie Lawlor

Scott Nelson

Carried out paid consultancy for Merck Serono

Ongoing consultancies with University College London Hospitals NHS
Foundation Trust in connection with its andrology laboratory

Ongoing medico-legal work with Beachcroft LLP

Ongoing research income from Research Councils, charities and donations
Has regularly made statements to press about a variety of fertility issues
Involved in the production of two television programmes

None declared

None declared

Received honorarium and travel awards from Merck Serono, Ferring and Roche
Diagnostics for lectures and participation in Advisory Boards

Grants from the Wellcome Trust, MRC, Chief Scientist Office and the Cross
Research Councils Fund

Glasgow University has a contractual agreement with GCRM Ltd for the
provision of medical services related to assisted conception. Glasgow University
also has a self-funded assisted conception service. The income from both of
these contracts is used to fund research

Table C.4 Peer reviewers’ declarations of interest
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Joanne Lord

Antony Rutherford

Research grants, consultancy fees and lecture fees received in the last five
years from Ferring Pharmaceuticals, Merck Serono, Organon and Preglem

None declared
None declared

Occasional Advisory Board Member for Ferring UK
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Chapter 6. Investigation of fertility problems and management strategies
Fertility (Update) Review Protocol — Tests for ovarian reserve

Details Additional comments

Review question

Objectives

Language

Study design

Status

Population

Intervention

How accurate are tests of ovarian reserve in predicting pregnancy and
its outcomes for women with infertility undergoing

ovulation induction or ovarian stimulation treatment

assisted reproduction (including unexplained infertility and IVF)

To determine the accuracy of measures of ovarian reserve in predicting
pregnancy rates and outcomes in women undergoing treatment for

infertility.

English

Predictive accuracy studies evaluating clinical outcomes: The proposed methodological approach is

randomised controlled trials (RCTS) to identify those predictors which give a high accuracy using

. an area under the curve method
cohort studies

to report the predictive accuracy of those tests meeting the

case—control studies e
criteria for part 1
Published papers

Infertile women undergoing ovulation induction, ovarian stimulation, or
assisted reproduction (including IVF treatment)

Measurement of:

18
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Details

Additional comments

Comparator or
reference standard

Outcomes

Other criteria for
inclusion/
exclusion of
studies

Search strategies

basal follicle stimulating hormone (FSH)

clomifene citrate challenge

gonadotrophin-releasing hormone (GnRH) agonist stimulation
basal estradiol (E2)

inhibin B

anti-Mullerian hormone (AMH)

ultrasound antral follicle count (AFC)

ultrasound ovarian volume

ovarian blood flow

combinations of the above measures

confounders including age, BMI, prescreening of patients

NA

Live birth

Clinical pregnancy

Low response to ovarian stimulation/ovulation induction
High response to ovarian stimulation/ovulation induction
Cycle cancellation rates

Exclude non-human studies

Searches to cover all terms mentioned under population, intervention
and comparator

As we are proceeding with predictive accuracy the ‘disease’
‘no disease’ columns will be outcomes as below and ‘test
positive’ and ‘test negative’ rows will be the cut-offs specified
in the tests.

19
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Details

Additional comments

Review strategies

Equality

Evidence will be assessed for quality according to the process described
in the NICE guidelines manual (January 2009)

A list of excluded studies will be provided following weeding

Evidence tables and an evidence profile will be used to summarise the
evidence

Equalities issues will be assessed according to the processes described
in the NICE guidelines manual (January 2009) and the NICE equality
scheme and action plan (2010 — 2013)

Fertility (Update) Review Protocol — Sperm washing and viral transmission.

Details

Additional comments

Review question

Objectives

Language

Study design

20

What is the effectiveness and safety of different interventions (including sperm
washing) to reduce the risk of viral transmission from the male to the female in
couples who are trying to conceive?

To determine the effectiveness and safety of interventions including sperm
washing for men who are positive to HIV, hepatitis B, and hepatitis C in couples
who are trying to conceive

To include consideration of:

the risk of hepatitis C transmission during normal sexual intercoursethe role of
interventions other than sperm washing (eg medical treatment of HIV in male
partner, vaccination of female partner with HBV male partner)

esting sperm before use in IUl, IVF or ICSI (emphasising that sperm washing is
a risk-reduction strategy, not a risk-elimination strategy)

association between sperm washing and ICSI (rather than conventional IVF)
English
Randomised controlled trials (RCTS)

Cohort studies

Incorporates sperm preparation

Effectiveness will focus on the outcome of the
interventions and subsequent attempts at conception
using normal intercourse, IUl, IVF and ICSI.

Safety will focus on transmission of the viral infection
to the woman or child

The NICE antenatal care guideline addresses
screening for such viruses, and prevention of mother-
to-child transmission where effective interventions
exist

There are unlikely to be any RCTs comparing IUl, IVF
or ICSI with and without sperm washing because of
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Details Additional comments
Case—control studies the risk of viral transmission with unwashed sperm
Case series Evaluation of effectiveness and safety is likely to

focus on observational studies (cohort studies and
case-control studies)

GDG to consider including case series if there are
very few controlled/comparative  studies for
effectiveness or safety

Status Published papers

Population Women who are trying to conceive with male partners who are positive for HIV,
hepatitis B, or hepatitis C

Intervention IUl, IVF or ICSI using washed sperm, other interventions to reduce viral load in
male partner and normal sexual intercourse (especially HIV)

Comparisons Head-to-head comparisons of any of the interventions listed above There may be no comparative studies involving
spontaneous conception because of the risk of viral

Comparison with spontaneous conception (natural sexual intercourse) e .
transmission with unwashed sperm

Outcomes Viral transmission rates - to woman or child GDG to consider outcome categories in scope and
Post-wash testing prioritise up to 7 for consideration in this question
Live singleton birth

Pre-term birth

Multiple pregnancies resulting in live birth
Clinical pregnancy rate

Adverse pregnancy outcomes (ncluding miscarriages, ectopic pregnancies,
intrauterine deaths, fetal abnormalities)

Other criteria for Exclude non-human studies
inclusion/

exclusion of

studies

21
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Details

Additional comments

Search strategies

Review strategies

Equality

Searches to cover all terms mentioned under population, intervention and
comparator

Evidence will be assessed for quality according to the process described in the
NICE guidelines manual (January 2009)

A list of excluded studies will be provided following weeding
Evidence tables and an evidence profile will be used to summarise the evidence

The 2004 guidance included advice for people with special considerations
around fertility such as HIV. The updated scope explicitly extends the population
to include those with Hepatitis B&C: “People with conditions that require specific
consideration in relation to methods of conception, such as HIV, hepatitis B,
hepatitis C, and treatment for cancer.”

In the case of infectious diseases it is not a question of infertility but methods to
prevent virus transmission both to the partner and potential offspring (such as
sperm washing) for which there is no existing NICE guidance. We are aware of
our obligation to make sure any discussion in the GDG or ensuing guidance,
seeks to redress the effects of these conditions.

GDG to list any specific terms to be included in
searches for this question, and to provide
bibliographic details of key papers that they expect to
be identified in the search

22
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Chapter 8. Ovulation Disorders
Fertility (Update) Review Protocol — Question 4B — Group | WHO women

Details GDG comments

Review question What is the effectiveness and safety of ovulation induction strategies in women To update section 7.1,7.2,7.4,7.6,7.8,7.9, 7.11 and
with WHO Group | Ovulation Disorders? 7.12 of the 2004 guideline.

Objectives To determine the effectiveness and short term adverse events associated with

agents used for women with WHO Group | Ovulation Disorders

Language English
Study design Randomised controlled trials (RCTS) Note: Evaluation of effectiveness will be restricted to
Cohort studies gl:;b-:-I:hEd systematic reviews of RCTs and other

Case—control studies . . . .
Published systematic reviews may be ‘unpicked’ to

identify individual studies for inclusion in meta-
analyses undertaken as part of guideline
development

Evaluation of safety/outcome is likely to include
studies other than RCTs

Status Published papers

Population Anovulatory women: WHO Classification of Ovulation Disorders Group | Also known as hypothalamic amenorrhoea or
Subgroup to include hypogonadotrophic hypogonadism

High BMI (>/=30)
Papers using mixed sample will be discussed with

Low BMI (<18) )
topic group members case by case.

Intervention WHO Group 1 treatments to achieve ovulation induction: Paper using combinations of induction agents will be

Drugs discussed with the topic group case by case.

Discussion at GDG about the impact of taking time
for losing or gaining weight and taking time which
brings in an age threshold.

Gonadotrophins (UFSH or rFSH, human menopausal gonadotrophin [hMG] and
luteinising hormone [LH])

gonadotrophinsPulsatile GhRH (‘GhRH Pump’)

GnRH analogues (agonists and antagonists) + gonadotrophins and dopamine

23



Fertility (appendices)

Details

GDG comments

Comparisons

Outcomes

24

agonists (cabergoline and bromocriptine)
Aromatase inhibitors

Lifestyle interventions

e.g. adjusting weight, appropriate exercise exercise
Comparator for drug (TBC)

Any drug on the above intervention list for WHO Group 1
Comparator for Lifestyle Intervention

Any other lifestyle intervention

Any drug from WHO Group 1 list above

Placebo

No treatment

Expectant management

Live birth.

Clinical pregnancy

Adverse pregnancy outcome

Multiple births

Ovarian hyperstimulation syndrome (OHSS)
Congenital abnormalities

Patient satisfaction

Health-related quality of life — restricted to people seeking treatment for infertility.

Anxiety and/or depression.

Document confounders such as BMI and age in the
studies.
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Details

GDG comments

Other criteria for
inclusion/
exclusion of
studies

Search strategies

Review strategies

Equality

Exclude non-human studies

Searches to cover all terms mentioned under population, intervention and
comparator

Evidence will be assessed for quality according to the process described in the
NICE guidelines manual (January 2009)

A list of excluded studies will be provided following weeding
Evidence tables and an evidence profile will be used to summarise the evidence

Equalities issues will be assessed according to the processes described in the
NICE guidelines manual (January 2009) and the NICE equality scheme and
action plan (2010 — 2013)

Note for NCC: any specific equalities considerations
to add from Equalities Impact Assessment?

Fertility (Update) Review Protocol — Question 4C - Group Il WHO women

Details

GDG comments

Review question

Objectives

Language

Study design

What is the effectiveness and safety of ovulation induction strategies in women
with WHO Group Il Ovulation Disorders?

To determine the effectiveness and short term adverse events associated with
agents used for women with WHO Group Il Ovulation Disorders

English
Randomised controlled trials (RCTS)
Cohort studies

Case—control studies

To update section 7.1, 7.2, 7.4,7.6,7.8,7.9, 7.11 and
7.12 of the 2004 guideline.

Note: Evaluation of effectiveness will be restricted to
published systematic reviews of RCTs and other
RCTs

Published systematic reviews may be ‘unpicked’ to
identify individual studies for inclusion in meta-
analyses undertaken as part of guideline
development
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Details

GDG comments

Status

Population

Intervention

26

Published papers

Anovulatory women: WHO Classification of Ovulation Disorders Group 2:
Subgroups to include

Poor response to clomiphene (Clomiphene-resistant PCOS)

High BMI

Low BMI

WHO Group 2 treatments to achieve ovulation induction:

Drugs:

clomifene

metformin

gonadotrophins (UFSH or rFSH, human menopausal gonadotrophin [hMG] and
luteinising hormone [LH])

GnRH analogues (agonists and antagonists) + gonadotrophins
dopamine agonists (cabergoline and bromocriptine)
aromatase inhibitors

Surgery

Lifestyle interventions

e.g. adjusting weight, appropriate exercise

Other strategies

No treatment

Expectant management

Evaluation of safety/outcome is likely to include
studies other than RCTs

Also known as hypothalamic pituitary dysfunction
and includes PCOS.

Papers using mixed sample will be discussed with
topic group members case by case.

Paper using combinations of induction agents will be
discussed with the topic group case by case.

Note for NCC team: need to remember cost of
monitoring which has to be undertaken alongside the
treatment.
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Details

GDG comments

Comparisons

Outcomes

Comparator for ovulation induction drugs:
anti-oestrogens (clomiphene citrate or tamoxifen)
Placebo

No treatment

Expectant management

Comparator for ovarian surgery:

Ovarian surgery (drilling/electrocautery/diathermy)
Comparator for Lifestyle Intervention

Any other lifestyle intervention

Any drug from WHO Group 2 list above and clomiphene/tamoxifen
Placebo

No treatment

Expectant management

Any ovarian surgery

Live full-term singleton birth.

Clinical pregnancy

Adverse pregnancy outcomes

Multiple births

Ovarian hyperstimulation syndrome (OHSS)

Fetal abnormalities

Patient satisfaction

Health-related quality of life — restricted to people seeking treatment for infertility.

Anxiety and/or depression.

Document any bias such as BMI and age in the
studies in RCT studies

Document any confounders such as BMI and age in
the studies in non-randomised studies
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Details

GDG comments

Other criteria for
inclusion/
exclusion of
studies

Search strategies

Review strategies

Equality

Exclude non-human studies

Searches to cover all terms mentioned under population, intervention and
comparator

Evidence will be assessed for quality according to the process described in the
NICE guidelines manual (January 2009)

A list of excluded studies will be provided following weeding
Evidence tables and an evidence profile will be used to summarise the evidence

Equalities issues will be assessed according to the processes described in the
NICE guidelines manual (January 2009) and the NICE equality scheme and
action plan (2010 — 2013)

Note for NCC: any specific equalities considerations
to add from Equalities Impact Assessment?
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Chapter 12. Intrauterine insemination
Fertility (Update) Review Protocol — 1UI
Details Additional comments
Review question What is the effectiveness of intrauterine insemination (1UI)? To update Section 10.2 of the full guideline (IUl for

unexplained infertility; pp 75-76), Section 10.6 (cost
effectiveness of stimulated versus unstimulated U,
pp78-79) and Section 10.7 (cost effectiveness of
different ovulation induction drug regimens in IUI;
pp79-80), and the corresponding part of the
unnumbered section at the start of Chapter 11 (p 83)

Add in rationale of why not including other 2 groups

Objectives To determine the effectiveness of IUl with and without ovarian stimulation,
compared with expectant management in couples with unexplained infertility,
mild male factor or endometriosis

Language English

Study design Randomised controlled trials (RCTS) Evaluation of effectiveness will be restricted to
published systematic reviews of RCTs and other
RCTs
Published systematic reviews may be ‘unpicked’ to
identify individual studies for inclusion in meta-
analyses undertaken as part of guideline
development

Status Published papers

Population People with unexplained infertility, mild male factor or endometriosis.

Intervention Unstimulated single 1UI (no ovulation induction agents used) The recommendation in the original guideline was for
IUl without ovarian stimulation (because the latter
was associated with a higher multiple pregnancy rate)

Comparisons Expectant management Timed intercourse not recommended so not used as

. . S . a comparator.
Stimulated single 1UI (ovulation induction agents used) P
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Details

Additional comments

Outcomes

Other criteria for
inclusion/
exclusion of
studies

Search strategies

Review strategies

Equality

1. Live full-term singleton birth
2. Clinical pregnancy rate

4. Adverse pregnancy outcome (including miscarriage, ectopic, stillbirth, preterm
delivery)

5. Multiple births
6. Ovarian hyperstimulation syndrome
7. Fetal abnormalities

8. Patient outcomes: clinical symptoms, patient satisfaction, health-related
quality of life

9. Anxiety and/or depression

Exclude non-human studies

See separate document

Evidence will be assessed for quality according to the process described in the
NICE guidelines manual (January 2009)

A list of excluded studies will be provided following weeding
Evidence tables and an evidence profile will be used to summarise the evidence

Equalities issues with be added once form signed off by NICE

Note for NCC Team: probably need to use the same
outcome list as Q4D
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Chapter 11.

Unexplained infertility

Fertility (Update) Review Protocol — Question 4A — unexplained infertility

Details

GDG comments

Review question

Objectives

Language

Study design

Status

Population

Intervention

What is the effectiveness of ovarian stimulation strategies in women with
unexplained infertility?

To determine the effectiveness associated with ovarian stimulation agents used
for women with unexplained infertility.
English

Randomised controlled trials (RCTSs)

Published papers

Women with unexplained infertility
Subgroups to include

« High BMI

Age

Ovarian stimulation drugs:

anti-oestrogens (clomiphene citrate and tamoxifen - NB consider cost of
monitoring)

gonadotrophins (uUFSH and rFSH, human menopausal gonadotrophin [hMG] and
luteinising hormone [LH])

GnRH analogues (agonists and antagonists)

To update section 7.1 and 7.12 of the 2004 guideline.

Note: Evaluation of effectiveness will be restricted to
published systematic reviews of RCTs and other
RCTs

Published systematic reviews may be ‘unpicked’ to
identify individual studies for inclusion in meta-
analyses undertaken as part of guideline
development

Evaluation of safety is likely to include studies other
than RCTs

Women who are infertile but are ovulating and whose
partners have normal semen analysis and normal
tubal patency

Papers using mixed sample will be discussed with
topic group members case by case.

NOTE: There is a need to consider the cost of
monitoring the response to the agent

Looking at drugs alone, not in conjunction with [UI
(question 5)
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Details

GDG comments

Comparisons

Outcomes

Other criteria for
inclusion/
exclusion of
studies

Search strategies

Review strategies

32

Aromatase inhibitors

Combinations of these drugs

Placebo

No treatment.

Expectant management

Clomiphene citrate.

Live full-term singleton birth.

Clinical pregnancy

Adverse pregnancy outcome

Multiple births

Ovarian hyperstimulation syndrome (OHSS)
Fetal abnormalities

Patient satisfaction

Health-related quality of life — restricted to people seeking treatment for infertility.
Anxiety and/or depression.

Exclude non-human studies

Searches to cover all terms mentioned under population, intervention and
comparator

Evidence will be assessed for quality according to the process described in the
NICE guidelines manual (January 2009)

A list of excluded studies will be provided following weeding

Evidence tables and an evidence profile will be used to summarise the evidence

Clomiphene citrate recommended in 2004 guidance



Appendix D — Review protocols

Details GDG comments

Equality Equalities issues will be assessed according to the processes described in the
NICE guidelines manual (January 2009) and the NICE equality scheme and Note for NCC: any specific equalities considerations
action plan (2010 — 2013) to add from Equalities Impact Assessment?
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Chapter 14.

Access criteria for IVF

Fertility (Update) Review Protocol — IVF prediction

Details

Additional comments

Review question

Objectives

Language

Study design

Status

Population

34

How accurate are clinical scoring systems in predicting the outcome of IVF
treatment?

To determine the predictive accuracy of scoring systems (or prediction models)
incorporating factors that may affect the outcome of IVF treatment (such as
ovarian reserve, preghancy history, number of previous treatment cycles, female
age, consumption of alcohol and caffeine, smoking, and body mass index [BMI])

English

Prediction models

Published papers

People with infertility

To update Section 11.8 of the full guideline (clinical
effectiveness and referral for IVF treatment; pp 96-
97)

Sections 11.2 (female age; pp 84-91), 11.4 (number
of previous treatment cycles; pp93-95), 11.5
(pregnancy history; p 95), 11.6 (alcohol, smoking and
caffeine consumption; p 95), and 11.7 (body weight;
p96) to be removed if evidence is identified in relation
to clinical scoring systems that can be used to specify
referral criteria for IVF treatment; those sections
would otherwise need to be updated as separate
subquestions to allow Section 11.8 to be updated

The preference would be to use evidence of ovarian
reserve, rather than an indirect measure such as
female age, to predict the outcome of IVF treatment.
In practical terms given that the ovarian reserve tests
have limitations, it may that the ideal predictive model
will include socio-demographic, clinical AND ovarian
reserve.

Study design needs further consideration since this is
not a standard screening scenario (i.e. pregnancy
with IVF treatment is not guaranteed, even if a
scoring system predicts that pregnancy is
achievable). Prognostic factors are of interest here
too
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Details

Additional comments

Intervention

Reference
standards

Outcomes

Probability of success of IVF (pregnancy, live birth, etc) as a function of factors
such as:

ovarian reserve

pregnancy history

number of previous treatment cycles
female age

consumption of alcohol
consumption of caffeine

smoking

BMI (low and high)

Other factors — partner factors (age, BMI, smoking, EtOH, caffeine), ethnicity,
social class, cause of infertility

Technical issues — transfer policy,

Models should be prospectively tested in a separate population.

Diagnostic accuracy of model in predicting
clinical outcomes:

1. Live full-term singleton birth

2. Preterm delivery rate

3. Adverse pregnancy outcome

4. Multiple births

5. Ovarian hyperstimulation syndrome

6. Fetal abnormalities

The factors listed are not exhaustive: scoring systems
based on additional/other factors will be considered

The preference would be to base recommendations
on published scoring systems incorporating
measures of ovarian reserve, rather than an indirect
measures such as female age

If no suitable (published) prediction models are
available attempts may be made to model
probabilities (requires further discussion)

GDG to prioritise outcomes for consideration

Prioritisation of outcomes following GDG voting:

Note for NCC team: probably should be the same list
of outcomes as for Q4D

Need to set a predictive threshold for each outcome
(0.8 for AUC-ROC?)
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Details

Additional comments

Other criteria for
inclusion/
exclusion of
studies

Search strategies

Review strategies

Equality

Exclude non-human studies

Published models predicting IVF success.

Evidence will be assessed for quality according to the process described in the
NICE guidelines manual (January 2009)

A list of excluded studies will be provided following weeding
Evidence tables and an evidence profile will be used to summarise the evidence

Maternal age is only one of a number of factors which are correlated with the
likelihood of conceiving, Others include maternal BMI, smoking, previous fertility
history and measures of ovarian reserve. We will ensure that any
recommendations are not biased by age per se.

To be prepared once review questions finalised

Scoping searches suggest 423 publications in
Medline only for age, weight and smoking (to answer
the overarching question and any subquestions that
cannot be answered through evaluation of clinical
scoring systems)

No Medline estimate for fertility history

Need to also include extraction of ovarian reserve
data.
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Chapter 15. Procedures used during in vitro fertilisation treatment
Fertility (Update) Review Protocol — Question — IVF pre-treatment
Details GDG comments
Review question What is the effectiveness of pre-treatment as part of an ovarian stimulation

strategy for women undergoing IVF or ICSI treatment?

Objectives To determine the effectiveness and short term adverse events associated with
the use of pre-treatment as part of an ovarian stimulation strategy for women
undergoing IVF or ICSI treatment.

Language English
Study design Randomised controlled trials (RCTS)
Cohort studies

Case—control studies

Status Published papers
Population Women having IVF/ICSI
Intervention Women having IVF/ICSI having pre-treatment with either Paper using combinations of induction agents will be

. . discussed with the topic group case by case.
oral contraceptive pill

Note for NCC team: need to remember cost of

rogesterone L ) .
prog monitoring which has to be undertaken alongside the
estrogen treatment.
Comparisons Two options will be compared with the above interventions

no pre-treatment

different agents/drugs used for pretreatment.
Outcomes Live full-term singleton birth.

Clinical preghancy

Adverse pregnancy outcomes

Multiple births

Ovarian hyperstimulation syndrome (OHSS)
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Details

GDG comments

Other criteria for
inclusion/
exclusion of
studies

Search strategies

Review strategies

Equality

Fetal abnormalities

Patient satisfaction

Health-related quality of life — restricted to people seeking treatment for infertility.
Anxiety and/or depression.

Exclude non-human studies

Searches to cover all terms mentioned under population, intervention and
comparator

Evidence will be assessed for quality according to the process described in the
NICE guidelines manual (January 2009)

A list of excluded studies will be provided following weeding
Evidence tables and an evidence profile will be used to summarise the evidence

Equalities issues will be assessed according to the processes described in the
NICE guidelines manual (January 2009) and the NICE equality scheme and
action plan (2010 — 2013)

Note for NCC: any specific equalities considerations
to add from Equalities Impact Assessment?

Fertility (Update) Review Protocol — IVF down regulation

Details

GDG comments

Review question

Objectives

Language

38

What is the effectiveness of down regulation as part of an ovarian stimulation
strategy for women undergoing IVF or ICSI treatment?

To determine the effectiveness and short term adverse events associated with
down regulation as part of an ovarian stimulation strategy for women undergoing
IVF or ICSI treatment.

English
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Details GDG comments

Study design

Status
Population
Intervention

Comparisons

Outcomes

Other criteria for
inclusion/
exclusion of
studies

Randomised controlled trials (RCTSs)

Cohort studies

Case—control studies

Published papers

Women having IVF/ICSI

No down regulation as part of the ovulation stimulation strategy
Down regulation with the following (with and without clomifene)
GnRH agonists

GnRH antagonists

Antagonist vs agonist down regulation

Different types of down regulation protocol (including long, short, ultra-short and
stop protocols)

Live full-term singleton birth.

Clinical pregnancy

Adverse pregnancy outcomes

Multiple births

Ovarian hyperstimulation syndrome (OHSS)

Fetal abnormalities

Patient satisfaction

Health-related quality of life — restricted to people seeking treatment for infertility.
Anxiety and/or depression.

Exclude non-human studies
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Details

GDG comments

Search strategies

Review strategies

Equality

Searches to cover all terms mentioned under population, intervention and
comparator

Evidence will be assessed for quality according to the process described in the
NICE guidelines manual (January 2009)

A list of excluded studies will be provided following weeding
Evidence tables and an evidence profile will be used to summarise the evidence

Equalities issues will be assessed according to the processes described in the
NICE guidelines manual (January 2009) and the NICE equality scheme and
action plan (2010 — 2013)

Note for NCC: any specific equalities considerations
to add from Equalities Impact Assessment?

Fertility (Update) Review Protocol — IVF ovarian induction

Details

GDG comments

Review question

Objectives

Language

Study design

40

What is the effectiveness of different ovarian strategies as part of an ovarian
stimulation protocol in women undergoing IVF or ICSI treatment.

To determine the effectiveness and short term adverse events associated with
the following strategies as part of an ovarian stimulation protocol in women
undergoing IVF or ICSI treatment:

Stimulation with gonadotrophins,
‘Milder’ stimulation,

Adjuvant growth hormone and DHEA treatment for women with a previous poor
response

English
Randomised controlled trials (RCTSs)
Cohort studies

Case—control studies
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Details GDG comments
Status Published papers
Population Women having IVF/ICSI
Intervention Stimulation with gonadoptrophins
Comparisons Unstimulated cycles

Comparison of different forms of gonadotrophins
Comparison of different dosages of gonadotrophins
‘Milder’ forms of ovarian stimulation

Adjuvant growth hormone and DHEA treatment for women with a previous poor
response

Outcomes Live full-term singleton birth.
Clinical pregnancy
Adverse pregnancy outcomes
Multiple births
Ovarian hyperstimulation syndrome (OHSS)
Fetal abnormalities
Patient satisfaction
Health-related quality of life — restricted to people seeking treatment for infertility.

Anxiety and/or depression.

Other criteria for Exclude non-human studies

inclusion/

exclusion of

studies

Search strategies Searches to cover all terms mentioned under population, intervention and
comparator
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Details

GDG comments

Review strategies

Equality

Evidence will be assessed for quality according to the process described in the
NICE guidelines manual (January 2009)

A list of excluded studies will be provided following weeding
Evidence tables and an evidence profile will be used to summarise the evidence

Equalities issues will be assessed according to the processes described in the
NICE guidelines manual (January 2009) and the NICE equality scheme and
action plan (2010 — 2013)

Note for NCC: any specific equalities considerations
to add from Equalities Impact Assessment?

Fertility (Update) Review Protocol — IVF Trigger

Details

GDG comments

Review question

Objectives

Language

Study design

Status
Population
Intervention

Comparisons

42

Which is the most effective ovulation trigger to use as part of an ovarian
stimulation strategy for women undergoing IVF or ICSI treatment?

To determine the effectiveness and short term adverse events associated with
ovulation triggers used as part of an ovarian stimulation strategy for women
undergoing IVF or ICSI treatment.

English

Randomised controlled trials (RCTSs)
Cohort studies

Case—control studies

Published papers

Women having IVF/ICSI

Triggering with hCG

Comparison of different forms of hCG

GnRH agonist
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Details GDG comments

Outcomes

Other criteria for
inclusion/
exclusion of
studies

Search strategies

Review strategies

Equality

Live full-term singleton birth.

Clinical pregnancy

Adverse pregnancy outcomes

Multiple births

Ovarian hyperstimulation syndrome (OHSS)

Fetal abnormalities

Patient satisfaction

Health-related quality of life — restricted to people seeking treatment for infertility.
Anxiety and/or depression.

Exclude non-human studies

Searches to cover all terms mentioned under population, intervention and
comparator

Evidence will be assessed for quality according to the process described in the
NICE guidelines manual (January 2009)

A list of excluded studies will be provided following weeding

Evidence tables and an evidence profile will be used to summarise the evidence

Equalities issues will be assessed according to the processes described in the Note for NCC: any specific equalities considerations
NICE guidelines manual (January 2009) and the NICE equality scheme and to add from Equalities Impact Assessment?

action plan (2010 — 2013)
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Fertility (Update) Review Protocol — Embryo transfer

Details

Additional comments

Review question

Objectives

Language

Study design

Status
Population

Intervention

44

What is the effectiveness and safety of different embryotransfer strategies?

To determine

a, if one or two embryos should be transferred during IVF, and

b. if transfer at day 2-3 (‘cleavage’) is better than at day 5-6 (‘blactocyst’) and
c. if transfer of fresh embryos is more successful than frozen embryos, and

d. if a strategy of transfer of a fresh single embryo, followed, if unsuccessful, by a
further frozen single embryo is as successful as transfer of one double embryo

English

Randomised controlled trials (RCTs)
Cohort studies

Case—control studies

National guidelines

HFEA and other national databases
Published papers

People with infertility

Fresh studies:

Single day 2-3 vs Double day 2-3
Single day 2-3 vs Single day 5-6
Double day 2-3 vs Double day 5-6
Single day 5-6 vs Double day 5-6

To update Section 11.3 of the full guideline (number
of embryos to be transferred; pp 91-93) and the parts
of Section 12.10 that relate to day 2-3 versus day 5-6
transfers (pp 112-114)

To be addressed after questions 4 and 5 (ovulation
induction/stimulation and [UI)

Consider recording whether 4-5 or 5-6 (possible
subgroup analysis)

Evaluation of effectiveness for timing of transfer will
be restricted to published systematic reviews of RCTs
and other RCTs or large observational studies

The interventions listed in relation to timing of transfer
are not exhaustive: other transfer times will be
considered, depending on the available evidence

Consider subgroup analysis by fresh versus frozen
cycle transfers

Document in the studies past reproductive record,
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Details Additional comments

Comparisons

Outcomes

Other criteria for
inclusion/ exclusion
of studies

Search strategies

Frozen studies: age, BMI etc.
Single day 2-3 vs Double day 2-3

Single day 2-3 vs Single day 5-6

Double day 2-3 vs Double day 5-6

Single day 5-6 vs Double day 5-6

Cumulative studies:

Cumulative single/single vs double day 2-3

Cumulative single/single vs double day 5-6

First compare to single transfers at different time
periods, which of this is deemed to be most effective
will then be compared to double on both time periods

. Live birth rate per cycle Prioritisation of outcomes:

. Multiple pregnancy rate per cycle Consider reporting anxiety/depression under patient

. satisfaction
. Preterm delivery rate per cycle

. . . ‘Report per cycle, per patient, per harvest’
. Adverse pregnancy outcome (miscarriage, ectopic) portper cy per pat P v
Clinical preanancy rate per cvcle Need to consider fresh vs frozen.(HMcG plans to
' preg y percy compare fresh vs fresh)

. Long-term effects on children born

~N o o0 b~ W N P

. Fetal abnormalities

Exclude non-human studies

See separate document To be prepared once review questions finalised

Scoping searches suggest 1157 publications in
Medline only for subquestion about how many
embryos to be transferred and 444 for subquestion
about timing of transfer.
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Details

Additional comments

Review strategies

Equality

Evidence will be assessed for quality according to the process described in the
NICE guidelines manual (January 2009)

A list of excluded studies will be provided following weeding
Evidence tables and an evidence profile will be used to summarise the evidence

We will ensure that any recommendations are not biased by age per se.

Fertility (Update) Review Protocol — Question 4C — Luteal Phase support

Details

GDG comments

Review question

Objectives

Language

Study design

Status
Population

Intervention

46

What is the effectiveness of luteal phase support as part of an ovarian
stimulation strategy for women undergoing IVF or ICSI treatment?

To determine the effectiveness and short term adverse events associated with
different forms of conventional luteal phase support as part of an ovarian
stimulation strategy for women undergoing IVF or ICSI treatment.

English
Randomised controlled trials (RCTSs)
Cohort studies

Case—control studies

Published papers
Women having IVF/ICSI

Progesterone

Note: Evaluation of effectiveness will be restricted to
published systematic reviews of RCTs and other
RCTs

Published systematic reviews may be ‘unpicked’ to
identify individual studies for inclusion in meta-
analyses undertaken as part of guideline
development

Evaluation of safety/outcome is likely to include
studies other than RCTs
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Details GDG comments

Comparisons

Outcomes

Other criteria for
inclusion/
exclusion of
studies

Search strategies

Review strategies

Equality

No luteal phase support

Other agents/drugs (hCG, progesterone and hCG, progesterone and estrogen,
progesterone and GnRH agonist, progesterone and LH)

Different duration of support

Live full-term singleton birth.

Clinical pregnancy

Adverse pregnancy outcomes

Multiple births

Ovarian hyperstimulation syndrome (OHSS)

Fetal abnormalities

Patient satisfaction

Health-related quality of life — restricted to people seeking treatment for infertility.
Anxiety and/or depression.

Exclude non-human studies

Searches to cover all terms mentioned under population, intervention and
comparator

Evidence will be assessed for quality according to the process described in the
NICE guidelines manual (January 2009)

A list of excluded studies will be provided following weeding

Evidence tables and an evidence profile will be used to summarise the evidence

Equalities issues will be assessed according to the processes described in the Note for NCC: any specific equalities considerations
NICE guidelines manual (January 2009) and the NICE equality scheme and to add from Equalities Impact Assessment?

action plan (2010 — 2013)
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Chapter 19.

People with cancer who wish to preserve fertility

Fertility (Update) Review Protocol — Cryopreservation

Details

Additional comments

Review question

Objectives

Language

48

What is the effectiveness of cryopreservation (including vitrification) in fertility
preservation strategies?

To determine the effectiveness of cryopreservation (including vitrification) of
semen, embryos, oocytes and ovarian tissue in people with cancer (those who
may lose their fertility from their cancer treatment).

English

To update the parts of Chapter 16 (applications of
cryopreservation in cancer treatment) that relate to
cryopreservation of semen, embryos, oocytes and
ovarian tissue

Chapter 16 also includes counselling where
cryopreservation is offered; the corresponding
evidence and recommendations will not be updated

Cryopreservation: The freezing and storage of
embryos, sperm, eggs or ovarian tissue for future use
in treatment. The technique of controlled-rate slow
freezing is well established; vitrification is the term
given to a newer form of crypreservation which
involves an ultra-rapid  freezing process.
Cryopreservation is a process, Controlled Rate
Freezing (CRF) and Vitrification are 2 discrete
methods to facilitate that process

This question relates to people who are at risk of
infertility from another treatment (including cancer
patients)

Note from Stephen: The freezing of semen opens
another issue as traditionally this is done
‘uncontrolled’ suspended over a vat of liquid nitrogen
vapour. Evidence comparing this technique to linear
controlled rate freezing has demonstrated little
difference in post thaw viability. Vitrification is only
just being evaluated for use with sperm so there will
be limited evidence on this topic for this update.
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Details Additional comments

Study design Randomised controlled trials (RCTSs) Evaluation of effectiveness of each intervention will

Cohort studies be restricted to published systematic reviews of RCTs
and other RCTs if there are sufficient studies

Case-control studies Published systematic reviews may be ‘unpicked’ to
identify individual studies for inclusion in meta-
analyses undertaken as part of guideline

development

Evaluation of interventions under development is
likely to include studies other than RCTs

Status Published papers
Population People with cancer whose condition, or treatment for the condition, may result in  Population limited to cancer patients because this is
reduced fertility or infertility the most likely indication for considering the process.
Findings of the review can be extrapolated to other
populations (see scope)
Intervention Vitrification of: Maturity of oocytes may also be a factor to be
considered
embryos

blastocysts

oocytes

ovarian tissue
Comparator or Conventional cryopreservation of:
reference standard . .

semen (observational studies only)

embryos

blastocysts

oocytes

ovarian tissue
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Outcomes

Other criteria for
inclusion/
exclusion of
studies

Search strategies

Review strategies

Equality

Details Additional comments

1. Live full-term singleton birth Justify why by patient not by cycle for this question
2. Clinical pregnancy rate Outcomes to be refined based on what's in the
3. Preterm delivery rate papers

4. Adverse pregnancy outcomes

5. Multiple births

6. Fetal abnormalities

7. Long-term effects on children born as a result of cryopreservation

8. Post-thaw viability and abnormal morphology

Exclude non-human studies

See separate document To be prepared once review questions finalised

Scoping searches (Medline only) 398 records.

Evidence will be assessed for quality according to the process described in the
NICE guidelines manual (January 2009)

A list of excluded studies will be provided following weeding
Evidence tables and an evidence profile will be used to summarise the evidence

Equalities issues will be detailed once form signed off by NICE NCC tech team: need to add in
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Chapter 20.
children

Long-term safety of assisted reproduction treatments in women with infertility and their

Fertility (Update) Review Protocol — Long term safety ovulation induction and ovarian stimulation

Details GDG comments

Review question

Objectives

Language

Study design

Status

Population

Intervention

Comparisons

Outcomes

What is the long-term safety of ovulation induction and ovarian stimulation To update section 7.1 and 7.12 of the 2004 guideline.

strategies in women with infertility and their children?

To determine the short and long-term adverse events (in the women and their Short-term adverse events to be summarised in 4a to

children resulting from treatment) associated with ovulation induction and 4d
ovarian stimulation agents used for women with unexplained infertility, ovulatory
failure (types 1&2) and those receiving IVF

English

Randomised controlled trials (RCTS) Note: Evaluation of safety is likely to include both the

Cohort studies

RCT data for short term safety and Cohort studies will

probably given more data for the longer term safety.

Case—control studies

Published papers

Women with unexplained infertility, ovulatory dysfunction (types 1&2) and those ICSI to be distinguished from ‘conventional’ IVF in
receiving IVF and their children case it has a separate/independent effect on children

outcome
Drugs listed in protocols for ovarian stimulation in unexplained infertility
treatment and IVF and ovulation induction for ovulation disorders
Ovarian Surgery
Lifestyle interventions
Reported outcomes in
RCT studies will allow comparison of short-term outcomes between treatments
Cohort studies will produce descriptive data about longer term outcome.
Premature mortality (all causes and especially that related to malignancy

Importance of
Future fertility pathology/causation

distinguishing different
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Details

GDG comments

Other criteria for
inclusion/
exclusion of
studies

Search strategies

Review strategies

Equality

Future gynaecological health (including breast, uterine, cervical and ovarian
cancer)

Future pregnancy outcomes (miscarriage, ectopic pregnancy, pregnancy
complications

Congenital abnormalities (some may not be recognised at birth)

Health-related quality of life — restricted to people seeking treatment for infertility.
Long-term effects on children (including diabetes, tumours and autism)

Anxiety and/or depression.

Exclude non-human studies

Searches to cover all terms mentioned under population, intervention and
comparator

Evidence will be assessed for quality according to the process described in the
NICE guidelines manual (January 2009)

A list of excluded studies will be provided following weeding
Evidence tables and an evidence profile will be used to summarise the evidence

Equalities issues will be assessed according to the processes described in the
NICE guidelines manual (January 2009) and the NICE equality scheme and
action plan (2010 — 2013)
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Chapter 6. Investigation of fertility problems and management
strategies

Tests for ovarian reserve
Database(s): Ovid MEDLINE(R) 1948 to February week 2 2011

Search Strategy: FERT_Q1_ovul_reserve_medline_210211

E3 Searches

11 |[randomized controlled trial.pt.

2 ||controlled clinical trial.pt.

3 ||[DOUBLE BLIND METHOD/

4 ||SINGLE BLIND METHOD/

5 |RANDOM ALLOCATION/

6 |RANDOMIZED CONTROLLED TRIALS/

7 |lor/1-6

8 ||(single or double or triple or treble) adj5 (blind$ or mask$)).tw,sh,
9 |[clinical trial.pt.

110 |lexp CLINICAL TRIAL/

11 |lexp CLINICAL TRIALS AS TOPIC/

112 ||(clinic$ adj5 trial$).tw,sh.

13 |PLACEBOS/

114 ||placebos.tw,sh.

115 |random$.tw,sh.

116 ||or/8-15

117 |lor/7,16

18 |META ANALYSIS/

119 |[META ANALYSIS AS TOPIC/

20 ||meta analysis.pt.

21 |[(metaanaly$ or meta-analy$ or (meta adj analy$)).tw,sh.
22 ||(systematic$ adj5 (review$ or overview$)).tw,sh.
23 ||(methodologic$ adj5 (review$ or overviews)).tw,sh.
24 ||or/18-23

25 |reviews.pt.
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(medline or medlars or embase or cinahl or cochrane or psycinfo or psychinfo or psychlit

26 H 111 H n n H M M n H
or psyclit or "web of science™ or "science citation" or scisearch).tw.

27 ||((hand or manual$) adj2 search$).tw.

(electronic database$ or bibliographic database$ or computeri?ed database$ or online

28 database$).tw,sh.

129 ||(pooling or pooled or mantel haenszel).tw,sh.

130 ||(peto or dersimonian or der simonian or fixed effect).tw,sh.

31 |lor/26-30

32 |land/25,31

33 |lexp CASE-CONTROL STUDIES/

34 ||(case$ adj2 control$).tw.

135 |lexp COHORT STUDIES/

136 ||cohort$.tw.

37 |lor/33-36

38 |lor/17,24,32,37

139 ||letter.pt.

140 |lcomment.pt.

41 |leditorial pt.

42 |fhistorical article.pt.

43 |or/39-42

44 |38 not 43

45 |[OVARIAN FUNCTION TESTS/

46 ||(ovar$ adj3 function$).ti,ab.

47 |lexp FOLLICLE STIMULATING HORMONE/

148 ||(follicle stimulating hormone$ or FSH).ti,ab.

49 ||[CLOMIPHENE/

50 |clomifene citrate$.ti,ab.

51 ||((clomiphene or clomifene) adj2 challenge).ti,ab.

52 |lccCT .ti,ab.

53 |lexp GONADOTROPIN-RELEASING HORMONE/

54 ||(gonadotrophing or gonadotroping).ti,ab.

55 |lexp ESTRADIOL/

56 |E2.ti.

57 |lexp INHIBINS/

58 ||"inhibin B" ti,ab.

59 ||ANTI-MULLERIAN HORMONE/

60 ||("anti-mullerian” adj (hormone$ or substance$ or factor$)).ti,ab.

61 ||AMH.ti,ab.

62 |lexp OVARIAN FOLLICLE/
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63 |lexp CELL COUNT/

64 |[and/62-63

65 |[antral follicle count.ti,ab.

66 ||AFC ti,ab.

67 |lexp OVARY/

68 |lexp IMAGING, THREE-DIMENSIONAL/

69 |exp ULTRASONOGRAPHY/

170 ||or/68-69

71 Jfand/67,70

172 ||((ovary or ovarian) adj2 (volume or size or sizing)).ti,ab.
73 |lor/71-72

74 |lexp OVARY/

75 |REGIONAL BLOOD FLOW/

76 |[BLOOD FLOW VELOCITY/

77 ||or/75-76

78 |fand/74,77

\79 H((ovary or ovarian) adj2 blood flow$).ti,ab.

80 |lor/45-61,64-66,71,73,78-79

81 |lexp REPRODUCTIVE TECHNIQUES, ASSISTED/
82 ||((ovar$ or ovulat$) adj5 (induc$ or stimulat$)).ti,ab.
83 ||IVF.ti,ab.

84 ||"in vitro fertili$" ti,ab.

85 |INFERTILITY,FEMALE/

86 |[INFERTILITY/

(steril$ or infertil$ or subfertil$ or sub-fertil$ or fecund$ or subfecund$ or sub-fecund$
or assist$ reproduct$).ti,ab.

88 |or/81-87 |
89 |land/80,88 |
90 |land/44,89 |
91 |[randomized controlled trial.pt. |
192 ||controlled clinical trial.pt. |
93 ||[DOUBLE BLIND METHOD/ |
94 ||SINGLE BLIND METHOD/ |
|
|
|
|
|
|

87

95 |RANDOM ALLOCATION/

96 |RANDOMIZED CONTROLLED TRIALS/

97 |lor/91-96

198 ||((single or double or triple or treble) adj5 (blind$ or mask$)).tw,sh.
199 |[clinical trial.pt.

100|lexp CLINICAL TRIAL/
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1101/exp CLINICAL TRIALS AS TOPIC/

1102)|(clinic$ adj5 trial$).tw,sh.

1103|PLACEBOS/

|104||placebo$.tw,sh.

|105]random$.tw,sh.

1106/0r/98-105

11070r/97,106

1108|META ANALYSIS/

1109|META ANALYSIS AS TOPIC/

1110|meta analysis.pt.

1111]|(metaanaly$ or meta-analy$ or (meta adj analy$)).tw,sh.

1112|(systematic$ adj5 (review$ or overview$)).tw,sh.

1113 (methodologic$ adj5 (review$ or overview$)).tw,sh.

114/or/108-113

|115]|reviews.pt.

(medline or medlars or embase or cinahl or cochrane or psycinfo or psychinfo or psychlit

116 or psyclit or "web of science" or "science citation" or scisearch).tw.

1117]|((hand or manual$) adj2 search$).tw.

(electronic database$ or bibliographic database$ or computeri?ed database$ or online

118 database$).tw,sh.

1119|((pooling or pooled or mantel haenszel).tw,sh.

1120/|(peto or dersimonian or der simonian or fixed effect).tw,sh.

1121)[or/116-120

1122]jand/115,121

123|lexp CASE-CONTROL STUDIES/

124| (case$ adj2 control$).tw.

1125/exp COHORT STUDIES/

1126|cohort$. tw.

1127]or/123-126

128]|or/107,114,122,127

|129)[letter.pt.

1130||comment.pt.

1131 editorial.pt.

1132]|historical article.pt.

1133]|or/129-132

1134|128 not 133

1135|lexp FOLLICLE STIMULATING HORMONE/

1136]|(follicle stimulating hormone$ or FSH).ti,ab.

1137||CLOMIPHENE/
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1138| clomifene citrate$.ti,ab.

1139]|((clomiphene or clomifene) adj2 challenge).ti,ab.
|140][CCCT .ti,ab.

141/lexp GONADOTROPIN-RELEASING HORMONE/
1142]|(gonadotrophin$ or gonadotroping).ti,ab.

143|lexp ESTRADIOL/

1144|E2 1.

|145|lexp INHIBINS/

|146]|"inhibin B" ti,ab.

147||ANTI-MULLERIAN HORMONE/
1148]|("anti-mullerian” adj (hormone$ or substance$ or factor$)).ti,ab.
|149]|AMH.ti,ab.

1150/exp OVARIAN FOLLICLE/

1151]lexp CELL COUNT/

1152][and/150-151

153|[antral follicle count.ti,ab.

|154||AFC.ti,ab.

1155/lexp OVARY/

1156/exp IMAGING, THREE-DIMENSIONAL/

1157|[exp ULTRASONOGRAPHY/

|158/|or/156-157

1159||and/155,158

1160]|((ovary or ovarian) adj2 (volume or size or sizing)).ti,ab.
1161]|or/159-160

1162|exp OVARY/

1163|REGIONAL BLOOD FLOW/

164/BLOOD FLOW VELOCITY/

1165]|or/163-164

1166/|and/162,165

1167|/((ovary or ovarian) adj2 blood flow$).ti,ab.
1168|0r/135-149,152-154,161,166-167

1169|lexp FOLLICLE STIMULATING HORMONE/
1170]|(follicle stimulating hormone$ or FSH).ti,ab.
1171/or/169-170

172|lexp REPRODUCTIVE TECHNIQUES, ASSISTED/
1173)|((ovar$ or ovulat$) adj5 (induc$ or stimulat$)).ti,ab.
|174]|IVF tiab.

1175|or/172-174

1176/[and/168,171,175
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1177|land/134,176

1178/|90 not 177

1179][limit 178 to english language

1180 [limit 179 to (animals and humans)

1181 [limit 179 to animals

1182][181 not 180

1183)[179 not 182

Database(s): Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations February 18,

2011

Search Strategy: FERT_Q1_ovul_reserve_medline_in_process_210211

| Searches

[ [(ovar$ adj3 function$).ti,ab.

|(fo||ic|e stimulating hormone$ or FSH).ti,ab.

|(c|omifene or clomiphene).ti,ab.

[4 JlcccT tijab.

|(gonadotrophin$ or gonadotropin$).ti,ab.

@kestradiol or oestradiol).ti,ab.

7 |E2.i.

8 ]["inhibin B".ti,ab.

@k"anti-mullerian" adj (hormone$ or substance$ or factor$)).ti,ab.

[10[/AMH.i ab.

[11][antral follicle count.ti,ab.

[12]]AFC i ab.

|((0vary or ovarian) adj2 (volume or size or sizing)).ti,ab.

|((0vary or ovarian) adj2 blood flow$).ti,ab.

[15][or/1-14

|(assist$ adj reproduct$ adj technique$).ti,ab.

[17][(artificial$ adj reproduct$ adj technique$).ti,ab.

|((ovar$ or ovulat$) adj5 (induc$ or stimulat$)).ti,ab.

[19][IVF ti,ab.

[20]["in vitro fertili$" ti,ab.

assist$ reproduct$).ti,ab.

(steril$ or infertil$ or subfertil$ or sub-fertil$ or fecund$ or subfecund$ or sub-fecund$ or

[22][or/16-21

[23]and/15,22

|(fo||ic|e stimulating hormone$ or FSH).ti,ab.

|(c|omifene or clomiphene).ti,ab.
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[26][ccCT tijab.

|(gonadotrophin$ or gonadotropin$).ti,ab.
|(estradio| or oestradiol).ti,ab.

29]E2.i.
[30]["inhibin B".ti,ab.
|("anti-mu||erian" adj (hormone$ or substance$ or factor$)).ti,ab.

[32[AMH.i,ab.

[33][antral follicle count.ti,ab.

[34]AFC i ab.

|((0vary or ovarian) adj2 (volume or size or sizing)).ti,ab.
[36][((ovary or ovarian) adj2 blood flows).ti,ab.

[37][or/24-36

|(f0||ic|e stimulating hormone$ or FSH).ti,ab.

|((ovar$ or ovulat$) adj5 (induc$ or stimulat$)).ti,ab.

[40]IVF.ti,ab.
[41]/or/39-40
[42][and/37-38,41
[43][23 not 42
[44]English.la.
[45][and/43-44

Database(s): EBM Reviews - Cochrane Central Register of Controlled Trials 1st Quarter
2011

Search Strategy: FERT_Q1_ovul_reserve_cctr_210211

E3| Searches |
11 |[randomized controlled trial.pt. |
2 ||controlled clinical trial.pt. |
3 ||[DOUBLE BLIND METHOD/ |
4 ||SINGLE BLIND METHOD/ |
5 |RANDOM ALLOCATION/ |
6 |RANDOMIZED CONTROLLED TRIALS/ |
|
|
|
|
|
|

7 Jlor/1-6

8 ||(single or double or triple or treble) adj5 (blind$ or mask$)).tw,sh.
9 |[clinical trial.pt.

110 |lexp CLINICAL TRIAL/

111 |lexp CLINICAL TRIALS AS TOPIC/

112 ||(clinic$ adj5 trial$).tw,sh.
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13 |PLACEBOS/

114 ||placebos.tw,sh.

115 |random$.tw,sh.

116 ||or/8-15

117 |lor/7,16

18 |META ANALYSIS/

119 |[META ANALYSIS AS TOPIC/

20 ||meta analysis.pt.

21 ||(metaanaly$ or meta-analy$ or (meta adj analy$)).tw,sh.

22 ||(systematic$ adj5 (review$ or overview$)).tw,sh.

23 ||(methodologic$ adj5 (review$ or overviews)).tw,sh.

24 ||or/18-23

25 |reviews.pt.

(medline or medlars or embase or cinahl or cochrane or psycinfo or psychinfo or psychlit

26 M n - n n - - - n -
or psyclit or "web of science™ or "science citation" or scisearch).tw.

27 |((hand or manual$) adj2 search$).tw.

(electronic database$ or bibliographic database$ or computeri?ed database$ or online

28 database$).tw,sh.

129 ||(pooling or pooled or mantel haenszel).tw,sh.

30 ||(peto or dersimonian or der simonian or fixed effect).tw,sh.

31 |lor/26-30

32 |fand/25,31

33 |lexp CASE-CONTROL STUDIES/

34 ||(case$ adj2 control$).tw.

135 |lexp COHORT STUDIES/

36 |cohort$.tw.

37 |lor/33-36

138 ||or/17,24,32,37

39 ||letter.pt.

\40 Hcom ment.pt.

41 |leditorial pt.

42 |fhistorical article.pt.

43 |lor/39-42

44 |[38 not 43

45 |[OVARIAN FUNCTION TESTS/

46 ||(ovar$ adj3 function$).ti,ab.

47 |lexp FOLLICLE STIMULATING HORMONE/

148 ||(follicle stimulating hormone$ or FSH).ti,ab.

49 ||[CLOMIPHENE/
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50 |clomifene citrate$.ti,ab.

51 ||((clomiphene or clomifene) adj2 challenge).ti,ab.

52 |lccCT .ti,ab.

53 |lexp GONADOTROPIN-RELEASING HORMONE/

54 ||(gonadotrophin$ or gonadotroping).ti,ab.

55 |lexp ESTRADIOL/

56 |E2.ti.

57 |lexp INHIBINS/

58 ||"inhibin B" ti,ab.

59 |ANTI-MULLERIAN HORMONE/

60 ||("anti-mullerian” adj (hormone$ or substance$ or factor$)).ti,ab.

61 ||AMH.ti,ab.

62 |lexp OVARIAN FOLLICLE/

63 |lexp CELL COUNT/

64 |fand/62-63

65 |[antral follicle count.ti,ab.

66 ||AFC ti,ab.

67 |lexp OVARY/

68 |exp IMAGING, THREE-DIMENSIONAL/

69 |lexp ULTRASONOGRAPHY/

170 ||or/68-69

71 |fand/67,70

172 ||((ovary or ovarian) adj2 (volume or size or sizing)).ti,ab.

73 |[or/71-72

74 |exp OVARY/

75 |REGIONAL BLOOD FLOW/

76 |[BLOOD FLOW VELOCITY/

77 ||or/75-76

78 |fand/74,77

179 |((ovary or ovarian) adj2 blood flow$).ti,ab.

80 |lor/45-61,64-66,71,73,78-79

81 |lexp REPRODUCTIVE TECHNIQUES, ASSISTED/

82 ||((ovar$ or ovulat$) adj5 (induc$ or stimulat$)).ti,ab.

83 ||IVF.ti,ab.

84 ||"in vitro fertili$" ti,ab.

85 |INFERTILITY,FEMALE/

86 ||[INFERTILITY/

87

(steril$ or infertil$ or subfertil$ or sub-fertil$ or fecund$ or subfecund$ or sub-fecund$
or assist$ reproduct$).ti,ab.
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88 |or/81-87

89 |[and/80,88

190 |[and/44,89

91 |[randomized controlled trial.pt.

192 ||controlled clinical trial.pt.

93 |[DOUBLE BLIND METHOD/

94 |SINGLE BLIND METHOD/

95 |RANDOM ALLOCATION/

96 |[RANDOMIZED CONTROLLED TRIALS/

97 ||or/91-96

198 ||((single or double or triple or treble) adj5 (blind$ or mask$)).tw,sh.

199 |clinical trial.pt.

1100/exp CLINICAL TRIAL/

1101]lexp CLINICAL TRIALS AS TOPIC/

1102)|(clinic$ adj5 trial$).tw,sh.

1103PLACEBOS/

1104/ placebo$.tw,sh.

1105||random$.tw,sh.

1106/0r/98-105

1107||or/97,106

1108|META ANALYSIS/

1109[META ANALYSIS AS TOPIC/

1110|meta analysis.pt.

1111 (metaanaly$ or meta-analy$ or (meta adj analy$)).tw,sh.

1112|(systematic$ adj5 (review$ or overview$)).tw,sh.

1113)|(methodologic$ adj5 (review$ or overviews)).tw,sh.

114]or/108-113

|115|reviews.pt.

116 or psyclit or "web of science" or "science citation" or scisearch).tw.

(medline or medlars or embase or cinahl or cochrane or psycinfo or psychinfo or psychlit

1117]|((hand or manual$) adj2 search$).tw.

118

database$).tw,sh.

(electronic database$ or bibliographic database$ or computeri?ed database$ or online

1119]|(pooling or pooled or mantel haenszel).tw,sh.

1120]|(peto or dersimonian or der simonian or fixed effect).tw,sh.

1121][or/116-120

1122]jand/115,121

123|lexp CASE-CONTROL STUDIES/

124|(case$ adj2 control$).tw.
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1125/exp COHORT STUDIES/

1126|cohort$. tw.

1127]or/123-126

128]|or/107,114,122,127

|129)[letter.pt.

1130||comment.pt.

1131 editorial.pt.

1132]|historical article.pt.

1133]|or/129-132

134|128 not 133

1135|lexp FOLLICLE STIMULATING HORMONE/
1136|(follicle stimulating hormone$ or FSH).ti,ab.
1137|CLOMIPHENE/

1138||clomifene citrate$.ti,ab.

1139]|((clomiphene or clomifene) adj2 challenge).ti,ab.
|140]|CCCT..ti,ab.

141/lexp GONADOTROPIN-RELEASING HORMONE/
1142|(gonadotrophin$ or gonadotropin$).ti,ab.
143|exp ESTRADIOL/

1144|[E2.1i.

|145]fexp INHIBINS/

|146]|"inhibin B".ti,ab.

147||ANTI-MULLERIAN HORMONE/

1148| ("anti-mullerian” adj (hormone$ or substance$ or factors)).ti,ab.
1149| AMH.ti,ab.

1150/[exp OVARIAN FOLLICLE/

151]lexp CELL COUNT/

1152][and/150-151

153|[antral follicle count.ti,ab.

|154||AFC i ab.

155|exp OVARY/

1156/fexp IMAGING, THREE-DIMENSIONAL/
157|[exp ULTRASONOGRAPHY/

|158/|or/156-157

1159||and/155,158

1160]|((ovary or ovarian) adj2 (volume or size or sizing)).ti,ab.
1161]|or/159-160

1162|exp OVARY/

1163|REGIONAL BLOOD FLOW/
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1164|BLOOD FLOW VELOCITY/

1165]|or/163-164

|166/[and/162,165

1167]|((ovary or ovarian) adj2 blood flow$).ti,ab.

1168||or/135-149,152-154,161,166-167

1169|lexp FOLLICLE STIMULATING HORMONE/

1170|(follicle stimulating hormone$ or FSH).ti,ab.

1171)|or/169-170

1172]lexp REPRODUCTIVE TECHNIQUES, ASSISTED/

1173)|((ovar$ or ovulat$) adj5 (induc$ or stimulat$)).ti,ab.

1174||IVF.iab.

1175]|or/172-174

1176/and/168,171,175

1177/[and/134,176

1178/|90 not 177

Database(s): EBM Reviews - Cochrane Database of Systematic Reviews 2005 to January
2011, EBM Reviews - Database of Abstracts of Reviews of Effects 1st Quarter 2011

Search Strategy:

[#]| Searches

1 [OVARIAN FUNCTION TESTS.kw.

[2 ][(ovar$ adj3 function$).tw, tx.

|FOLLICLE STIMULATING HORMONE .kw.

|(f0||ic|e stimulating hormone$ or FSH).tw, tx.

5 J[CLOMIPHENE kw.

6 |[clomifene citrate$.tw, tx.

|((c|0miphene or clomifene) adj2 challenge).tw,tx.

8 JlccCT.tw,ix.

E|GONADOTROPIN-RELEASING HORMONE.kw.

|(gonadotrophin$ or gonadotroping).tw,tx.

[11][ESTRADIOL .kw.

[12]E2.i.

[13]INHIBINS kw.

[14]["inhibin B".tw, tx.

[15[/ANTI-MULLERIAN HORMONE kw.

|("anti-mu||erian" adj (hormone$ or substance$ or factor$)).tw,tx.

[17][AMH.tw,t.
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[18[OVARIAN FOLLICLE kw.

[19][CELL COUNT kw.

[20/and/18-19

[21][antral follicle count.tw,tx.

|AFC.tW,tx.

[23[OVARY kw.

|IMAGING, THREE-DIMENSIONAL.kw.

[25[ULTRASONOGRAPHY kw.

[26]or/24-25

[27]and/23,26

|((0vary or ovarian) adj2 (volume or size or sizing)).tw,tx.

[29][or/27-28

[30[OVARY .kw.

[31/REGIONAL BLOOD FLOW.kw.

[32]BLOOD FLOW VELOCITY.kw.

[33]or/31-32

[34/and/30,33

[35][((ovary or ovarian) adj2 blood flows).tw,tx.

[36]or/1-17,20-22,27,29,34-35

|REPRODUCTIVE TECHNIQUES, ASSISTED.kw.

|((ovar$ or ovulat$) adj5 (induc$ or stimulat$)).tw,tx.

[39[IVF.tw,tx.

|"in vitro fertili$".tw,tx.

[41]INFERTILITY,FEMALE kw.

[42]INFERTILITY kw.

assist$ reproduct$).tw,tx.

(steril$ or infertil$ or subfertil$ or sub-fertil$ or fecund$ or subfecund$ or sub-fecund$ or

[44][or/37-43

[45][and/36,44

|FOLLICLE STIMULATING HORMONE.kw.

|(f0||ic|e stimulating hormone$ or FSH).tw,tx.

[48][CLOMIPHENE kw.

|c|0mifene citrate$.tw,tx.

|((c|0miphene or clomifene) adj2 challenge).tw,tx.

51][cCCT w,tx.

|GONADOTROPIN-RELEASING HORMONE.kw.

|(gonadotrophin$ or gonadotropin$).tw,tx.

[54][exp ESTRADIOL/]

55][E2 i




Fertility (appendices)

56]INHIBINS kw.

[57]["inhibin B".tw,tx.

|ANTI-MULLERIAN HORMONE.kw.

|("anti-mu||erian" adj (hormone$ or substance$ or factor$)).tw,tx.

[60][AMH. tw, tx.

61]OVARIAN FOLLICLE kw.

[62][CELL COUNT kw.

63)[and/61-62

|antra| follicle count.tw,tx.

|AFC.tW,tx.

[66]OVARY kw.

|IMAGING, THREE-DIMENSIONAL.kw.

[68[ULTRASONOGRAPHY kw.

[69][or/67-68

[70/and/66,69

|((0vary or ovarian) adj2 (volume or size or sizing)).tw,tx.

[72][or/70-71

[73[OVARY kw.

|REGIONAL BLOOD FLOW.kw.

|BLOOD FLOW VELOCITY .kw.

[76]or/74-75

[77]and/73,76

[78][((ovary or ovarian) adj2 blood flows).tw,tx.

[79]jor/46-60,63-65,72,77-78

|FOLLICLE STIMULATING HORMONE .kw.

|(f0||ic|e stimulating hormone$ or FSH).tw, tx.

[82]or/80-81

|REPRODUCTIVE TECHNIQUES, ASSISTED.kw.

[84][((ovar$ or ovulat$) adj5 (induc$ or stimulat$)).tw,tx.

[85][IVF.tw, tx.

[86][or/83-85

87][and/79,82,86

45 not 87
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Database(s): EMBASE 1980 to 2011 Week 07

Search Strategy:FERT_Q1_ovul_reserve_220211

CLINICAL TRIALS/

(clinic$ adj5 trial$).tw,sh.

SINGLE BLIND PROCEDURE/

DOUBLE BLIND PROCEDURE/

RANDOM ALLOCATION/

CROSSOVER PROCEDURE/

PLACEBO/

placebo$.tw,sh.

O (|0 ||N ||o [|[Oo1 || |[|w ([N |-

random$.tw,sh.

[EY
o

RANDOMIZED CONTROLLED TRIALS/

—
[ERN

((single or double or triple or treble) adj (blind$ or mask$)).tw,sh.

—
N

randomi?ed control$ trial$.tw.

[EY
w

or/1-12

[N
N

META ANALYSIS/

—
a1

((meta adj analy$) or metaanalys$ or meta-analy$).tw,sh.

[EY
»

(systematic$ adj5 (review$ or overview$)).tw,sh.

-
\l

(methodologic$ adj5 (review$ or overview$)).tw,sh.

-
oo

or/14-17

[EY
©

review.pt.

N
o

(medline or medlars or embase).ab.

N
[

(scisearch or science citation index).ab.

N
N

(psychlit or psyclit or psychinfo or psycinfo or cinahl or cochrane).ab.

N
w

((hand or manual$) adj2 search$).tw.

24

(electronic database$ or bibliographic database$ or computeri?ed database$ or online

database$).tw.

25

(pooling or pooled or mantel haenszel).tw.

26

(peto or dersimonian or "der simonian” or fixed effect).tw.

27

or/20-26

28

and/19,27

67




Fertility (appendices)

29

exp CASE CONTROL STUDY/

30

RETROSPECTIVE STUDY/

31

(case$ adj2 control$).tw.

32

COHORT ANALYSIS/

33

LONGITUDINAL STUDY/

34

FOLLOW UP/

35

PROSPECTIVE STUDY/

36

cohort$.tw.

37

or/29-36

38

0r/13,18,28,37

39

(book or conference paper or editorial or letter or note or proceeding or short survey).pt.

40

38 not 39

41

FOLLITROPIN/

42

(follicle stimulating hormone$ or FSH).ti,ab.

43

CLOMIFENE/

44

clomifene citrate$.ti,ab.

45

((clomiphene or clomifene) adj2 challenge).ti,ab.

46

CCCT. ti,ab.

47

GONADORELIN/

48

(gonadotrophin$ or gonadotropin$).ti,ab.

49

ESTRADIOL/

50

E2.ti.

51

INHIBIN/

52

"inhibin B".ti,ab.

53

MUELLERIAN INHIBITING FACTOR/

54

("anti-mullerian™ adj (hormone$ or substance$ or factor$)).ti,ab.

55

AMH.ti,ab.

56

exp OVARY FOLLICLE/

57

exp CELL COUNT/

58

and/56-57

59

antral follicle count.ti,ab.
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es

60

AFC.ti,ab.

61

exp OVARY/

62

THREE DIMENSIONAL IMAGING/

63

exp ECHOGRAPHY/

64

or/62-63

65

and/61,64

66

((ovary or ovarian) adj2 (volume or size or sizing)).ti,ab.

67

or/65-66

68

exp OVARY/

69

exp BLOOD FLOW/

70

BLOOD FLOW VELOCITY/

71

or/69-70

72

and/68,71

73

((ovary or ovarian) adj2 blood flow$).ti,ab.

74

or/41-55,58-60,67,72-73

75

FEMALE INFERTILITY/

76

exp INFERTILITY THERAPY/

77

((ovar$ or ovulat$) adj5 (induc$ or stimulat$)).ti,ab.

78

IVF.ti,ab.

79

in vitro fertili$.ti,ab.

80

(steril$ or infertil$ or subfertil$ or sub-fertil$ or fecund$ or subfecund$ or sub-fecund$
or assist$ reproduct$).ti,ab.

81

or/75-80

82

and/40,74,81

83

CLINICAL TRIALS/

84

(clinic$ adj5 trial$).tw,sh.

85

SINGLE BLIND PROCEDURE/

86

DOUBLE BLIND PROCEDURE/

87

RANDOM ALLOCATION/

88

CROSSOVER PROCEDURE/

89

PLACEBO/

69




Fertility (appendices)

90 ||placebo$.tw;,sh.

91 |random$.tw,sh.

92 |[RANDOMIZED CONTROLLED TRIALS/

93 ||((single or double or triple or treble) adj (blind$ or mask$)).tw,sh.

94 |randomi?ed control$ trial$.tw.

95 |lor/83-94

96 |META ANALYSIS/

97 ||((meta adj analy$) or metaanalys$ or meta-analy$).tw,sh.

98 |/(systematic$ adj5 (review$ or overview$)).tw,sh.

99 ||(methodologic$ adj5 (review$ or overview$)).tw,sh.

100|0r/96-99

101|review.pt.

102|[(medline or medlars or embase).ab.

103||(scisearch or science citation index).ab.

104{|(psychlit or psyclit or psychinfo or psycinfo or cinahl or cochrane).ab.

105||((hand or manual$) adj2 search$).tw.

(electronic database$ or bibliographic database$ or computeri?ed database$ or online

106
database$).tw.

107||(pooling or pooled or mantel haenszel).tw.

108||(peto or dersimonian or "der simonian™ or fixed effect).tw.

109|/0r/102-108

110|land/101,109

111|lexp CASE CONTROL STUDY/

112|RETROSPECTIVE STUDY/

113||(case$ adj2 control$).tw.

114{COHORT ANALYSIS/

115|LONGITUDINAL STUDY/

116|FOLLOW UP/

117|PROSPECTIVE STUDY/

118||cohort$.tw.

119|or/111-118
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120

0r/95,100,110,119

121

(book or conference paper or editorial or letter or note or proceeding or short survey).pt.

122

120 not 121

123

FOLLITROPIN/

124

(follicle stimulating hormone$ or FSH).ti,ab.

125

CLOMIFENE/

126

clomifene citrate$.ti,ab.

127

((clomiphene or clomifene) adj2 challenge).ti,ab.

128

CCCT. ti,ab.

129

GONADORELIN/

130

(gonadotrophin$ or gonadotropin$).ti,ab.

131

ESTRADIOL/

132

E2.ti.

133

INHIBIN/

134

"inhibin B".ti,ab.

135

MUELLERIAN INHIBITING FACTOR/

136

("anti-mullerian™ adj (hormone$ or substance$ or factor$)).ti,ab.

137

AMH.ti,ab.

138

exp OVARY FOLLICLE/

139

exp CELL COUNT/

140

and/138-139

141

antral follicle count.ti,ab.

142

AFC.ti,ab.

143

exp OVARY/

144

THREE DIMENSIONAL IMAGING/

145

exp ECHOGRAPHY/

146

or/144-145

147

and/143,146

148

((ovary or ovarian) adj2 (volume or size or sizing)).ti,ab.

149

or/147-148

150

exp OVARY/
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151

exp BLOOD FLOW/

152

BLOOD FLOW VELOCITY/

153

or/151-152

154

and/150,153

155

((ovary or ovarian) adj2 blood flow$).ti,ab.

156

0r/123-137,140-142,149,154-155

157

FOLLITROPIN/

158

(follicle stimulating hormone$ or FSH).ti,ab.

159

or/157-158

160

exp INFERTILITY THERAPY/

161

((ovar$ or ovulat$) adj5 (induc$ or stimulat$)).ti,ab.

162

IVF.ti,ab.

163

0r/160-162

164

and/156,159,163

165

and/122,164

166

82 not 165

167

limit 166 to english language

Cinahl Ebsco FERT_Q1_ovul_reserve_cinahl_220211

S47

S46

S45

72

Query Limiters/Expanders
Limiters -  English
Language; Exclude

S35 and S45 MEDLINE records

Search modes
Boolean/Phrase

Search modes

S35 and S45 Boolean/Phrase

S36 or S37 or S38 or Search modes
S39 or S40 or S41 or

S42 or S43 or S44 Boolean/Phrase

Last Run Via

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Results

80

404

5347

Action

Edit
S47

Edit
S46

Edit
S45
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S44

S43

S42

S41

S40

S39

S38

S37

S36

TI (artificial* N3
reproduct*)

AB (artificial* N3
reproduct*)

AB (assist* N3
reproduct*)

TI (assist* N3
reproduct*)

(MH "INFERTILITY")

TI (IVF) OR AB (IVF)

AB (ovar* N5 induc*) or
AB (ovar* N5 stimulat*)
or AB (ovulat* N5
induc*) or AB (ovulat*
N5 stimulat*)

TI (ovar* N5 induc*) or
TI (ovar* N5 stimulat*) or
TI (ovulat* N5 induc*) or
TI (ovulat* N5 stimulat*)

MH REPRODUCTION
TECHNIQUES+

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

12

361

325

2858

449

252

121

3073

Edit
S44

Edit
S43

Edit
S42

Edit
S41

Edit
S40

Edit
S39

Edit
S38

Edit
S37

Edit
S36

73
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Fertility (appendices)

S35

S34

S33

S32

S31

S30

S29

S28

S27

74

S15 or S21 or S27 or

S34

S32 or S33

Tl (ovar* N2 blood flow*)
or AB (ovar* N2 blood

flow*)

S28 and S31

S29 or S30

MH BLOOD FLOW

VELOCITY

MH BLOOD

CIRCULATION+

MH OVARY

S24 or S25 or S26

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

3374

10

8714

1687

7540

634

66

Edit
S35

Edit
S34

Edit
S33

Edit
S32

Edit
S31

Edit
S30

Edit
S29

Edit
S28

Edit
S27
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S26

S25

S24

S23

S22

S21

S20

S19

S18

AB (ovar* N2 volume) or

AB (ovar* N2 siz*)

Tl (ovar* N2 volume) or

Tl (ovar* N2 siz*)

S22 and S23

MH

ULTRASONOGRAPHY+

MH OVARY

S18 or S19 or S20

Tl (AFC) or AB (AFC)

Tl (antral follicle
or AB (antral
count)

S16 and S17

count)
follicle

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

27

10

38

20793

634

298

291

Edit
S26

Edit
S25

Edit
S24

Edit
S23

Edit
S22

Edit
S21

Edit
S20

Edit
S19

Edit
S18

75
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Fertility (appendices)

S17 MH CELL COUNT+

S16 MH OVARY

S1 or S2 or S3 or S4 or
S5 or S6 or S7 or S8 or

S15 S9 or S10 or S11 or S12
or S13 or S14
S14 Tl (AMH) or AB (AMH)

AB (anti-mullerian N2
hormone*) or AB (anti-
S13 mullerian N2
substance*) or AB (anti-
mullerian N2 factor*)

Tl (anti-mullerian N2
hormone*) or TI (anti-
S12 mullerian N2
substance*) or Tl (anti-
mullerian N2 factor*)

Tl (inhibin B) or AB

sit (inhibin B)
s10 TI (E2)
s9 MH ESTRADIOL

76

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

5093

634

3033

21

10

29

184

1326

Edit
S17

Edit
S16

Edit
S15

Edit
S14

Edit
S13

Edit
S12

Edit
S11

Edit
S10

Edit
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S8

S7

S6

S5

S4

S3

S2

S1

Tl (gonadotrophin* or
gonadotropin*) or AB
(gonadotrophin* or
gonadotropin*)

MH GONADORELIN+

TI  (CCCT) or AB
(cccm)

TI(  clomiphene N2

challenge) or TI
(clomifene N2
challenge) or AB (
clomiphene N2
challenge) or AB
(clomifene N2
challenge)

Tl (clomifene citrate*) or
AB (clomifene citrate*)

MH CLOMIPHENE

TI  (FSH or follicle
stimulating hormone*) or
AB (FSH or follicle

stimulating hormone*)

MH FOLLICLE-
STIMULATING
HORMONE

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Search modes
Boolean/Phrase

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Interface - EBSCOhost
Search Screen - Advanced
Search

Database - CINAHL with Full
Text

Edit
652 s
Edit
539 S7
Edit
1 S6
Edit
° S5
Edit
° S4
Edit
127 s3
Edit
365 s2

470

77
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Fertility (appendices)

Sperm washing and viral transmission.
Database(s): Ovid MEDLINE(R) 1950 to September Week 2 2010

Search Strategy: FERT_Q8_sperm_washing_medline_240910

#]

Searches

[1 Jlexp SPERMATOZOA/

2 lexp STERILIZATION/

3 Jfand/1-2

|(sperm$ adj3 (wash$ or disinfect$ or clean$)).ti,ab.

5 |lexp SPERMATOZOA/

@|exp Disease Transmission, Infectious/pc [Prevention & Control]

[7 Jland/5-6

8 JSEMEN/

9 ||CELL SEPARATION/

[10]fand/8-9

[11]["sperm-washing™ ti,ab.

[12][or/3-4,7,10-11

|ACQUIRED IMMUNODEFICIENCY SYNDROME/ or HIV SEROPOSITIVITY/

[14](hiv adj seropositivs).ti,ab.

exp HEPATITIS, CHRONIC/ or HEPATITIS/ or exp HEPATITIS C/ or exp HEPATITIS
C, CHRONIC/ or exp HEPATITIS B/ or exp HEPATITIS B, CHRONIC/ or exp
HEPATITIS B VIRUS/

[16]|nepatitis.ti,ab.

[17[cYTOMEGALOVIRUS/

|exp CYTOMEGALOVIRUS INFECTIONS/

[19][cytomegalovirs.i,ab.

[20Jor/13-19

[21]fand/12,20

[22][limit 21 to english language

|Iimit 21 to (animals and humans)

[24]limit 21 to animals

[25][24 not 23

[26][22 not 25

78



Appendix E — Search strategies

Database(s): Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations September 24,
2010

Search Strategy: FERT_Q8_sperm_washing_medline_in_process_270910

| # | Searches |

1 (spe_rm$ adj3 (wash$ or disinfect$ or clean$ or
sterili$)).ti,ab.

2 |"sperm-washing" i,ab.

3 Jor/1-2

4 |lhuman immunodeficiency virus$.ti,ab.

6 ||hepatitis.ti,ab.

7 |cytomegalovir$.ti,ab.
8 |or/a-7

9 |land/3,8

|
I
5 |[HIV.ti,ab. |
|
|
|
|

Database(s): EBM Reviews - Cochrane Central Register of Controlled Trials 3rd Quarter
2010

Search Strategy: FERT_Q8_sperm_washing_cctr_270910

| Searches

[1 Jlexp SPERMATOZOA/

2 lexp STERILIZATION/

3 Jfand/1-2

|(sperm$ adj3 (wash$ or disinfect$ or clean$)).ti,ab.

5 |lexp SPERMATOZOA/

@|exp Disease Transmission, Infectious/pc [Prevention & Control]

[7 Jland/5-6

8 JSEMEN/

9 ||CELL SEPARATION/

[10]fand/8-9

[11]["sperm-washing™ ti,ab.

[12][or/3-4,7,10-11

[13ACQUIRED IMMUNODEFICIENCY SYNDROME/ or HIV SEROPOSITIVITY/
[14](hiv adj seropositivs).ti,ab.

exp HEPATITIS, CHRONIC/ or HEPATITIS/ or exp HEPATITIS C/ or exp HEPATITIS
15

C, CHRONIC/ or exp HEPATITIS B/ or exp HEPATITIS B, CHRONIC/ or exp
HEPATITIS B VIRUS/

[16]|nepatitis.ti,ab. |
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17[cYTOMEGALOVIRUS/
[18]exp CYTOMEGALOVIRUS INFECTIONS/

|
[19][cytomegalovirs.i,ab. I
|

[20Jor/13-19
[21]and/12,20

Database(s): EBM Reviews - Cochrane Database of Systematic Reviews 2005 to
September 2010, EBM Reviews - Database of Abstracts of Reviews of Effects 3rd Quarter
2010

Search Strategy: FERT_Q8_sperm_washing_cdsrdare_270910

[#]| Searches

[1 ]SPERMATOZOA kw.

[2 |[STERILIZATION kw.

3 Jand/1-2

|(sperm$ adj3 (wash$ or disinfect$ or clean$)).tw,tx.
5 ]SPERMATOZOA kw.

6 ][DISEASE TRANSMISSION, INFECTIOUS kw.

7 Jfand/5-6

8 JSEMEN.kw.

[9 |CELL SEPARATION.kw.

[10/and/8-9

[11]["sperm-washing".tw,tx.

[12][or/3-4,7,10-11

|(ACQU|RED IMMUNODEFICIENCY SYNDROME or HIV SEROPOSITIVITY).kw.
[14][(hiv adj seropositivs).tw,t.

I (HEPATITIS, CHRONIC or HEPATITIS or HEPATITIS C or HEPATITIS C,

15

CHRONIC or HEPATITIS B or HEPATITIS B, CHRONIC or HEPATITIS B
VIRUS).kw.

[16]hepatitis. tw, . |
[17|CYTOMEGALOVIRUS kw. |
[18/[CYTOMEGALOVIRUS INFECTIONS.kw. I
|
|

[19][cytomegalovir$.tw,tx.
[20][or/13-19
[21]and/12,20
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Database(s): EMBASE 1980 to 2010 Week 37

Search Strategy: FERT_Q8_sperm_washing_embase_ 240910

[#]| Searches

|(sperm$ adj3 (wash$ or disinfect$ or clean$)).ti,ab.

[2 ]["sperm-washing" i,ab.

3 Jor/1-2

|exp HUMAN IMMUNODEFICIENCY VIRUS INFECTION/

5 ||(hiv adj seropositiv$).ti,ab.

6 |HEPATITIS B/

[7 |lexp HEPATITIS C/

/8 | hepatitis.tiab.

@|HUMAN CYTOMEGALOVIRUS/

|exp CYTOMEGALOVIRUS INFECTIONS/

[11][cytomegalovirs.i,ab.

[12][or/4-11

[13)[and/3,12

|Iimit 13 to english language

Cinahl FERT_Q8_sperm_washing_cinahl_270910

# Query

S5|S1or S2 or S3 or S4

S4 | Tl (sperm* N3 sterili*) or AB (sperm* N3 sterili*)
S3|TI (sperm* N3 clean*) or AB (sperm* N3 clean*)

S2 | Tl (sperm* N3 disinfect*) or AB (sperm* N3 disinfect*)
S1/|TI (sperm* N3 wash*) or AB (sperm* N3 wash*)

Database(s): Ovid MEDLINE(R) 1948 to July Week 4 2011

Search Strategy: FERT_Q8a_HIV_medline_050811

Searches

ANTIRETROVIRAL THERAPY, HIGHLY ACTIVE/

HAART ti,ab.

(highly adj active antiretroviral therap$).ti,ab.

antiretroviral$.ti,ab.

il il [l i
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or/1-4

VIRAL LOAD/

((viral or virus$) adj2 (load$ or titer$ or titre$ or burden$)).ti,ab.

or/6-7

and/5,8

exp FERTILIZATION/

fertili$.ti,ab.

COITUS/

(intercourse or coital or coitus).ti,ab.

(conception or conceiv$).ti,ab.

or/10-14

exp HIV Infections/tm [Transmission]

(transmit$ or transmission$).ti,ab.

HIV SEROPOSITIVITY/

seroconver$.ti,ab.

or/16-19

(pre adj exposure prophyla$).ti,ab.

PrEP.ti,ab.

prevent$.ti.

or/21-23

and/9,15

and/20,25

and/15,20,24

and/5,27

N (DN |IN [N (NN N[N (NN [ (|~ | ||© [0 (N |0 ||
© |0 [N [[© [[O1 || [[W [N ([P O |[[© [0 ([N o ||Oo || [ I ([~ (O

0r/26,28
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Database(s): Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations August 04, 2011

Search Strategy: FERT_Q8a_HIV_medline_in_process_050811

Searches

HAART . .tw,tX.

(highly adj active antiretroviral therap$).tw,tx.

antiretroviral$.tw, tx.

or/1-3

((viral or virus$) adj2 (load$ or titer$ or titre$ or burden$)).tw,tx.

and/4-5

fertili$.tw,tx.

(intercourse or coital or coitus).tw,tx.

(conception or conceivs).tw,tx.

or/7-9

(HIV or AIDS).tw,tx.

(transmit$ or transmission$).tw,tx.

seropositiv$.ti,ab.

seroconver$.tw,tx.

or/11-14

and/6,10,15

(pre adj exposure prophyla$).tw,tx.

PreP.tw,tx.

prevent$.ti.

or/17-19

and/10,15,20

oo ™ e e - [F [E [F = [E [F = [© ][ |~ |[o |[a][& [w [~ [~ |3
N e || Jlo o [N o o lls llw M |- o

or/16,21
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EBM Reviews - Cochrane Central Register of Controlled Trials 3rd Quarter 2011

Search Strategy: FERT_Q8a_HIV_cctr_050811

Searches
ANTIRETROVIRAL THERAPY, HIGHLY ACTIVE/
HAART .ti,ab.

(highly adj active antiretroviral therap$).ti,ab.

antiretroviral$.ti,ab.

or/1-4

VIRAL LOAD/

((viral or virus$) adj2 (load$ or titer$ or titre$ or burden$)).ti,ab.
or/6-7

and/5,8

exp FERTILIZATION/

fertili$.ti,ab.

COITUS/

(intercourse or coital or coitus).ti,ab.

(conception or conceiv$).ti,ab.

or/10-14

exp HIV Infections/tm [Transmission]

(transmit$ or transmission$).ti,ab.

HIV SEROPOSITIVITY/

seroconver$.ti,ab.

or/16-19

(pre adj exposure prophyla$).ti,ab.
PrEp.ti,ab.

prevent$.ti.
or/21-23
and/9,15
and/20,25
and/15,20,24
and/5,27

N ([N DN ([N (NN [N [IN DN [ | ] || ||| ||k ||© | [N |0 o (& [[w (N |k ||H
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0r/26,28

Database(s): EBM Reviews - Cochrane Database of Systematic Reviews 2005 to July 2011,
EBM Reviews - Database of Abstracts of Reviews of Effects 3rd Quarter 2011

Search Strategy: FERT_Q8a_HIV_cdsrdare_050811

Searches

ANTIRETROVIRAL THERAPY, HIGHLY ACTIVE.kw.

HAART . .tw,tX.

(highly adj active antiretroviral therap$).tw,tx.

antiretroviral$.tw,tx.

or/1-4

VIRAL LOAD.kw.

((viral or virus$) adj2 (load$ or titer$ or titre$ or burden$)).tw,tx.

or/6-7

and/5,8

FERTILIZATION.kw.

fertili$.tw,tx.

COITUS kw.

(intercourse or coital or coitus).tw,tx.

(conception or conceiv$).tw,tx.

or/10-14

HIV INFECTIONS.kw.

(transmit$ or transmission$).tw,tx.

HIV SEROPOSITIVITY .kw.

seroconver$.tw,tx.

or/16-19

(pre adj exposure prophyla$).tw,tx.

PrgP.tw,tx.

prevent$.ti.

or/21-23

N (NN (NN DN ([P |k | |l [P [P |[© |0 [N o o ([~ || (N (- ||H
Ol || |[W [N [P O [[© [0 ([N || ||Oo [ [ I || O

and/9,15
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”
5
»
»

and/20,25

and/15,20,24

and/5,27

0r/26,28

Database(s): Embase 1980 to 2011 Week 31

Search Strategy: FERT_Q8a_HIV_embase_080811

NI M=l == === = [©]|m]|[ ]| |[o]& |[w]|™ (- |[F
W [N = o | |l [N o jlo & |lw | - o

Searches

HIGHLY ACTIVE ANTIRETROVIRAL THERAPY/

HAART ti,ab.

antiretroviral$.ti,ab.

or/1-3

virus load/

((viral or virus$) adj2 (load$ or titer$ or titre$ or burden$)).ti,ab.

or/5-6

and/5,7

CONCEPTION/

FERTILIZATION/

fertili$.ti,ab.

COITUS/

(intercourse or coital or coitus).ti,ab.

(conception or conceiv$).ti,ab.

or/9-14

exp HUMAN IMMUNODEFICIENCY VIRUS INFECTION/

(transmit$ or transmission$).ti,ab.

seroconver$.ti,ab.

or/16-18

(pre adj exposure prophyla$).ti,ab.

PrEP.ti,ab.

prevent$.ti.

or/20-22




Appendix E — Search strategies

N[N [N [N
RS [& R ]

28
29

and/8,15

and/19,24

and/23-24

and/15,19,23

and/4,27

or/25,28

30

limit 29 to english language
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Chapters 8, 11, 14 and 15. Ovulation induction and
stimulation

Database(s): Ovid MEDLINE(R) 1948 to January Week 4 2011

Search Strategy: FERT_Q4_ovul_induct_economic_medline_250111 2

ovarian

E3| Searches

11 ||costs.tw.

2 |lcost effectives.tw.

3 |leconomic.tw.

4 o3

5 | (metabolic adj cost).tw.

6 ||((energy or oxygen) adj cost).tw.

7 |4 not (5 or 6)

8 |[randomized controlled trial.pt.

9 ||controlled clinical trial.pt.

110 |[DOUBLE BLIND METHOD/

111 |SINGLE BLIND METHOD/

112 |RANDOM ALLOCATION/

13 |[RANDOMIZED CONTROLLED TRIALS/

14 |lor/8-13

115 ||((single or double or triple or treble) adj5 (blind$ or mask$)).tw,sh.

116 |clinical trial.pt.

117 |lexp CLINICAL TRIAL/

118 |lexp CLINICAL TRIALS AS TOPIC/

119 ||(clinic$ adj5 trial$).tw,sh.

20 |PLACEBOS/

21 ||placebo$.tw,sh.

22 |random$.tw,sh.

23 |or/15-22

24 ||or/14,23

25 |[META ANALYSIS/

26 |META ANALYSIS AS TOPIC/

27 |Imeta analysis.pt.

28 ||(metaanaly$ or meta-analy$ or (meta adj analy$)).tw,sh.

29 |(systematic$ adj5 (review$ or overviews$)).tw,sh.

30 |(methodologic$ adj5 (review$ or overview$)).tw,sh.

131 ||or/25-30

32 |reviews.pt.

133 ||(medline or medlars or embase or cinahl or cochrane or psycinfo or psychinfo or psychlit
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| |lor psyclit or "web of science” or "science citation" or scisearch).tw. |
34 ||((hand or manual$) adj2 search$).tw. |

(electronic database$ or bibliographic database$ or computeri?ed database$ or online
database$).tw,sh.

36 |((pooling or pooled or mantel haenszel).tw,sh.
137 ||(peto or dersimonian or der simonian or fixed effect).tw,sh.
138 ||or/33-37

39 |[and/32,38

40 |lexp CASE-CONTROL STUDIES/

41 |(case$ adj2 control$).tw.

42 |lexp COHORT STUDIES/

143 ||cohort$.tw.

44 ||or/40-43

145 |or/24,31,39,44

146 |lletter.pt.

147 |lcomment.pt.

148 |editorial.pt.

149 |fhistorical article.pt.

50 ||or/46-49

51 |45 not 50

(fertil$ or steril$ or infertil$ or subfertil$ or sub-fertil$ or fecund$ or subfecund$ or sub-
fecund$ or assist$ reproduc$).ti,ab.

53 |[INFERTILITY, FEMALE/

54 |INFERTILITY/

55 |[FERTILITY/

56 ||ANOVULATION/

57 |OVULATION/ or OVULATION INHIBITION/
58 |[anovulat$.ti,ab.

59 ||oligo-ovulation.ti,ab.

60 ||"oligo ovulation™.ti,ab.

61 ||Oligoovulats$.ti,ab.

62 |lexp FERTILIZATION IN VITRO/
63 |IVF.ti,ab.

164 ||"in vitro fertili$" ti,ab.

165 ||"in?vitro fertili$" ti,ab.

66 ][ICS.ti,ab.

67 ||lAmenorrhea/

68 |[amenorrhs.ti,ab.

69 |Hypogonadism/

35

52
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170 |(hypothalamic adj3 amenorrh$).ti,ab.

171 ||(hypogonadotro$ adj3 hypogonadism).ti,ab.

72 Jor/52-71

73 |lexp FERTILITY AGENTS, FEMALE/

74 |lexp GONADOTROPINS, PITUITARY/

175 |(UFSH or rFSH or LH or hMG).ti,ab.

176 |(gonadotrophin$ or gonadotropi$).ti,ab.

177 ||GnRH.ti,ab.

78 |lexp GONADOTROPIN-RELEASING HORMONE/

179 ||GnRHa.ti,ab.

80 ||(zoladex or synarel or decapeptyl).ti,ab.

81 |lexp DOPAMINE AGENTS/

82 |(dopamin$ adj3 (agonist$ or agent$)).ti,ab.

83 |[BROMOCRIPTINE/

84 ||(cabergoline or bromocriptine).ti,ab.

‘85 HAROMATASE INHIBITORS/ or AMINOGLUTETHIMIDE/ or FADROZOLE/

86 |[TESTOLACTONE/

(teslac or anastrozole or arimidex or letrozole or femara or exemestane or aromasin or

87 - .
vorozole or rivizor or formestane or lentaron or afema).ti,ab.

88 ||(aromatase adj3 inhibit$).ti,ab.

89 |lexp LIFE STYLE/

190 |(life?style adj3 (change$ or adjustment$ or intervens)).ti,ab.

91 |lexp BODY WEIGHT CHANGES/

92 |[EXERCISE/

193 ||((reducs$ or decreas$ or stop$ or ceas$) adj3 exercis$).ti,ab.

94 |lexp ESTROGEN RECEPTOR MODULATORS/ or CLOMIPHENE/ or TAMOXIFEN/

95 ||(anti?estrogen$ or anti?oestrogen$).ti,ab.

196 ||(clomiphene or clomifene or tamoxifen).ti,ab.

97 |METFORMIN/

198 ||(metformin or glucophage).ti,ab.

199 |lexp OVARY/su

1100]|((ovary or ovaries or ovarian) adj3 (drill$ or electrocauter$ or diatherm$)).ti,ab.

1101/|ILAPAROSCOPY/

1102|lexp DIATHERMY/

1103|and/101-102

1104/ (LOD or LOE).ti,ab.

1105|[exp ELECTROCOAGULATION/

|106/[exp GROWTH HORMONE/

1107]|(growth adj2 hormone$).ti,ab.
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1108 DEHYDROEPIANDROSTERONE/ |
1109|[DHEA i, ab. |
1110/|or/73-100,103-109 |
[111][fand/51,72,110 |
1112)[limit 111 to english language |
|
|
|
|
|

1113][limit 112 to (animals and humans)
1114|limit 112 to animals

1115|114 not 113

116][112 not 115

117/land/7,116

Database(s): EBM Reviews - Cochrane Central Register of Controlled Trials 4th Quarter
2010

Search Strategy: FERT_Q4_ovul_induct_economic_cctr_250111_2

[#]| Searches |
[1 ][costs.tw. |
[2 J[cost effective$.tw. |
3 Jleconomic.tw. |
4 Jor/1-3 |
|
|
|

5 J[(metabolic adj cost).tw.
6 ][((energy or oxygen) adj cost).tw.

[7 ][4 not (5 or 6)
(fertil$ or steril$ or infertil$ or subfertil$ or sub-fertil$ or fecund$ or subfecund$ or sub-
fecund$ or assist$ reproduc$).ti,ab.

9 JINFERTILITY, FEMALE/ |
[10[INFERTILITY/ |
[L1][FERTILITY/ |
[12][ANOVULATION/ |
[13[OVULATION/ or OVULATION INHIBITION/ |
[14]anovulat$ ti,ab. |
[15//oligo-ovulation.ti,ab. |
|
|
|
|
|
|
|

|"0Iigo ovulation".ti,ab.
[17][Oligoovulat$ i,ab.

|exp FERTILIZATION IN VITRO/
[19][IVF ti,ab.

[20]["in vitro fertili$" ti,ab.
[21]["in?vitro fertili$" ti,ab.

[22][ICsl.ti,ab.
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[23[Amenorrhea/

[24)famenorrhg.ti,ab.

[25]Hypogonadism/

[26](hypothalamic adj3 amenorrh$).ti,ab.

|(hypogonadotro$ adj3 hypogonadism).ti,ab.

[28][or/8-27

|exp FERTILITY AGENTS, FEMALE/

|exp GONADOTROPINS, PITUITARY/

[31][(uFSH or rFSH or LH or hMG).ti,ab.

|(gonadotrophin$ or gonadotropi$).ti,ab.

[33]GnRH.ti,ab.

|exp GONADOTROPIN-RELEASING HORMONE/

[35][GnRHa.ti,ab.

|(zo|adex or synarel or decapeptyl).ti,ab.

[37exp DOPAMINE AGENTS/

|(dopamin$ adj3 (agonist$ or agent$)).ti,ab.

[39]BROMOCRIPTINE/

[40][(cabergoline or bromocriptine).ti,ab.

|AROMATASE INHIBITORS/ or AMINOGLUTETHIMIDE/ or FADROZOLE/

[42[TESTOLACTONE/

43 (teslac or anastrozole or arimidex or letrozole or femara or exemestane or aromasin or
vorozole or rivizor or formestane or lentaron or afema).ti,ab.

[44][(aromatase adj3 inhibit$).ti,ab.

[45]fexp LIFE STYLE/

|(Iife?sty|e adj3 (change$ or adjustment$ or interven$)).ti,ab.

[47]fexp BODY WEIGHT CHANGES/

[48[EXERCISE/

|((reduc$ or decreas$ or stop$ or ceas$) adj3 exercis$).ti,ab.

|exp ESTROGEN RECEPTOR MODULATORS/ or CLOMIPHENE/ or TAMOXIFEN/

|(anti?estrogen$ or anti?oestrogen$).ti,ab.

|(c|omiphene or clomifene or tamoxifen).ti,ab.

53METFORMIN/

|(metf0rmin or glucophage).ti,ab.

55fexp OVARY/su

|((0vary or ovaries or ovarian) adj3 (drill$ or electrocauter$ or diatherm$)).ti,ab.

57LAPAROSCOPY!/

58]fexp DIATHERMY/

59/and/57-58

[60][(LOD or LOE) i,ab.
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61]fexp ELECTROCOAGULATION/ |
62]fexp GROWTH HORMONE/ |
163](growth adj2 hormone$).ti,ab. |
64| DEHYDROEPIANDROSTERONE/ |
|
|
|
|

[65][DHEA. i, ab.
66][or/29-56,59-65
67][and/28,66
68][and/7,67

Database(s): EMBASE 1980 to 2011 Week 04

Search Strategy: FERT_Q4_ovul_induct_economic_embase_250111 2

E3| Searches
\1 Hcosts.tw.

2 |lcost effectives.tw.

3 |leconomic.tw.

4 |or1-3

5 ||(metabolic adj cost).tw.

6 ||((energy or oxygen) adj cost).tw.

7 ]|4 not (5 or 6)

8 ||CLINICAL TRIALS/

9 |(clinic$ adj5 trial$).tw,sh.

110 |SINGLE BLIND PROCEDURE/

111 |DOUBLE BLIND PROCEDURE/

112 |RANDOM ALLOCATION/

13 ||[CROSSOVER PROCEDURE/

14 |PLACEBO/

115 ||placebo$.tw,sh.

116 |random$.tw,sh.

117 |RANDOMIZED CONTROLLED TRIALS/

118 ||((single or double or triple or treble) adj (blind$ or mask$)).tw,sh.
119 |[randomi?ed control$ trial$.tw.

20 ||or/8-19

21 |META ANALYSIS/

22 |((meta adj analy$) or metaanalys$ or meta-analy$).tw,sh.
23 |(systematic$ adj5 (review$ or overview$)).tw,sh.
24 ||(methodologic$ adj5 (reviews$ or overviews)).tw,sh.
25 ||or/21-24
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26 |review.pt.

27 ||(medline or medlars or embase).ab.

28 ||(scisearch or science citation index).ab.

129 ||(psychlit or psyclit or psychinfo or psycinfo or cinahl or cochrane).ab.

130 ||((hand or manual$) adj2 search$).tw.

(electronic database$ or bibliographic database$ or computeri?ed database$ or online
database$).tw.

31

132 ||(pooling or pooled or mantel haenszel).tw.

133 ||(peto or dersimonian or “der simonian" or fixed effect).tw.

34 |or/27-33

35 |land/26,34

36 |lexp CASE CONTROL STUDY/

37 |RETROSPECTIVE STUDY/

138 ||(case$ adj2 control$).tw.

39 |[COHORT ANALYSIS/

40 |[LONGITUDINAL STUDY/

41 |FOLLOW UP/

42 |PROSPECTIVE STUDY/

143 ||cohort$.tw.

44 |lor/36-43

145 |or/20,25,35,44

46 ||(book or conference paper or editorial or letter or note or proceeding or short survey).pt.

47 |45 not 46

(fertil$ or steril$ or infertil$ or subfertil$ or sub-fertil$ or fecund$ or subfecund$ or sub-

48 fecund$ or assist$ reproduc$).ti,ab.

149 |iinfertility/ or female infertility/ or subfertility/

50 |FERTILITY/

51 |lexp OVARY INSUFFICIENCY/

52 |[OVULATION/

53 |[anovulat$.ti,ab.

54 ||oligo-ovulation.ti,ab.

55 |"oligo ovulation" ti,ab.

56 |Oligoovulats$.ti,ab.

57 |FERTILIZATION IN VITRO/

58 ||IVF.ti,ab.

159 ||"in vitro fertili$" ti,ab.

160 ||"in?vitro fertili$" ti,ab.

61 |[ICSL.ti,ab.

62 |[INTRACYTOPLASMIC SPERM INJECTION/
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63 |AMENORRHEA/

64 |[amenorrhs.ti,ab.

65 |[HYPOGONADISM/

66 |[HYPOGONADOTROPIC HYPOGONADISM/

67 ||hypogonas.ti,ab.

68 |or/48-67

69 |lexp FERTILITY PROMOTING AGENT/

170 ||(uFSH or rFSH or LH or hMG).ti,ab.

171 ||(gonadotrophing or gonadotropin$).ti,ab.

72 ||GnRHS$ ti,ab.

173 ||(zoladex or synarel or decapeptyl).ti,ab.

74 |[DOPAMINE RECEPTOR STIMULATING AGENT/

175 |(dopamin$ adj3 (agonist$ or agent$)).ti,ab.

76 |[BROMOCRIPTINE/

77 ||[CABERGOLINE/

178 ||(cabergoline or bromocriptine).ti,ab.

AROMATASE INHIBITOR/ or AMINOGLUTETHIMIDE/ or
79

LETROZOLE/ or TESTOLACTONE/

AMINOGLUTETHIMIDE DERIVATIVE/ or AMINOGLUTETHIMIDE
PHOSPHATE/ or ANASTROZOLE/ or EXEMESTANE/ or FADROZOLE/ or

180 ||(teslac or femara or aromasin or rivizor or lentaron or afema).ti,ab.

81 ||(aromatase adj3 inhibitor$).ti,ab.

82 ||LIFESTYLE MODIFICATION/

83

FLUCTUATION/ or WEIGHT GAIN/ or WEIGHT REDUCTION/

BODY WEIGHT/ or LEAN BODY WEIGHT/ or WEIGHT CONTROL/ or WEIGHT

84 |\weight.ti,ab.

85 |lexp EXERCISE/

86 |((reduc$ or decreas$ or stop$ or ceas$) adj3 exercis$).ti,ab.

DERIVATIVE/

ANTIESTROGEN/ or CLOMIFENE/ or CLOMIFENE CITRATE/ or TAMOXIFEN/ or
87 |[TAMOXIFEN AZIRIDINE/ or TAMOXIFEN CITRATE/ or TAMOXIFEN

88 ||(anti?estrogen$ or anti?oestrogens).ti,ab.

89 ||(clomiphene or clomifene or tamoxifen).ti,ab.

90 |METFORMIN/

91 ||(metformin or glucophage).ti,ab.

192 ||((ovary or ovaries or ovarian) adj3 (drill$ or electrocauter$ or diatherm$)).ti,ab.

93 |lexp OVARY/su

94 |DIATHERMY/

95 |[LAPAROSCOPIC SURGERY/

96 |[LAPAROSCOPY/
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97 |lor/95-96

98 |[and/94,97

99 ][(LOD or LOE)ti,ab.

1L00|[ELECTROCOAGULATION/

1101/lexp GROWTH HORMONE/

1102|/(growth adj2 hormone$).ti,ab.

1103|PRASTERONE/

1104/ DHEA i ab.

1105]|or/69-93,98-104

1106/jand/47,68,105

1207][limit 106 to english language

1108|}and/7,107

Database(s): EBM Reviews - Health Technology Assessment 1st Quarter 2011

Search Strategy: FERT_Q4_ovul_induct_economic_hta_250111 2

| Searches

1 (fertil$ or steril$ or infertil$ or subfertil$ or sub-fertil$ or fecund$ or subfecund$ or sub-
fecund$ or assist$ reproduc$).tw.

2 [INFERTILITY, FEMALE/

3 JINFERTILITY/

[4 JFERTILITY/

5 JJANOVULATION/

@|OVULATION/ or OVULATION INHIBITION/

[7 Jlanovulat$.tw.

8 J[oligo-ovulation.tw.

9 ]["oligo ovulation”.tw.

[10][ligoovulats.tw.

|exp FERTILIZATION IN VITRO/

[12]IVF.tw.

[13]"in vitro fertili$".tw.

[14]["in?vitro fertili$".tw.

[15]ICS1.tw.

[16][Amenorrhea/

[17]famenorrhg.tw.

[18]Hypogonadism/

[19][(hypothalamic adj3 amenorrh$).tw.

|(hypogonadotro$ adj3 hypogonadism).tw.
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[21][or/1-20

|exp FERTILITY AGENTS, FEMALE/

|exp GONADOTROPINS, PITUITARY/

|(uFSH or rESH or LH or hMG).tw.

|(gonadotr0phin$ or gonadotropi$).tw.

[26][GnRH.tw.

|exp GONADOTROPIN-RELEASING HORMONE/

[28]GnRHa.tw.

|(zo|adex or synarel or decapeptyl).tw.

[30/fexp DOPAMINE AGENTS/

|(dopamin$ adj3 (agonist$ or agent$)).tw.

[32][BROMOCRIPTINE/

|(cabergo|ine or bromocriptine).tw.

|AROMATASE INHIBITORS/ or AMINOGLUTETHIMIDE/ or FADROZOLE/

[35|TESTOLACTONE/

36 (teslac or anastrozole or arimidex or letrozole or femara or exemestane or aromasin or
vorozole or rivizor or formestane or lentaron or afema).tw.

[37]|(aromatase adj3 inhibit$).tw.

[38]lexp LIFE STYLE/

|(Iife?sty|e adj3 (change$ or adjustment$ or interven$)).tw.

[40]lexp BODY WEIGHT CHANGES/

[41][EXERCISE/

|((reduc$ or decreas$ or stop$ or ceas$) adj3 exercis$).tw.

|exp ESTROGEN RECEPTOR MODULATORS/ or CLOMIPHENE/ or TAMOXIFEN/

|(anti?estrogen$ or anti?oestrogen$).tw.

|(c|omiphene or clomifene or tamoxifen).tw.

[46][METFORMIN/

|(metformin or glucophage).tw.

[48fexp OVARY/su

|((0vary or ovaries or ovarian) adj3 (drill$ or electrocauter$ or diatherm$)).tw.

[50[LAPAROSCOPY/

51]fexp DIATHERMY/

52]and/50-51

53][(LOD or LOE).tw.

[54exp ELECTROCOAGULATION/

[55]exp GROWTH HORMONE/

56][(growth adj2 hormones).tw.

|DEHYDROEPIANDROSTERONE/

[58]DHEA tw.

97




Fertility (appendices)

59][or/22-49,52-58

[60]fand/21,59

Database(s): EBM Reviews - NHS Economic Evaluation Database 1st Quarter 2011

Search Strategy: FERT_Q4_ovul_induct_economic_nhseed_250111 2

| Searches

1 (fertil$ or steril$ or infertil$ or subfertil$ or sub-fertil$ or fecund$ or subfecund$ or sub-
fecund$ or assist$ reproduc$).tw.

2 [INFERTILITY, FEMALE/

[3 JINFERTILITY/

[4 JFERTILITY/

5 JIANOVULATION/

E|OVULATION/ or OVULATION INHIBITION/

[7 Jlanovulat$.tw.

|0Iigo-ovu|ation.tw.

@r'oligo ovulation".tw.

[10]/Oligoovulat$.tw.

[11]exp FERTILIZATION IN VITRO/

[12][1VF.tw.

[13]["in vitro fertili$".tw.

[14]["in?vitro fertili$".tw.

[15]ICS1.tw.

[16]Amenorrhea/

[17]amenorrh$.tw.

[18]Hypogonadism/

[19][(hypothalamic adj3 amenorrh$).tw.

|(hypogonadotr0$ adj3 hypogonadism).tw.

[21][or/1-20

|exp FERTILITY AGENTS, FEMALE/

[23fexp GONADOTROPINS, PITUITARY/

|(uFSH or rESH or LH or hMG).tw.

|(gonadotrophin$ or gonadotropi$).tw.

[26[GnRH.tw.

|exp GONADOTROPIN-RELEASING HORMONE/

[28|GnRHa.tw.

[29](zoladex or synarel or decapeptyl).tw.

[30lexp DOPAMINE AGENTS/

98



Appendix E — Search strategies

|(dopamin$ adj3 (agonist$ or agent$)).tw.

[32[BROMOCRIPTINE/

|(cabergo|ine or bromocriptine).tw.

|AROMATASE INHIBITORS/ or AMINOGLUTETHIMIDE/ or FADROZOLE/
[35|[TESTOLACTONE/

36 (teslac or anastrozole or arimidex or letrozole or femara or exemestane or aromasin or
vorozole or rivizor or formestane or lentaron or afema).tw.

[37)(aromatase adj3 inhibit$).tw.

[38][exp LIFE STYLE/

|(Iife?sty|e adj3 (change$ or adjustment$ or interven$)).tw.
[40/fexp BODY WEIGHT CHANGES/

[41][EXERCISE/

|((reduc$ or decreas$ or stop$ or ceas$) adj3 exercis$).tw.
|exp ESTROGEN RECEPTOR MODULATORS/ or CLOMIPHENE/ or TAMOXIFEN/
|(anti?estrogen$ or anti?oestrogen$).tw.

|(c|omiphene or clomifene or tamoxifen).tw.
[46]METFORMIN/

|(metformin or glucophage).tw.

[48]exp OVARY/su

|((0vary or ovaries or ovarian) adj3 (drill$ or electrocauter$ or diatherm$)).tw.
[50]LAPAROSCOPY/

51]lexp DIATHERMY/

52][and/50-51

53)[(LOD or LOE).tw.

[54]exp ELECTROCOAGULATION/

[55/exp GROWTH HORMONE/

|(gr0vvth adj2 hormone$).tw.
[57|[DEHYDROEPIANDROSTERONE/

[58]DHEA tw.

[59][or/22-49,52-58

[60/and/21,59
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Database(s): Ovid MEDLINE(R) 1948 to July Week 1 2011

Search Strategy: FERT_Q4_ovul_induct_medline_rerun1_180711

Searches

randomized controlled trial.pt.

controlled clinical trial.pt.

DOUBLE BLIND METHOD/

SINGLE BLIND METHOD/

RANDOM ALLOCATION/

RANDOMIZED CONTROLLED TRIALS/

or/1-6

((single or double or triple or treble) adj5 (blind$ or mask$)).tw,sh.

O (|0 ([N o ||o || || ]| |- || H

clinical trial.pt.

-
o

exp CLINICAL TRIAL/

[
[

exp CLINICAL TRIALS AS TOPIC/

—
N

(clinic$ adj5 trial$).tw,sh.

-
w

PLACEBOS/

[N
SN

placebo$.tw,sh.

—
a1

random$.tw,sh.

-
[op}

or/8-15

[
\l

or/7,16

—
oo

META ANALYSIS/

-
©

META ANALYSIS AS TOPIC/

N
o

meta analysis.pt.

N
[

(metaanaly$ or meta-analy$ or (meta adj analy$)).tw,sh.

N
N

(systematic$ adj5 (review$ or overview$)).tw,sh.

N
w

(methodologic$ adj5 (review$ or overview$)).tw,sh.

N
~

or/18-23

N
6]

review$.pt.

26

(medline or medlars or embase or cinahl or cochrane or psycinfo or psychinfo or psychlit
or psyclit or "web of science" or "science citation" or scisearch).tw.

27

((hand or manual$) adj2 search$).tw.
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28

(electronic database$ or bibliographic database$ or computeri?ed database$ or online
database$).tw,sh.

29

(pooling or pooled or mantel haenszel).tw,sh.

30

(peto or dersimonian or der simonian or fixed effect).tw,sh.

31

or/26-30

32

and/25,31

33

exp CASE-CONTROL STUDIES/

34

(case$ adj2 control$).tw.

35

exp COHORT STUDIES/

36

cohort$.tw.

37

or/33-36

38

or/17,24,32,37

39

letter.pt.

40

comment.pt.

41

editorial.pt.

42

historical article.pt.

43

or/39-42

44

38 not 43

45

(fertil$ or steril$ or infertil$ or subfertil$ or sub-fertil$ or fecund$ or subfecund$ or sub-
fecund$ or assist$ reproduc$).ti,ab.

46

INFERTILITY, FEMALE/

47

INFERTILITY/

48

FERTILITY/

49

ANOVULATION/

50

OVULATION/ or OVULATION INHIBITION/

51

POLYCYSTIC OVARY SYNDROME/

52

PCOS.ti,ab.

53

anovulat$.ti,ab.

54

(polycystic adj2 ovar$).ti,ab.

55

oligo-ovulation.ti,ab.

56

"oligo ovulation™.ti,ab.

57

Oligoovulat$.ti,ab.
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58

exp FERTILIZATION IN VITRO/

59

IVF.ti,ab.

60

"in vitro fertili$".ti,ab.

61

"in?vitro fertili$" ti,ab.

62

ICSl.ti,ab.

63

AMENORRHEA/

64

amenorrh$.ti,ab.

65

HYPOGONADISM/

66

(hypothalamic adj3 amenorrh$).ti,ab.

67

(hypogonadotro$ adj3 hypogonadism).ti,ab.

68

or/45-67

69

exp FERTILITY AGENTS, FEMALE/

70

exp GONADOTROPINS, PITUITARY/

71

(uFSH or rFSH or LH or hMG).ti,ab.

72

(gonadotrophin$ or gonadotropi$).ti,ab.

73

GnRH.ti,ab.

74

exp GONADOTROPIN-RELEASING HORMONE/

75

GnRHa.ti,ab.

76

(zoladex or synarel or decapeptyl).ti,ab.

7

exp ESTROGENS/

78

exp PROGESTERONE/

79

(oestrogen$ or estrogen$ or progesterone$).ti,ab.

80

exp CONTRACEPTIVES, ORAL/

81

OCP.ti,ab.

82

(contraceptive adj pill$).ti,ab.

83

exp DOPAMINE AGENTS/

84

(dopamin$ adj3 (agonist$ or agent$)).ti,ab.

85

BROMOCRIPTINE/

86

(cabergoline or bromocriptine).ti,ab.

87

AROMATASE INHIBITORS/ or AMINOGLUTETHIMIDE/ or FADROZOLE/

88

TESTOLACTONE/
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89

(teslac or anastrozole or arimidex or letrozole or femara or exemestane or aromasin or
vorozole or rivizor or formestane or lentaron or afema).ti,ab.

90

(aromatase adj3 inhibit$).ti,ab.

91

exp LIFE STYLE/

92

(life?style adj3 (change$ or adjustment$ or interven$)).ti,ab.

93

exp BODY WEIGHT CHANGES/

94

EXERCISE/

95

((reduc$ or decreas$ or stop$ or ceas$) adj3 exercis$).ti,ab.

96

exp ESTROGEN RECEPTOR MODULATORS/ or CLOMIPHENE/ or TAMOXIFEN/

97

(anti?estrogen$ or anti?oestrogen$).ti,ab.

98

(clomiphene or clomifene or tamoxifen).ti,ab.

99

METFORMIN/

100

(metformin or glucophage).ti,ab.

101

exp OVARY/su

102

((ovary or ovaries or ovarian) adj3 (drill$ or electrocauter$ or diatherm$)).ti,ab.

103

LAPAROSCOPY/

104

exp DIATHERMY/

105

and/103-104

106

and/101,105

107

0r/102,106

108

(LOD or LOE).ti,ab.

109

exp ELECTROCOAGULATION/

110

exp GROWTH HORMONE/

111

(growth adj2 hormone$).ti,ab.

112

DEHYDROEPIANDROSTERONE/

113

DHEA .ti,ab.

114

0r/69-100,107-113

115

(pretreatment adj phase$).ti,ab.

116

(pre adj treatment adj phase$).ti,ab.

117

(down adj regulation).ti,ab.

118

DOWN-REGULATION/
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119||lexp OVULATION INDUCTION/

120||((ovarian or ovaries) adj2 stimulat$).ti,ab.

121||trigger$.ti,ab.

122|((luteal adj phase adj2 support$).ti,ab.

123||(pre adj stimulat$).ti,ab.

124||prestimulat$.ti,ab.

125||or/115-124

126/ or/114,125

127||and/68,126

128||and/44,127

129|/limit 128 to english language

130jlimit 129 to (animals and humans)

131||limit 129 to animals

132||131 not 130

133|129 not 132

134/limit 133 to yr="2010 -Current"

Database(s): Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations July 15, 2011

Search Strategy: FERT_Q4_ovul_induct_medline_in_process_rerunl_180711

]

Searches

(fertil$ or steril$ or infertil$ or subfertil$ or sub-fertil$ or fecund$ or subfecund$ or sub-
fecund$ or assist$ reproduc$).ti,ab.

anovulat$.ti,ab.

oligo-ovulation.ti,ab.

"oligo ovulation".ti,ab.

Oligoovulat$.ti,ab.

IVF.ti,ab.

"in vitro fertili$".ti,ab.

"in?vitro fertili$" ti,ab.

ICSL.ti,ab.

B CJ® == ™ ] =

amenorrh$.ti,ab.
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38
39

(hypogonadotro$ adj3 hypogonadism).ti,ab.

(hypothalamic adj3 amenorrh$).ti,ab.

or/1-12

(uFSH or rFSH or LH or hMG).ti,ab.

(gonadotrophin$ or gonadotropin$).ti,ab.

GnRH.ti,ab.

GnRHa.ti,ab.

(zoladex or synarel or decapeptyl).ti,ab.

(dopamin$ adj3 (agonist$ or agent$)).ti,ab.

(cabergoline or bromocriptine).ti,ab.

(teslac or anastrozole or arimidex or letrozole or femara or exemestane or aromasin or
vorozole or rivizor or formestane or lentaron or afema).ti,ab.

(aromatase adj3 inhibit$).ti,ab.

testolactone.ti,ab.

(life?style adj3 (change$ or adjustment$ or interven$)).ti,ab.

((reduc$ or decreas$ or stop$ or ceas$) adj3 exercis$).ti,ab.

(anti?estrogen$ or anti?oestrogen$).ti,ab.

(clomiphene or clomifene or tamoxifen).ti,ab.

(metformin or glucophage).ti,ab.

((ovary or ovaries or ovarian) adj3 (drill$ or electrocauter$ or diatherm$)).ti,ab.

(LOD or LOE).ti,ab.

(growth adj2 hormone$).ti,ab.

dehydroepiandrosterone.ti,ab.

DHEA ti,ab.

(pretreatment adj phase$).ti,ab.

(pre adj treatment adj phase$).ti,ab.

(down adj regulation).ti,ab.

((ovarian or ovaries) adj2 stimulat$).ti,ab.

trigger$.ti,ab.

(luteal adj phase adj2 support$).ti,ab.

40

(pre adj stimulat$).ti,ab.
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41||prestimulat$.ti,ab.

42||or/14-41

43||and/13,42
44 limit 43 to yr="2010 -Current"

Database(s): EBM Reviews - Cochrane Central Register of Controlled Trials 3rd Quarter
2011

Search Strategy: FERT_Q4_ovul_induct_cctr_rerun1_180711

]

Searches

(fertil$ or steril$ or infertil$ or subfertil$ or sub-fertil$ or fecund$ or subfecund$ or sub-
fecund$ or assist$ reproduc$).ti,ab.

INFERTILITY, FEMALE/
INFERTILITY/
FERTILITY/

ANOVULATION/
OVULATION/ or OVULATION INHIBITION/
POLYCYSTIC OVARY SYNDROME/

PCOS.ti,ab.

anovulat$.ti,ab.

(polycystic adj2 ovar$).ti,ab.

oligo-ovulation.ti,ab.

"oligo ovulation™.ti,ab.

Oligoovulat$.ti,ab.

exp FERTILIZATION IN VITRO/

IVF.ti,ab.

"in vitro fertili$".ti,ab.

"in?vitro fertili$".ti,ab.

ICSL.ti,ab.

AMENORRHEA/

amenorrh$.ti,ab.

N[ e 2 e e [ = e e - e [© [ [N [[o |[[on [[& e [N ] -~
P |[O |lo ||~ |lo|o s |w | |- o

HYPOGONADISM/
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48
49
50

(hypothalamic adj3 amenorrh$).ti,ab.

(hypogonadotro$ adj3 hypogonadism).ti,ab.

or/1-23

exp FERTILITY AGENTS, FEMALE/

exp GONADOTROPINS, PITUITARY/

(uFSH or rFSH or LH or hMG).ti,ab.

(gonadotrophin$ or gonadotropi$).ti,ab.

GnRH.ti,ab.

exp GONADOTROPIN-RELEASING HORMONE/

GnRHa.ti,ab.

(zoladex or synarel or decapeptyl).ti,ab.

exp ESTROGENS/

exp PROGESTERONE/

(oestrogen$ or estrogen$ or progesterone$).ti,ab.

exp CONTRACEPTIVES, ORAL/

OCP.ti,ab.

(contraceptive adj pill$).ti,ab.

exp DOPAMINE AGENTS/

(dopamin$ adj3 (agonist$ or agent$)).ti,ab.

BROMOCRIPTINE/

(cabergoline or bromocriptine).ti,ab.

AROMATASE INHIBITORS/ or AMINOGLUTETHIMIDE/ or FADROZOLE/

TESTOLACTONE/

(teslac or anastrozole or arimidex or letrozole or femara or exemestane or aromasin or
vorozole or rivizor or formestane or lentaron or afema).ti,ab.

(aromatase adj3 inhibit$).ti,ab.

exp LIFE STYLE/

(life?style adj3 (change$ or adjustment$ or interven$)).ti,ab.

exp BODY WEIGHT CHANGES/

EXERCISE/

5]

((reduc$ or decreas$ or stop$ or ceas$) adj3 exercis$).ti,ab.

107




Fertility (appendices)

[ENEEERE
(6)] S [CSIRINS)

a1

6

I
~

8

REEYER R
N [ O |[©

()]

3

o |[o |[[o |[o
[ERERENE

[*)]

8

=SAE
(o)

0
1
2

~ ”\l ”\l ~
w

4

3 |5
(8]

6

ElFEERE
O |[|© [ ~

81

exp ESTROGEN RECEPTOR MODULATORS/ or CLOMIPHENE/ or TAMOXIFEN/

(anti?estrogen$ or anti?oestrogen$).ti,ab.

(clomiphene or clomifene or tamoxifen).ti,ab.

METFORMIN/

(metformin or glucophage).ti,ab.

exp OVARY/su

((ovary or ovaries or ovarian) adj3 (drill$ or electrocauter$ or diatherm$)).ti,ab.

LAPAROSCOPY/

exp DIATHERMY/

and/59-60

and/57,61

or/58,62

(LOD or LOE).ti,ab.

exp ELECTROCOAGULATION/

exp GROWTH HORMONE/

(growth adj2 hormone$).ti,ab.

DEHYDROEPIANDROSTERONE/

DHEA.ti,ab.

0r/25-56,63-69

(pretreatment adj phase$).ti,ab.

(pre adj treatment adj phase$).ti,ab.

(down adj regulation).ti,ab.

DOWN-REGULATION/

exp OVULATION INDUCTION/

((ovarian or ovaries) adj2 stimulat$).ti,ab.

trigger$.ti,ab.

(luteal adj phase adj2 support$).ti,ab.

(pre adj stimulat$).ti,ab.

prestimulat$.ti,ab.

or/71-80

82

or/70,81
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and/24,82

limit 83 to yr="2010 -Current"

Database(s): EBM Reviews - Cochrane Database of Systematic Reviews 2005 to June
2011, EBM Reviews - Database of Abstracts of Reviews of Effects 3rd Quarter 2011

Search Strategy: FERT_Q4_ovul_induct_cdsrdare_rerunl_200711

* |

N |IN [N (DN ([ |2 (||| || ||k || || |N | |01 (& || =
W (N P |[[O |[© || [N [|[© (O ||& (W [N (- O

Searches

(fertil$ or steril$ or infertil$ or subfertil$ or sub-fertil$ or fecund$ or subfecund$ or sub-

fecund$ or assist$ reproduc$).tw,tx.

INFERTILITY, FEMALE.kw.

INFERTILITY .kw.

FERTILITY .kw.

ANOVULATION.kw.

(OVULATION or OVULATION INHIBITION).kw.

anovulat$.tw,tx.

oligo-ovulation.tw,tx.

"oligo ovulation™.tw,tx.

Oligoovulat$.tw,tx.

FERTILIZATION IN VITRO.kw.

IVFE.tw,tX.

"in vitro fertili$".tw,tx.

"in?vitro fertili$" .tw,tx.

ICSI.tw,tx.

AMENORRHEA kw.

amenorrh$.tw,tx.

HYPOGONADISM.kw.

(hypothalamic adj3 amenorrh$).tw,tx.

(hypogonadotro$ adj3 hypogonadism).tw,tx.

or/1-20

FERTILITY AGENTS, FEMALE.kw.

GONADOTROPINS, PITUITARY .kw.
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(UFSH or rFSH or LH or hMG).tw,tx.

(gonadotrophin$ or gonadotropi$).tw,tx.

GnRH.tw,tx.

GONADOTROPIN-RELEASING HORMONE .kw.

GnRHa.tw, tx.

(zoladex or synarel or decapeptyl).tw,tx.

ESTROGENS .kw.

PROGESTERONE.kw.

(oestrogen$ or estrogen$ or progesterone$).tw,tx.

CONTRACEPTIVES, ORAL.kw.

OCP.tw,tx.

(contraceptive adj pill$).ti,ab.

DOPAMINE AGENTS.kw.

(dopamin$ adj3 (agonist$ or agent$)).tw,tx.

BROMOCRIPTINE.kw.

(cabergoline or bromocriptine).tw,tx.

(AROMATASE INHIBITORS or AMINOGLUTETHIMIDE or FADROZOLE).kw.

TESTOLACTONE.kw.

(teslac or anastrozole or arimidex or letrozole or femara or exemestane or aromasin or
vorozole or rivizor or formestane or lentaron or afema).tw,tx.

(aromatase adj3 inhibit$).tw,tx.

LIFE STYLE.kw.

(life?style adj3 (change$ or adjustment$ or interven$)).tw,tx.

BODY WEIGHT CHANGES.kw.

EXERCISE.kw.

((reduc$ or decreas$ or stop$ or ceas$) adj3 exercis$).tw,tx.

(ESTROGEN RECEPTOR MODULATORS or CLOMIPHENE or TAMOXIFEN).kw.

(anti?estrogen$ or anti?oestrogen$).tw,tx.

(clomiphene or clomifene or tamoxifen).tw,tx.

METFORMIN.kw.

(metformin or glucophage).tw,tx.
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S ||O1 || W [N [k O [[© [ ([N & ([0 |[|& (W [N [k O |[© [0 (N o ||o >

77
8

or/22-53

OVARY .kw.

((ovary or ovaries or ovarian) adj3 (drill$ or electrocauter$ or diatherm$)).tw,tx.

LAPAROSCOPY .kw.

DIATHERMY .kw.

and/57-58

and/55,59

or/56,60

(LOD or LOE).tw,tx.

ELECTROCOAGULATION.kw.

GROWTH HORMONE .kw.

(growth adj2 hormone$).tw,tx.

DEHYDROEPIANDROSTERONE.kw.

DHEA. .tw,tXx.

(pretreatment adj phase$).tw,tx.

(pre adj treatment adj phase$).tw,tx.

(down adj regulation).tw,tx.

DOWN-REGULATION.kw.

OVULATION INDUCTION.kw.

((ovarian or ovaries) adj2 stimulat$).tw,tx.

trigger$.tw, tx.

(luteal adj phase adj2 support$).tw,tx.

or/62-75

or/54,61,76

and/21,77

IE

limit 78 to last 2 years
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Database(s): Embase 1980 to 2011 Week 28

Search Strategy: FERT_Q4_ovul_induct_embase_rerunl_210711

Searches

CLINICAL TRIALS/

(clinic$ adj5 trial$).tw,sh.

SINGLE BLIND PROCEDURE/

DOUBLE BLIND PROCEDURE/

RANDOM ALLOCATION/

CROSSOVER PROCEDURE/

PLACEBO/

placebo$.tw,sh.

© |0 [N o |[or [ [[w (I |- |3+

random$.tw,sh.

-
o

RANDOMIZED CONTROLLED TRIALS/

—
[ERN

((single or double or triple or treble) adj (blind$ or mask$)).tw,sh.

[EY
N

randomi?ed control$ trial$.tw.

-
w

or/1-12

[EN
N

META ANALYSIS/

[EY
ol

((meta adj analy$) or metaanalys$ or meta-analy$).tw,sh.

-
[op}

(systematic$ adj5 (review$ or overview$)).tw,sh.

-
\l

(methodologic$ adj5 (review$ or overview$)).tw,sh.

[EY
(00]

or/14-17

-
©

review.pt.

N
o

(medline or medlars or embase).ab.

N
=

(scisearch or science citation index).ab.

N
N

(psychlit or psyclit or psychinfo or psycinfo or cinahl or cochrane).ab.

N
w

((hand or manual$) adj2 search$).tw.

24

(electronic database$ or bibliographic database$ or computeri?ed database$ or online
database$).tw.

25

(pooling or pooled or mantel haenszel).tw.

26

(peto or dersimonian or "der simonian” or fixed effect).tw.

27

or/20-26
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28

and/19,27

29

exp CASE CONTROL STUDY/

30

RETROSPECTIVE STUDY/

31

(case$ adj2 control$).tw.

32

COHORT ANALYSIS/

33

LONGITUDINAL STUDY/

34

FOLLOW UP/

35

PROSPECTIVE STUDY/

36

cohort$.tw.

37

or/29-36

38

0r/13,18,28,37

39

(book or conference paper or editorial or letter or note or proceeding or short survey).pt.

40

38 not 39

41

(fertil$ or steril$ or infertil$ or subfertil$ or sub-fertil$ or fecund$ or subfecund$ or sub-
fecund$ or assist$ reproduc$).ti,ab.

42

infertility/ or female infertility/ or subfertility/

43

FERTILITY/

44

exp OVARY INSUFFICIENCY/

45

OVULATION/

46

anovulat$.ti,ab.

47

oligo-ovulation.ti,ab.

48

"oligo ovulation".ti,ab.

49

Oligoovulat$.ti,ab.

50

FERTILIZATION IN VITRO/

51

IVF.ti,ab.

52

"in vitro fertili$".ti,ab.

53

"in?vitro fertili$" ti,ab.

54

ICSl.ti,ab.

55

INTRACYTOPLASMIC SPERM INJECTION/

56

AMENORRHEA/

57

amenorrh$.ti,ab.
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58 |[HYPOGONADISM/

59 |[HYPOGONADOTROPIC HYPOGONADISM/
60 ||hypogona$.ti,ab.

61 |lor/41-60

62 |exp FERTILITY PROMOTING AGENT/

63 ||((uFSH or rFSH or LH or hMG).ti,ab.

64 |/(gonadotrophin$ or gonadotropin$).ti,ab.

65 ||GnRH$.ti,ab.

66 ||(zoladex or synarel or decapeptyl).ti,ab.

67 |lexp ESTROGEN/

68 |PROGESTERONE/

69 |/(oestrogen$ or estrogen$ or progesterone$).ti,ab.
70 |lexp ORAL CONTRACEPTIVE AGENT/

71 ||OCP.ti,ab.

72 ||(contraceptive adj pill$).ti,ab.

73 |[DOPAMINE RECEPTOR STIMULATING AGENT/
74 ||(dopamin$ adj3 (agonist$ or agent$)).ti,ab.

75 || BROMOCRIPTINE/

76 (|CABERGOLINE/

7

(cabergoline or bromocriptine).ti,ab.

78

AROMATASE INHIBITOR/ or AMINOGLUTETHIMIDE/ or
AMINOGLUTETHIMIDE DERIVATIVE/ or AMINOGLUTETHIMIDE
PHOSPHATE/ or ANASTROZOLE/ or EXEMESTANE/ or FADROZOLE/ or
LETROZOLE/ or TESTOLACTONE/

79

(teslac or femara or aromasin or rivizor or lentaron or afema).ti,ab.

80

(aromatase adj3 inhibitor$).ti,ab.

81

LIFESTYLE MODIFICATION/

82

BODY WEIGHT/ or LEAN BODY WEIGHT/ or WEIGHT CONTROL/ or WEIGHT
FLUCTUATION/ or WEIGHT GAIN/ or WEIGHT REDUCTION/

83

weight.ti,ab.

84

exp EXERCISE/

85

((reduc$ or decreas$ or stop$ or ceas$) adj3 exercis$).ti,ab.
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86

ANTIESTROGEN/ or CLOMIFENE/ or CLOMIFENE CITRATE/ or TAMOXIFEN/ or
TAMOXIFEN AZIRIDINE/ or TAMOXIFEN CITRATE/ or TAMOXIFEN

DERIVATIVE/

87

(anti?estrogen$ or anti?oestrogen$).ti,ab.

88

(clomiphene or clomifene or tamoxifen).ti,ab.

89

METFORMIN/

90

(metformin or glucophage).ti,ab.

91

or/62-90

92

((ovary or ovaries or ovarian) adj3 (drill$ or electrocauter$ or diatherm$)).ti,ab.

93

exp OVARY/su

94

DIATHERMY/

95

LAPAROSCOPIC SURGERY/

96

LAPAROSCOPY/

97

0r/95-96

98

and/94,97

99

0r/92,98

100

(LOD or LOE).ti,ab.

101

ELECTROCOAGULATION/

102

exp GROWTH HORMONE/

103

(growth adj2 hormone$).ti,ab.

104

PRASTERONE/

105

DHEA.ti,ab.

106

(pretreatment adj phase$).ti,ab.

107

(pre adj treatment adj phase$).ti,ab.

108

(down adj regulation).ti,ab.

109

DOWN REGULATION/

110

OVULATION INDUCTION/

111

((ovarian or ovaries) adj2 stimulat$).ti,ab.

112

trigger$.ti,ab.

113

(luteal adj phase adj2 support$).ti,ab.

114

(pre adj stimulat$).ti,ab.

115

prestimulat$.ti,ab.

115




Fertility (appendices)

116

or/100-115

117

0r/91,99,116

118

and/61,117

119

and/40,118

120

limit 119 to english language

121

limit 120 to yr="2010 -Current"

Cinahl Ebsco

FERT_Q4_ovul_induct_cinahl_rerunl_220711

S99

S98

S97

S96

S95

S94

S93

S92

S91

S90

S89

S88

S87

116

Query

S21 and S95

S21 and S95

S21 and S95

S21 and S95

S93 or S94

S75 or S76 or S77 or S78 or S79 or S80 or S81 or S82 or S83 or S84 or S85 or S86 or S87 or S88 or
S89 or S90 or S91 or S92

S22 or S23 or S24 or S25 or S26 or S27 or S28 or S29 or S30 or S31 or S32 or S33 or S34 or S35 or
S36 or S37 or S38 or S39 or S40 or S41 or S42 or S43 or S44 or S45 or S46 or S47 or S48 or S49 or
S50 or S51 or S52 or S53 or S54 or S55 or S56 or S57 or S58 or S59 or S60 or S61 or S62 or S63 or
S64 or S65 or S66 or S67 or S68 or S69 or S70 or S71 or S72

TI (pre-stimulat*) or AB (pre-stimulat*)

AB ("luteal phase support")

TI ("luteal phase support")

TI (trigger*) or AB (trigger*)

AB (ovar* N2 stimulat*)

TI (ovar* N2 stimulat*)




Appendix E — Search strategies

S86

S85

S84

S83

S82

S81

S80

S79

S78

S77

S76

S75

S74

S73

S72

S71

S70

S69

S68

S67

S66

S65

S64

S63

(MH "OVULATION INDUCTION")

TI (down-regulat*) or AB (down-regulat*)

TI (pre-treatment) or AB (pre-treatment)

TI (DHEA) or AB (DHEA)

(MH "PRASTERONE")

AB (growth N2 hormone*)

TI (growth N2 hormone*)

(MH "HUMAN GROWTH HORMONE")

(MH "ELECTROCOAGULATION+")

AB (LOD) or AB (LOE)

TI (LOD) or TI (LOE)

S73 and S74

(MH "DIATHERMY")

(MH "LAPAROSCOPY")

AB (drill* or electrocauter* or diatherm¥)

TI (drill* or electrocauter* or diatherm*)

(MH "OVARY/SU")

AB (metformin) or AB (glucophage)

TI (metformin) or TI (glucophage)

(MH "METFORMIN")

AB (tamoxifene) or AB (clomiphene) or AB (clomifene)

TI (tamoxifene) or Tl (clomiphene) or Tl (clomifene)

TI (anti-oestrogen*) or AB (anti-oestrogen*)

TI (anti-estrogen*) or AB (anti-estrogen*)
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S62 | (MH"ESTROGEN RECEPTOR MODULATORS") OR (MH "ESTROGEN ANTAGONISTS+")

S61 | Tl (exercis*) or AB (exercis*)

S60 | (MH "EXERCISE")

S59 | (MH "BODY WEIGHT CHANGES+")

S58 | AB (life-style N3 interven®*)

S57 | Tl (life-style N3 interven*)

S56 | AB (life-style N3 adjustment*)

S55 | Tl (life-style N3 adjustment*)

S54 | AB (life-style N3 change*)

S53 | Tl (life-style N3 change*)

S52 | (MH "LIFE STYLE+")

AB (aminoglutethimide or testolactone or teslac or arimidex or letrozole or femara or exemestane or

S51 . .
aromasin or vorozole or rivizor or formestane or lentaron or fadrozole or afema)

TI (aminoglutethimide or testolactone or teslac or arimidex or letrozole or femara or exemestane or
aromasin or vorozole or rivizor or formestane or lentaron or fadrozole or afema)

S50

S49 | AB (aromatase N3 inhibitor*)

S48 | Tl (aromatase N3 inhibitor*)

S47 | (MH "AROMATASE INHIBITORS+")

S46 | AB (cabergoline) or AB (bromocriptine)

S45 | Tl (cabergoline) or Tl (bromocriptine)

S44 | (MH "BROMOCRIPTINE")

S43 | Tl (dopamine N3 agents*) or AB (dopamine N3 agents*)

S42 | Tl (dopamine N3 agonist*) or AB (dopamine N3 agonist*)

S41 | (MH "DOPAMINE AGENTS+")

S40 | Tl (contraceptive N3 pill*) or AB (contraceptive N3 pill*)
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S39 | TI (OCP) or AB (OCP)

S38 | (MH "CONTRACEPTIVES, ORAL+")

S37 | AB (oestrogen* or estrogen* or progesterone*)

S36 | Tl (oestrogen* or estrogen* or progesterone*)

S35 | (MH "PROGESTERONE+")

S34 | (MH "ESTROGENS+")

S33 | AB (zoladex) or AB (synarel) or AB (decapeptyl)

S32 | Ti(zoladex) or Tl (synarel) or Tl (decapeptyl)

S31 | TI (GnRH) or AB (GnRH)

S30 | (MH "GONADORELIN+")

S29 | Tl (GnRHa) or AB (GnRHa)

S28 | AB (gonadotrophin* or gonadotropin*)

S27 | Tl (gonadotrophin* or gonadotropin*)

S26 | TI (hMG) or AB (hMG)

S25 | TI (rFSH) or AB (rFSH)

S24 | TI (UFSH) or AB (UFSH)

S23 | (MH "GONADOTROPINS, PITUITARY+")

S22 | (MH"FERTILITY AGENTS+") OR (MH "MENSTRUATION INDUCING AGENTS+")

S1 or S2 or S3 0or S4 or S5 or S6 or S7 or S8 or S9 or S10 or S11 or S12 or S13 or S14 or S15 or S16
or S17 or S18 or S19 or S20

S21

S20 | TI (polycystic) or AB (polycystic)

S19 | (MH "POLYCYSTIC OVARY SYNDROME")
S18 | (MH "HYPOGONADISM+")

S17 | Tl (amenorrh*) or AB (amenorrh*)

S16 | (MH "AMENORRHEA")
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S15 | AB (intracytoplasmic sperm injection*)

S14 | TI (intracytoplasmic sperm injection*)

S13 | TI(ICSI) or AB (ICSI)

S12 | Tl (in vitro fertili*) or AB (in vitro fertili*)

S11 | TI (IVF) or AB (IVF)

S10 | (MH "FERTILIZATION IN VITRO")

S9 TI (oligo-ovulat*) or AB (oligo-ovulat*)

S8 TI (anovulat*) or AB (anovulat*)

S7 (MH "OVULATION")

S6 (MH "FERTILITY")

S5 TI (assist* reproduc*) or AB (assist* reproduc?*)

S4 | (MH "INFERTILITY RISK (Saba CCC)")

S3 (MH "INFERTILITY")

S2 AB (fertil* or steril* or infertil* or sub-fertil* or fecund* or sub-fecund*)
S1 TI (fertil* or steril* or infertil* or sub-fertil* or fecund* or sub-fecund*)

120




Appendix E — Search strategies

Chapter 12. Intrauterine insemination

Database(s): Ovid MEDLINE(R) 1948 to December Week 4 2010

Search Strategy: FERT_Q5_IUIl_unexplained_medline_110111

[1 ][randomized controlled trial.pt. 1293371 |
[2 J[controlled clinical trial.pt. 180564 |
3 |[DOUBLE BLIND METHOD/ 1106239 |
[4 J]SINGLE BLIND METHOD/ 14251 |
5 JRANDOM ALLOCATION/ 69106 |
6 JRANDOMIZED CONTROLLED TRIALS/ 68959 |
7 Jlor/1-6 1495350 |
8 ][((single or double or triple or treble) adj5 (blind$ or masks)).tw,sh. 1104562 |
9 J[clinical trial.pt. 1453342 |
[10/fexp CLINICAL TRIAL/ 613768 |
[11]lexp CLINICAL TRIALS AS TOPIC/ 231993 |
[12](clinic$ adj5 trial$).tw,sh. [155483 |
[13PLACEBOS/ 28751 |
[14][placebo$.tw,sh. [136466 |
[15][random. tw,sh. 1640587 |
[16][or/8-15 [1107607]
[17]or/7,16 [1112379]
18|META ANALYSIS/ 25913 |
[19|META ANALYSIS AS TOPIC/ 20611 |
[20[meta analysis.pt. 25913 |
[21]|(metaanaly$ or meta-analy$ or (meta adj analy$)).tw,sh. 145242 |
[22][(systematic$ adj5 (review$ or overviews)).tw,sh. 26971 |
[23](methodologic$ adj5 (reviews or overviews)).tw,sh. 2308 |
[24]or/18-23 64734 |
[25][reviews.pt. [1546249)

(medline or medlars or embase or cinahl or cochrane or psycinfo or psychinfo or

f psychlit or psyclit or "web of science" or "science citation” or scisearch).tw. 41194
27)((hand or manual$) adj2 search$).tw. 14355 |
; (ele_ctronic database$ or bibliographic database$ or computeri?ed database$ or 7945

" |online database$).tw,sh.

[29][(pooling or pooled or mantel haenszel).tw,sh. 134887 |
[30[(peto or dersimonian or der simonian or fixed effect).tw,sh. 1806 |
[31]or/26-30 [78513 |
[32][and/25,31 35859 |
[33][or/24,32 183855 |
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[34] letter.pt. l689425 |
[35][case report.tw. 1151951 |
[36/comment.pt. 1420615 |
[37)editorial .pt. 1263457 |
[38]nistorical article.pt. 1265519 |
[39][or/34-38 [1423449|
[40][27 not 39 [1070067|
[41][33 not 39 [79185 |
[42]or/40-41 [1111107]
(fertil$ or steril$ or in'fertil$ or subfert'il$ or sub-fertil$ or fecund$ or subfecund$ 166866
or sub-fecund$ or assist$ reproduc$).ti,ab.

[44]INFERTILITY, FEMALE/ 120500 |
[45]INFERTILITY/ 7578 |
|46/ ANOVULATION/ 1796 |
[47][anovulats.ti,ab. 13893 |
[48][oligo-ovulation.i,ab. 41 |
[49]["oligo ovulation" i,ab. 141 |
[50/[ligoovulat$ ti,ab. 136 |
51]/or/43-50 [177445 |
|exp Insemination, Artificial/ Is960 |
[53)[(artificial$ adj3 inseminat$).ti,ab. 14413 |
[54][(1U1 or SIUI).tiab. loog |
[55][or/52-54 [10656 |
56]fand/51,55 5011 |
57]and/42,56 [726 |
[58]limit 57 to english language l69s |
[59][limit 58 to (animals and humans) 4 |
[60][limit 58 to animal 259 |
[61][60 not 59 [255 |
[62][58 not 61 [

Database(s): Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations January 07,

2011

Search Strategy: FERT_Q5_IUI_unexplained_medline_in_process_100111

#]

1 (fertil$ or steril$ or infertil$ or subfertil$ or sub-fertil$ or fecund$ or subfecund$ or sub-
fecund$ or assist$ reproduc$).ti,ab.

2 Jfanovulat.ti,ab.
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|0Iigo-ovu|ation.ti,ab.
|"0Iigo ovulation".ti,ab.

5 JOligoovulat$.i,ab.

|
|
6 Jor/1-5 |
|
|
|
|

|(artificial$ adj3 inseminat$).ti,ab.
8 J[(1u1 or SIUI) ti,ab.

9 Jlor/7-8
[10/fand/6,9

Database(s): EBM Reviews - Cochrane Central Register of Controlled Trials 4th Quarter
2010

Search Strategy: FERT_Q5_IUI_unexplained_cctr_100111

| Searches |
1 (fertil$ or steril$ or infertil$ or subfertil$ or sub-fertil$ or fecund$ or subfecund$ or sub-
fecund$ or assist$ reproduc$).ti,ab.

2 |INFERTILITY, FEMALE/
[3 JINFERTILITY/

4 JANOVULATION/

5 Jfanovulats.ti,ab.

6 ][oligo-ovulation.i,ab.

[7 ]["oligo ovulation" i,ab.

|
|
|
|
I
8 ][Oligoovulat$ ti,ab. |
|
|
|
|
|
|

9 Jor/1-8

|exp INSEMINATION, ARTIFICIAL/
[11]|(artificial$ adj3 inseminat$).ti,ab.
[12][(1U1 or SIUI).tiab.

[13][or/10-12

[14/and/9,13

Database(s): EBM Reviews - Cochrane Database of Systematic Reviews 2005 to December
2010, EBM Reviews - Database of Abstracts of Reviews of Effects 4th Quarter 2010

Search Strategy: FERT_Q5_IUI_unexplained_cdsrdare_110111

[#]| Searches |
1 (fertil$ or steril$ or infertil$ or subfertil$ or sub-fertil$ or fecund$ or subfecund$ or sub-
fecund$ or assist$ reproduc$).tw,tx.

2 JINFERTILITY, FEMALE kw. |
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3 JINFERTILITY kw.

[4 JANOVULATION.kw.

5 Jlanovulat$.tw,tx.

6 Jloligo-ovulation.tw,tx.

[7 ]["oligo ovulation”.tw,tx.

8 ][Oligoovulat$. tw,tx.

9 Jor/1-8

|INSEMINATION, ARTIFICIAL.kw.

[11]|(artificial$ adj3 inseminat$).ti,ab.

[12](1Ul or SIUI) i ab.

[13][or/10-12

[14/and/9,13

Database(s): EMBASE 1980 to 2011 Week 01

Search Strategy: FERT_Q5_IUI_unexplained_embase_100111

\ it H Searches |
i ICLINICAL TRIALS/ |
2 |(clinic$ adj5 trial$).ti,ab,sh. |
3 |SINGLE BLIND PROCEDURE/ |
14 |DOUBLE BLIND PROCEDURE/ |
5 IRANDOM ALLOCATION/ |
6 ICROSSOVER PROCEDURE/ |
7 IPLACEBO/ |
8 Iplacebos.ti,ab,sh. |
9 [random.ti,ab,sh. |
110 |RANDOMIZED CONTROLLED TRIALS/ |
11 ((single or double or triple or treble) adj (blind$ or
mask$)).ti,ab,sh.
12 [randomi?ed control$ trial$.tw. |
113 or/1-12 |
14 IMETA ANALYSIS/ |
15 ((meta ac!j analy$) or metaanalys$ or meta-
analy$).ti,ab,sh.

16 [(systematic$ adj5 (review$ or overview$)).tish,ab. |
17 [(methodologic$ adj5 (review$ or overviews)).ti,ab,sh. |
18 |or/14-17 |
19 [review.pt. |
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20 [(medline or medlars or embase).ab. |
21 |[(scisearch or science citation index).ab. |

(psychlit or psyclit or psychinfo or psycinfo or cinahl or
cochrane).ab.

23 l((hand or manual$) adj2 search$).tw. |
(electronic database$ or bibliographic database$ or

22

24 computeri?ed database$ or online database$).tw.
125 l[(pooling or pooled or mantel haenszel).tw. |
(peto or dersimonian or "der simonian™ or fixed
26 effect).tw.
27 or/20-26 |
28 land/19,27 |
29 lor/18,28 |
30 (book or C(_)nference paper or editorial or letter or note
or proceeding or short survey).pt.
31 113 not 30 |
32 129 not 30 |
33 |or/31-32 |
(fertil$ or steril$ or infertil$ or subfertil$ or sub-fertil$
34 or fecund$ or subfecund$ or sub-fecund$ or assist$
reproduc$).ti,ab.
135 [INFERTILITY/ or FEMALE INFERTILITY/ |
136 IANOVULATION/ |
37 [anovulat$.ti,ab. |
38 loligo-ovulation.ti,ab. |
139 [Oligoovulat$.ti,ab. |
140 lor/34-39 |
41 |ARTIFICIAL INSEMINATION/ |
142 [(1U1 or SIU).tiab. |
143 |or/41-42 |
44 land/40,43 |
145 land/33,44 |
146 [limit 45 to english language |
Cinahl Ebsco

FERT_Q5_IUIl_unexplained_cinahl_120111

# Query
S18 S10 and S16
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S17

S16

S15
S14

S13

S12

S11

S10

S9

S8

S7

S6

S5

S4

S3

S2

S1
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S10 and S16

S11 or S12 or S13 or S14
or S15

AB (1UIl) or AB (SIUI)
TI1 (1UI) or TI (SI1UI)
AB (artificial* N3
inseminat*)

TI (artificial* N3
inseminat*)

(MH "INSEMINATION,
ARTIFICIAL"™)

S1 or S2 or S3 or S4 or
S5 or S6 or S7 or S8 or
S9

TI (oligoovulat*) or AB
(oligoovulat*)

TI (oligo ovulat*) or AB
(oligo ovulat*)

TI (oligo-ovulat*) or AB
(oligo-ovulat*)

TI (anovulat*) or AB
(anovulat*)

(MH
"ANOVULATION")

(MH "INFERTILITY
RISK (Saba CCC)")

(MH "INFERTILITY™)

AB (fertil* or steril* or
infertil* or sub-fertil* or
fecund* or sub-fecund*)

TI (fertil* or steril* or
infertil* or sub-fertil* or
fecund™* or sub-fecund*)
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Appendix E — Search strategies

Chapter 14. Access criteria for IVF

Database(s): Ovid MEDLINE(R) 1948 to February week 3 2011

Search Strategy: Database(s): Ovid MEDLINE(R) 1948 to February week 3 2011

Searches

exp FERTILIZATION IN VITRO/

INFERTILITY/th

(IVF or ICSI).ti,ab.

in vitro fertili$.ti,ab.

or/1-4

exp PROGNOSIS/

REPRODUCIBILITY OF RESULTS/

exp PREGNANCY RATE/

or/6-9

((logistic or risk or predict$) adj3 model$).ti.

|
1|
2|
3 |
4
5 |
E exp "SENSITIVITY and SPECIFICITY"/
7]
d
0|
10
u

MODELS, BIOLOGICAL/ or MODELS, THEORETICAL/ or MODELS,
STATISTICAL/

LOGISTIC MODELS/

FORECASTING/

and/5,10,15

12
13|
14
15]jor/11-14
16
E limit 16 to english language

18||limit 17 to (animals and humans)

19||limit 17 to animals

20(|119 not 18

21|17 not 20
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Database(s): Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations March 01, 2011

Search Strategy: FERT_Q2_predict_ivf_medline_in_process_020311

]

Searches

(fertil$ or steril$ or infertil$ or subfertil$ or sub-fertil$ or fecund$ or subfecund$ or sub-
fecund$ or assist$ reproduc$).ti,ab.

(IVF or ICSI).ti,ab.

in vitro fertili$.ti,ab.

or/1-3

(sensitivity or specificity).ti,ab.

prognos$.ti,ab.

pregnancy.ti,ab.

or/5-7

((logistic or risk or predict$) adj3 model$).ti.

model$.ti.

(forecast$ or predict$).ti,ab.
or/9-11

and/4,8,12

english.la.

and/13-14

&= e BB e |* Y]« = [«]™ ] =
(S]] S w N = o

Database(s): EBM Reviews - Cochrane Central Register of Controlled Trials 1st Quarter
2011

Search Strategy: FERT_Q2_predict_ivf_cctr_020311

Searches

exp FERTILIZATION IN VITRO/
INFERTILITY/th
(IVF or ICSI).ti,ab.

in vitro fertili$.ti,ab.

or/1-4

exp "SENSITIVITY and SPECIFICITY"/
exp PROGNOSIS/
REPRODUCIBILITY OF RESULTS/

Il el sl il el
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exp PREGNANCY RATE/

or/6-9

=5 ]
= o

((logistic or risk or predict$) adj3 model$).ti.

MODELS, BIOLOGICAL/ or MODELS, THEORETICAL/ or MODELS,
STATISTICAL/

LS
N

13|LOGISTIC MODELS/

FORECASTING/

=]

15|jor/11-14

16/jand/5,10,15

Database(s): EBM Reviews - Cochrane Database of Systematic Reviews 2005 to February

2011, EBM Reviews - Database of Abstracts of Reviews of Effects 1st Quarter 2011

Search Strategy: FERT_Q2_predict_ivf_cdsrdare_020311

Searches

FERTILIZATION IN VITRO.kw.

INFERTILITY .kw.

(IVF or ICSI).tw,tx.

in vitro fertili$.tw,tx.

or/1-4

PROGNOSIS.kw.

REPRODUCIBILITY OF RESULT .kw.

PREGNANCY RATE.kw.

or/6-9

# |
1|
2|
3 |
4
5 |
g "SENSITIVITY and SPECIFICITY" .kw.
7]
d
0|
10
u

((logistic or risk or predict$) adj3 model$).tw.

(MODELS, BIOLOGICAL or MODELS, THEORETICAL or MODELS,
STATISTICAL).kw.

13|LOGISTIC MODELS kw.

14|[FORECASTING.kw.

15|jor/11-14

16|[and/5,10,15
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Database(s): EMBASE 1980 to 2011 Week 08

Search Strategy: FERT_Q2_predict_ivf_embase_020311

Searches
exp INFERTILITY THERAPY/

"in vitro fertili$".ti,ab.

(IVF or ICSI).ti,ab.
or/1-3

"SENSITIVITY and SPECIFICITY"/

exp PROGNOSIS/
REPRODUCIBILITY/

exp "PARAMETERS CONCERNING THE FETUS, NEWBORN AND PREGNANCY"/

or/5-8

((logistic or risk or predict$) adj3 model$).ti.

MATHEMATICAL MODEL/ or STATISTICAL MODEL/

FORECASTING/
or/10-12

=& S E 8 ] ][® > [ ][ = ]« ™ ][~ ]* |
S w N [ o

and/4,9,13

Cinahl Ebsco

FERT_Q2_predict_ivf_cinahl_020311
# Query

S21 | S7and S13and S19

S20 | S7and S13 and S19

S19 | S14 or S15o0r S16 or S17 or S18
S18 | (MH"FORECASTING")

S17 | (MH"MODELS, BIOLOGICAL")

S16 | (MH"MODELS, STATISTICAL")
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AB (model* or risk* or predict* or

S15 .
logistic* or forecast*)

s14 TI (model* or risk* or predict* or
logistic* or forecast*)

S13 | S8orS9orS10or S11 or S12

S12 | AB (pregnan® N3 rate*)

S11 | Tl (pregnan* N3 rate*)

s10 (MH "REPRODUCIBILITY OF
RESULTS")

S9 (MH "PROGNOSIS+")

S8 (MH "SENSITIVITY and
SPECIFICITY™)

S7 S1or S2 or S3 or S4 or S5 or S6

S6 AB (in vitro fertili*)

S5 TI (in vitro fertili*)

S4 TI (ICSI) or AB (ICSI)

S3 TI (IVF) or AB (IVF)

s (MH "REPRODUCTION
TECHNIQUES+")

s1 (MH "INFERTILITY CARE (Saba

cCceo))
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Chapter 15. Procedures wused during in vitro fertilisation
treatment

Embryo transfer strategies

Database(s): Ovid MEDLINE(R) 1950 to November Week 3 2010

Search Strategy: FERT_Q3_embryo_transfer_medline_011210 (SRs, RCTs & Cohort studies)

| Searches

|randomized controlled trial.pt.

[2 Jlcontrolled clinical trial.pt.

3 [[DOUBLE BLIND METHOD/

[4 [[SINGLE BLIND METHOD/

5 [RANDOM ALLOCATION/

@|RANDOM IZED CONTROLLED TRIALS/

7 Jor/1-6

|((sing|e or double or triple or treble) adj5 (blind$ or mask$)).tw,sh.

9 J[clinical trial.pt.

[10]lexp CLINICAL TRIAL/

|exp CLINICAL TRIALS AS TOPIC/

[12][(clinic$ adj5 trial$).tw,sh.

[13|PLACEBOS/

[14]placebo$.tw,sh.

[15][random. tw, sh.

[16][or/8-15

[17][or/7,16

[18|META ANALYSIS/

|META ANALYSIS AS TOPIC/

[20]/meta analysis.pt.

|(metaanaly$ or meta-analy$ or (meta adj analy$)).tw,sh.

[22][(systematic$ adj5 (review$ or overviews)).tw,sh.

|(methodo|ogic$ adj5 (review$ or overviews$)).tw,sh.

[24][or/18-23

[25reviews.pt.

(medline or medlars or embase or cinahl or cochrane or psycinfo or psychinfo or psychlit
or psyclit or "web of science™ or "science citation" or scisearch).tw.

|((hand or manual$) adj2 search$).tw.

NI
(0] ~ (o]

(electronic database$ or bibliographic database$ or computeri?ed database$ or online
database$).tw,sh.

|(poo|ing or pooled or mantel haenszel).tw,sh.

|(peto or dersimonian or der simonian or fixed effect).tw,sh.
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[31][or/26-30

[32][and/25,31

[33[exp COHORT STUDIES/

[34][cohort$.tw.

[35][or/33-34

[36][or/17,24,32,35

[37]letter.pt.

[38][comment.pt.

[39]editorial.pt.

|historica| article.pt.

[41][or/37-40

[42][36 not 41

(fertil$ or steril$ or infertil$ or subfertil$ or sub-fertil$ or fecund$ or subfecund$ or sub-
43 . .
fecund$ or assist$ reproduc$).ti,ab.

[44[INFERTILITY, FEMALE/

[45[INFERTILITY, MALE/

[46]INFERTILITY/

[47][ANOVULATION/

|an0vu|at$.ti,ab,

[49]oligo-ovulation.ti,ab.

|"0Iigo ovulation™.ti,ab.

[51][Oligoovulat$ i,ab.

|exp FERTILIZATION IN VITRO/

53)fin vitro fert$.ti,ab.

[54]IVF.ti,ab.

[55|or/43-54

56]lexp EMBRYO TRANSFER/

|((embryo$ or blastocyst$ or cleavage) adj2 (implant$ or transfer$)).ti,ab.

[58][(SET or DET).ti,ab.

[59]exp EMBRYO IMPLANTATION/

[60]/or/56-59

[61/fand/55,60

62][and/42,61

[63][limit 62 to english language

|Iimit 62 to (animals and humans)

[65][limit 63 to animal

[66][65 not 64

67][63 not 66
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Database(s): Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations November 30,

2010

Search Strategy: FERT_Q3_embryo_transfer_medline_in_process_011210

il

Searches

fecund$ or assist$ reproduc$).ti,ab.

(fertil$ or steril$ or infertil$ or subfertil$ or sub-fertil$ or fecund$ or subfecund$ or sub-

2 Jlanovulat$ ti,ab.

|0Iigo-0vu|ati0n.ti,ab.

[4 ]["oligo ovulation".i,ab.

5 ][Oligoovulat$ i,ab.

6 fin vitro fert$.ti,ab.

[7 JIVF.ti,ab.

8 Jor/1-7

@|((embryo$ or blastocyst$ or cleavage) adj2 (implant$ or transfer$)).ti,ab.

[10][(SET or DET).ti,ab.

[11][or/9-10

[12][and/8,11

Database(s): EBM Reviews - Cochrane Central Register of Controlled Trials 4th Quarter

2010

Search Strategy: FERT_Q3_embryo_transfer_cctr_011210

il

Searches

fecund$ or assist$ reproduc$).ti,ab.

(fertil$ or steril$ or infertil$ or subfertil$ or sub-fertil$ or fecund$ or subfecund$ or sub-

2 [INFERTILITY, FEMALE/

[3 [INFERTILITY, MALE/

[4 JINFERTILITY/

5 JJANOVULATION/

6 Jfanovulats.ti,ab.

[7 Jloligo-ovulation.i,ab.

|"0Iigo ovulation".ti,ab.

9 ][Oligoovulat$ i,ab.

|exp FERTILIZATION IN VITRO/

[14]fin vitro fert$.ti,ab.

[12][I\VF.ti, ab.

[13)[or/1-12
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|14]exp EMBRYO TRANSFER/ |
|((embryo$ or blastocyst$ or cleavage) adj2 (implant$ or transfer$)).ti,ab. |
[16[(SET or DET).i,ab. |
[17]exp EMBRYO IMPLANTATION/ |
|
|

[18][or/14-17
[19and/13,18

Database(s): EBM Reviews - Cochrane Database of Systematic Reviews 2005 to November
2010, EBM Reviews - Database of Abstracts of Reviews of Effects 4th Quarter 2010

Search Strategy: FERT_Q3_embryo_transfer_cdsrdare_011210

[#]| Searches |
1 (fertil$ or steril$ or infertil$ or subfertil$ or sub-fertil$ or fecund$ or subfecund$ or sub-
fecund$ or assist$ reproduc$).tw,tx.

2 [INFERTILITY, FEMALE.kw.

3 [INFERTILITY, MALE. kw.

[4 JINFERTILITY kw.

5 JANOVULATION kw.
@|an0vulat$.tw,tx.

[7 Joligo-ovulation.tw,tx.

8 ]["oligo ovulation”.tw,tx.

9 ][Oligoovulats$.tw,tx.
|FERT|LIZATION IN VITRO.kw.
[14]fin vitro fert$.tw,tx.

[12]IVF.tw,tx.
[13]or/1-12

[14[EMBRYO TRANSFER.kw.

|((embryo$ or blastocyst$ or cleavage) adj2 (implant$ or transfer$)).tw,tx.
[16][(SET or DET).tw,tx.

[17][EMBRYO IMPLANTATION.kw.

[18]or/14-17
[19and/13,18
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Database(s): EMBASE 1980 to 2010 Week 47

Search Strategy: : FERT_Q3_embryo_transfer_embase_021210 (SRs, RCTs & Cohort studies)

[#]| Searches

[1 ][CLINICAL TRIALS/

2 J[(clinic$ adj5 trial$).tw,sh.

|SINGLE BLIND PROCEDURE/

|DOUBLE BLIND PROCEDURE/

5 JRANDOM ALLOCATION/

6 JCROSSOVER PROCEDURE/

7 |PLACEBO/

|Dlaceb0$.tw,sh.

9 ][random$.tw,sh.

|RANDOM IZED CONTROLLED TRIALS/

|((sing|e or double or triple or treble) adj (blind$ or mask$)).tw,sh.

[12][randomi?ed control$ trial$.tw.

[13)[or/1-12

[14|META ANALYSIS/

|((meta adj analy$) or metaanalys$ or meta-analy$).tw,sh.

|(systematic$ adj5 (review$ or overview$)).tw,sh.

[17)(methodologic$ adj5 (reviews or overviews)).tw,sh.

[18][or/14-17

[19]|review.pt.

|(med|ine or medlars or embase).ab.

|(scisearch or science citation index).ab.

|(psych|it or psyclit or psychinfo or psycinfo or cinahl or cochrane).ab.

[23]((hand or manual$) adj2 search$).tw.

24 (electronic database$ or bibliographic database$ or computeri?ed database$ or online
database$).tw.

|(poo|ing or pooled or mantel haenszel).tw.

|(peto or dersimonian or "der simonian” or fixed effect).tw.

[27][or/20-26

[28][and/19,27

[29][COHORT ANALYSIS/

[30[LONGITUDINAL STUDY/

[31][FoLLOW UP/

[32]PROSPECTIVE STUDY/

[33][cohort$.tw.

[34][or/29-33
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[35][or/13,18,28,34

|(book or conference paper or editorial or letter or note or proceeding or short survey).pt.

[37/)35 not 36

fecund$ or assist$ reproduc$).ti,ab.

(fertil$ or steril$ or infertil$ or subfertil$ or sub-fertil$ or fecund$ or subfecund$ or sub-

|INFERTILITY/ or FEMALE INFERTILITY/ or SUBFERTILITY/

|exp OVARY INSUFFICIENCY/

[41)}anovulat$ ti,ab.

[42][oligo-ovulation.i,ab.

[43)["oligo ovulation".i,ab.

|Oligoovulat$.ti,ab.

|FERTILIZATION IN VITRO/

|"in vitro fertili$".ti,ab.

|"in?vitro fertili$".ti,ab.

[48][or/38-47

[49[EMBRYO TRANSFER/

|((embryo$ or blastocyst$ or cleavage) adj2 (implant$ or transfer$ or transplant$)).ti,ab.

[51][(SET or DET).ti,ab.

[52]exp NIDATION/

53|or/49-52

[54/and/48,53

55][and/37,54

|Iimit 55 to english language

Cinahl Ebsco FERT_Q3 _embryo_transfer_cinahl_021210

# Query
S23S11 and S21
S22 S11and S21
S21 S12 or S13 or S14 or S15 or S16 or S17 or S18 or S19 or S20
S20 Tl (nidation) or AB (nidation)
S19 | TI (SET) or TI (DET)
S18 TI (blastocyst$ N3 implant*) or AB (blastocyst$ N3 implant*)
S17 Tl (blastocyst$ N3 transfer*) or AB (blastocyst$ N3 transfer*)
S16 TI (blastocyst$ N3 transplant*) or AB (blastocyst$ N3 transplant®)
S15 Tl (embryo N3 implant*) or AB (embryo N3 implant*)
S14 Tl (embryo N3 transfer*) or AB (embryo N3 transfer*)
S13 Tl (embryo N3 tranplant*) or AB (embryo N3 tranplant*)
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S12 (MH "EMBRYO TRANSFER")

S11 S1 or S2 or S3 or S4 or S5 or S6 or S7 or S8 or S9 or S10
S10 TI (in vitro fertili*) or AB (in vitro fertili*)

S9 (MH"FERTILIZATION IN VITRO")

S8 (MH "FERTILIZATION IN VITRO")

S7 | Tl (oligo-ovulat*) or AB (oligo-ovulat*)

S6 | TI (anovulat*) or AB (anovulat*)

S5 Tl (assist* reproduc*) or AB (assist* reproduc*)

S4 | (MH "Infertility Risk (Saba CCC)")

S3 (MH"INFERTILITY")

S2 | AB (fertil* or steril* or infertil* or sub-fertil* or fecund* or sub-fecund*)

S1 | TI (fertil* or steril* or infertil* or sub-fertil* or fecund* or sub-fecund*)
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Chapter 19. People with cancer who wish to preserve fertility

Database(s): Ovid MEDLINE(R) 1948 to April Week 4 2011

Search Strategy: FERT_Q7_cryo_combined_medline_060511

[#]| Searches

[1 ][randomized controlled trial.pt.

|c0ntro||ed clinical trial.pt.

[3 [DOUBLE BLIND METHOD/

[4 [SINGLE BLIND METHOD/

5 JRANDOM ALLOCATION/

@|RANDOM IZED CONTROLLED TRIALS/

[7 Jor/1-6

|((sing|e or double or triple or treble) adj5 (blind$ or mask$)).tw,sh.

9 J[clinical trial.pt.

[10]exp CLINICAL TRIAL/

[11]lexp CLINICAL TRIALS AS TOPIC/

[12][(clinic$ adj5 trial$).tw,sh.

[13PLACEBOS/

[14][placebo$.tw,sh.

[15][random$. tw, sh.

[16]or/8-15

[17]or/7,16

[18|META ANALYSIS/

[19[META ANALYSIS AS TOPIC/

[20][meta analysis.pt.

|(metaanaly$ or meta-analy$ or (meta adj analy$)).tw,sh.

|(systematic$ adj5 (review$ or overviews$)).tw,sh.

[23](methodologic$ adj5 (reviews or overviews)).tw,sh.

[24][or/18-23

[25]reviews.pt.

or psyclit or "web of science" or "science citation" or scisearch).tw.

(medline or medlars or embase or cinahl or cochrane or psycinfo or psychinfo or psychlit

|((hand or manual$) adj2 search$).tw.

s |8 &
(0] ~ »

database$).tw,sh.

(electronic database$ or bibliographic database$ or computeri?ed database$ or online

|(poo|ing or pooled or mantel haenszel).tw,sh.

|(peto or dersimonian or der simonian or fixed effect).tw,sh.

[31][or/26-30

[32][and/25,31
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[33exp CASE-CONTROL STUDIES/

[34][(case$ adj2 control$).tw.

[35]exp COHORT STUDIES/

[36[cohort$.tw.

[37][or/33-36

[38][or/17,24,32,37

[39]letter.pt.

[40][comment.pt.

[41]editorial .pt.

|historica| article.pt.

[43][or/39-42

[44][38 not 43

[45]fexp INFERTILITY/

[46]FERTILITY/

|exp REPRODUCTIVE TECHNIQUES, ASSISTED/

(fertil$ or steril$ or infertil$ or subfertil$ or sub-fertil$ or fecund$ or subfecund$ or sub-
48 . .
fecund$ or assist$ reproduc$).ti,ab.

[49][or/45-48

[50][exp CRYOPRESERVATION/

[51]lexp TISSUE PRESERVATION/

52[VITRIFICATION/

|(cry0$ or CRF or vitrif$ or freez$ or frozen or storing or storage or preserv$).ti,ab.

[54][or/50-53

[55]fexp GERM CELLS/

[56]exp EMBRYO, MAMMALIAN/

57][SEMEN/

58[OVARY/

59 (sperm$ or semen or embryo$ or blastocyst$ or oocyt$ or ov#cyt$ or ova or ovum or
ovar$).ti,ab.

[60J/or/55-59

[61]fand/49,54,60

[62][limit 61 to english language

[63][limit 62 to animals

|Iimit 62 to (animals and humans)

6563 not 64

[66]/62 not 65

67/and/44,66

|Iimit 67 to yr="2010 -Current"
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Database(s): Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations May 05, 2011

Search Strategy: FERT_Q7_cryo_combined_mip_060511

w [N = ]

(fertil$ or steril$ or infertil$ or subfertil$ or sub-fertil$ or fecund$ or subfecund$ or 2623
sub-fecund$ or assist$ reproduc$).ti,ab.
|(cryo$ or CRF or vitrif$ or freez$ or frozen or storing or storage or preserv$).ti,ab. |22331]
(sperm$ or semen or embryo$ or blastocyst$ or oocyt$ or ov#cyt$ or ova or ovum 17366
"||or ovar$).ti,ab.
[4]and/1-3 la04 |
[5limit 4 to yr="2010 -Current" 172 |

Database(s): EBM Reviews - Cochrane Central Register of Controlled Trials 1st Quarter

2011

Search Strategy: FERT_Q7_cryo_combined_cctr_060511

[#]| Searches

[ Jlexp INFERTILITY/

2 JFERTILITY/

|exp REPRODUCTIVE TECHNIQUES, ASSISTED/

fecund$ or assist$ reproduc$).ti,ab.

(fertil$ or steril$ or infertil$ or subfertil$ or sub-fertil$ or fecund$ or subfecund$ or sub-

5 Jor/1-4

6 ]lexp CRYOPRESERVATION/

|exp TISSUE PRESERVATION/

8 [VITRIFICATION/

@|(cry0$ or CRF or vitrif$ or freez$ or frozen or storing or storage or preserv$).ti,ab.

[10Jor/6-9

[11]lexp GERM CELLS/

[12]lexp EMBRYO, MAMMALIAN/

[13][SEMEN/

[14[OVARY/

ovar$).ti,ab.

(sperm$ or semen or embryo$ or blastocyst$ or oocyt$ or ov#cyt$ or ova or ovum or

[16][or/11-15

[17][and/5,10,16

[18]limit 17 to yr="2010 -Current"
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Database(s): EBM Reviews - Cochrane Database of Systematic Reviews 2005 to April 2011,
EBM Reviews - Database of Abstracts of Reviews of Effects 2nd Quarter 2011

Search Strategy: FERT_Q7_cryo_combined_cdsrdare_060511

[#]| Searches

[1 JINFERTILITY kw.

2 JFERTILITY kw.

|REPRODUCTIVE TECHNIQUES, ASSISTED.kw.

4 (fertil$ or steril$ or infertil$ or subfertil$ or sub-fertil$ or fecund$ or subfecund$ or sub-
fecund$ or assist$ reproduc$).tw,tx.

5 Jor/1-4

6 [CRYOPRESERVATION kw.

|TISSUE PRESERVATION.kw.

8 JVITRIFICATION kw.

@|(cryo$ or CRF or vitrif$ or freez$ or frozen or storing or storage or preserv$).tw,tx.

[10][or/6-9

[11][GERM CELLS .kw.

[12]JEMBRYO, MAMMALIAN.kw.

[13SEMEN .kw.

[14OVARY .kw.

15 (sperm$ or semen or embryo$ or blastocyst$ or oocyt$ or ov#cyt$ or ova or ovum or
ovar$).tw,tx.

[16]or/11-15

[17]and/5,10,16

[18][limit 17 to last 2 years

Database(s): EMBASE 1980 to 2011 Week 17

Search Strategy: FERT_Q7_cryo_combined_embase_060511

[#]| Searches

[1 ][CLINICAL TRIALS/

2 J[(clinic$ adj5 trial$).tw,sh.

|SINGLE BLIND PROCEDURE/

|DOUBLE BLIND PROCEDURE/

5 JRANDOM ALLOCATION/

6 JCROSSOVER PROCEDURE/

7 |PLACEBO/

|Placeb0$.tw,sh.

9 ][random$.tw,sh.
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[10[RANDOMIZED CONTROLLED TRIALS/ |
[11][((single or double or triple or treble) adj (blind$ or masks)).tw,sh. |
[12]randomi?ed control$ trial$.tw. |
[13]or/1-12 |
[14|META ANALYSIS/ |
[15][((meta adj analy$) or metaanalys$ or meta-analy$).tw,sh. |
[16][(systematic$ adj5 (review$ or overviews)).tw,sh. |
[17][(methodologic$ adj5 (review$ or overviews)).tw,sh. |
|
|
|
|
|
|

[18]or/14-17
[19]review.pt.

|(med|ine or medlars or embase).ab.

|(scisearch or science citation index).ab.

|(psych|it or psyclit or psychinfo or psycinfo or cinahl or cochrane).ab.
|((hand or manual$) adj2 search$).tw.

24 (electronic database$ or bibliographic database$ or computeri?ed database$ or online
database$).tw.

|(poo|ing or pooled or mantel haenszel).tw.
|(peto or dersimonian or "der simonian” or fixed effect).tw.

[27]or/20-26
[28]and/19,27

[29]lexp CASE CONTROL STUDY/
[30]RETROSPECTIVE STUDY/
[31][(case$ adj2 control$).tw.
[32|COHORT ANALYSIS/
[33|LONGITUDINAL STUDY/
[34]FoLLOW UP/
[35]PROSPECTIVE STUDY/

[36][cohort$.tw.
[37][or/29-36

[38][or/13,18,28,37

|(book or conference paper or editorial or letter or note or proceeding or short survey).pt.
[40/38 not 39

[41]lexp INFERTILITY/

[42]lexp FERTILITY/

|exp INFERTILITY THERAPY/

44 (fertil$ or steril$ or infertil$ or subfertil$ or sub-fertil$ or fecund$ or subfecund$ or sub-
fecund$ or assist$ reproduc$).ti,ab.

[45][or/41-44 |

[46]CRYOPRESERVATION/ |
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[47|SPERM PRESERVATION/

[48]TISSUE PRESERVATION/

[49]VITRIFICATION/

|(cry0$ or CRF or vitrif$ or freez$ or frozen or storing or storage or preserv$).ti,ab.

[51][or/46-50

52]lexp GERM CELL/

53[EMBRYO/

54BLASTOCYST/

[55/exp SEMEN/

[56/exp OVARY/

57 (sperm$ or semen or embryo$ or blastocyst$ or oocyt$ or ov#cyt$ or ova or ovum or
ovar$).ti,ab.

58]or/52-57

[59]and/45,51,58

[60][limit 59 to english language

[61][and/40,60

[62][limit 61 to yr="2010 -Current"

Cinahl FERT_Q7_cryo_combined_cinahl_060511

Query
S20 S19
S19 S6 and S11 and S18
S18 S12 or S13 or S14 or S15 or S16 or S17
AB (sperm* or semen or embryo* or blastocyst* or oocyt*
S17
or ov?cyt* or ova or ovum or ovar*)
TI (sperm* or semen or embryo* or blastocyst* or oocyt*
S16 * *
or ov?cyt* or ova or ovum or ovar*)
S15 MH OVARY
S14 MH SEMEN
S13 MH EMBRYO+
S12 MH GERM CELLS+
S11 S7 or S8 or S9 or S10
3510 AB (cryo* or CRF or vitrif* or freez* or frozen or storing
or storage or preserv*®)
9 TI (cryo™ or CRF or vitrif* or freez* or frozen or storing or
storage or preserv*)
S8 MH TISSUE PRESERVATION+
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S7 MH CRYOPRESERVATION+
S6 S1 or S2 or S3 or S4 or S5
AB (fertil* or steril* or infertil* or sub-fertil* or sub#fertil*
S5 or fecund* or sub-fecund* or sub#fecund* or assist*
reproduc*®)
TI1 (fertil* or steril* or infertil* or sub-fertil* or sub#fertil*
S4 or fecund* or sub-fecund* or sub#fecund* or assist*
reproduc®)
S3 MH REPRODUCTION TECHNIQUES+
S2 MH FERTILITY
S1 MH INFERTILITY
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Chapter 20. Long-term  safety of assisted reproduction
treatments in women with infertility and their children

Database(s): Ovid MEDLINE(R) 1948 to April Week 4 2011

Search Strategy: FERT_Q4e_safety women_child_medline_050511

Searches

[

(fertil$ or steril$ or infertil$ or subfertil$ or sub-fertil$ or fecund$ or subfecund$ or sub-
fecund$ or assist$ reproduc$).ti,ab.

INFERTILITY, FEMALE/

INFERTILITY/

FERTILITY/

ANOVULATION/

OVULATION/ or OVULATION INHIBITION/

anovulat$.ti,ab.

oligo-ovulation.ti,ab.

"oligo ovulation".ti,ab.

Oligoovulat$.ti,ab.

exp FERTILIZATION IN VITRO/

IVF.ti,ab.

"in vitro fertili$".ti,ab.

"in?vitro fertili$" ti,ab.

ICSl.ti,ab.

Amenorrhea/

amenorrh$.ti,ab.

Hypogonadism/

(hypothalamic adj3 amenorrh$).ti,ab.

(hypogonadotro$ adj3 hypogonadism).ti,ab.

or/1-20

exp FERTILIZATION IN VITRO/

exp FERTILITY AGENTS, FEMALE/

exp GONADOTROPINS, PITUITARY/

(uFSH or rFSH or LH or hMG).ti,ab.

N (NN N (NN IN ([ (| |k ||| ||| P ||| [0 (N ]| ||O1 (& || =
S O [P W [N [P O [[© || |[IN [ (O || (W [ |- IO

(gonadotrophin$ or gonadotropi$).ti,ab.
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GnRH.ti,ab.

exp GONADOTROPIN-RELEASING HORMONE/

GnRHa.ti,ab.

(zoladex or synarel or decapeptyl).ti,ab.

exp DOPAMINE AGENTS/

(dopamin$ adj3 (agonist$ or agent$)).ti,ab.

BROMOCRIPTINE/

(cabergoline or bromocriptine).ti,ab.

AROMATASE INHIBITORS/ or AMINOGLUTETHIMIDE/ or FADROZOLE/

TESTOLACTONE/

18 1[& 2 [& ]8R ]88 ][& N ]
S |01 S w N = O |[© |60 ||

(teslac or anastrozole or arimidex or letrozole or femara or exemestane or aromasin or
vorozole or rivizor or formestane or lentaron or afema).ti,ab.

w
]

(aromatase adj3 inhibit$).ti,ab.

exp LIFE STYLE/

18 & |
© ||

i

0||(life?style adj3 (change$ or adjustment$ or interven$)).ti,ab.

exp BODY WEIGHT CHANGES/

EXERCISE/

((reduc$ or decreas$ or stop$ or ceas$) adj3 exercis$).ti,ab.

exp ESTROGEN RECEPTOR MODULATORS/ or CLOMIPHENE/ or TAMOXIFEN/

(anti?estrogen$ or anti?oestrogens$).ti,ab.

(clomiphene or clomifene or tamoxifen).ti,ab.

METFORMIN/

(metformin or glucophage).ti,ab.

exp OVARY/su

((ovary or ovaries or ovarian) adj3 (drill$ or electrocauter$ or diatherm$)).ti,ab.

LAPAROSCOPY/

exp DIATHERMY/

and/51-52

BIS[2E[E]E [R]E & [R]E [S]E]

54||(LOD or LOE).ti,ab.

55/exp ELECTROCOAGULATION/

56/exp GROWTH HORMONE/
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57||(growth adj2 hormone$).ti,ab.

58| DEHYDROEPIANDROSTERONE/

59| DHEA ti,ab.

or/22-50,53-59

risk$.ti.

60)
61)|(inciden$ or hazard$).ti.
62)

63|lassociat$.ti.

or/61-63

and/21,60,64

66|exp REPRODUCTIVE TECHNIQUES, ASSISTED/

(IVF or ICSI).ti,ab.

67
68]|in vitro fertili?$.ti,ab.
69 0r/66-68

70|lexp CHILD/

71|exp INFANT/

72|ADOLESCENT/

(newborn or neonate or preterm or prematur$ or infant$ or baby or babies or child* or
adolescen$ or teenage$).ti,ab.

-~
S

or/70-73

risk$.ti.

(inciden$ or hazard$).ti.

EREH|
> |01

~

7\lassociat$.ti.

or/75-77

and/69,74,78

182 |3 |
O ||© [

or/65,79

[}

1j{limit 80 to yr="2003 -Current"

oo
N

limit 81 to english language

83|[limit 82 to (animals and humans)

84|limit 82 to animals

85(/84 not 83

86(/82 not 85
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Database(s): Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations May 09, 2011

Search Strategy: FERT_Q4e_safety women_child_MiP_100511

[* ]

Searches

(fertil$ or steril$ or infertil$ or subfertil$ or sub-fertil$ or fecund$ or subfecund$ or sub-

fecund$ or assist$ reproduc$).ti,ab.

anovulat$.ti,ab.

oligo-ovulation.ti,ab.

"oligo ovulation™.ti,ab.

Oligoovulat$.ti,ab.

"in vitro fertili$".ti,ab.

"in?vitro fertili$" ti,ab.

IVF.ti,ab.

ICSl.ti,ab.

amenorrh$.ti,ab.

hypogonadi$.ti,ab.

(hypothalamic adj3 amenorrh$).ti,ab.

(hypogonadotro$ adj3 hypogonadism).ti,ab.

or/1-13

"in vitro fertili$".ti,ab.

"in?vitro fertili$" ti,ab.

IVF.ti,ab.

(UFSH or rFSH or LH or hMG).ti,ab.

(gonadotrophin$ or gonadotropi$).ti,ab.

GnRH.ti,ab.

GnRHa.ti,ab.

(zoladex or synarel or decapeptyl).ti,ab.

(dopamine adj3 (agent$ or agonist$)).ti,ab.

(bromocriptine or cabergoline).ti,ab.

(aromatase inhibitor$ or aminoglutethimide or fadrozole).ti,ab.

testolactone.ti,ab.

NN ([N (N[NNI (DN ||| ||| ([P |k ||© [0 ||N [ (o1 || W (N =
~N O O [[D [[WN |[FP [[© ||© || [N (& |0 ||~ (W (N (I O

(teslac or anastrozole or arimidex or letrozole or femara or exemestane or aromasin or
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vorozole or rivizor or formestane or lentaron or afema).ti,ab.

(life?style or life style).ti,ab.

weight.ti,ab.

((reduc$ or decreas$ or stop$ or ceas$) adj3 exercis$).ti,ab.

(?estrogen$ or tamoxifen or clomifen or clomiphene).ti,ab.

(anti?estrogen$ or anti?oestrogen$).ti,ab.

(metformin or glucophage).ti,ab.

((ovary or ovaries or ovarian) adj3 (drill$ or electrocauter$ or diatherm$)).ti,ab.

(LOD or LOE).ti,ab.

(laparoscop$ or diatherm$).ti,ab.

electrocoagulation.ti,ab.

(growth adj2 hormone$).ti,ab.

dehydroepiandrosterone.ti,ab.

DHEA.ti,ab.

or/15-40

risk$.ti.

(inciden$ or hazard$).ti.

associat$.ti.

or/42-44

and/14,41,45

((assisted or artificial$) adj3 (concept$ or reproduct$)).ti,ab.

(IVF or ICSI).ti,ab.

in vitro fertili?$.ti,ab.

O ||© [ ~ S |01 S W I = O |[|© [ ~ S |01 S w N = o (0]
B & & [5]5 &£ &858 [$]8X 8 [& ]R8 8 [=2]8 8|8 |

or/47-49

(newborn$ or neonat$ or preterm or prematur$ or infant$ or baby or babies or child* or
adolescen$ or teenage$).ti,ab.

risk$.ti.

[FRES
w N

(inciden$ or hazard$).ti.

54 associat$.ti.

55]|0r/52-54

56/|and/50-51,55
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0r/46,56

Database(s): EBM Reviews - Cochrane Central Register of Controlled Trials 1st Quarter
2011

Search Strategy: FERT_Q4e_safety_women_child_cctr_050511

[

RIBINIRIE |6 s |56 6= 6 B[] € [* [~ )« [* [« ]™ ] =
S w N = o © || ([N S || O1 H w N [ o

Searches

(fertil$ or steril$ or infertil$ or subfertil$ or sub-fertil$ or fecund$ or subfecund$ or sub-

fecund$ or assist$ reproduc$).ti,ab.

INFERTILITY, FEMALE/

INFERTILITY/

FERTILITY/

ANOVULATION/

OVULATION/ or OVULATION INHIBITION/

anovulat$.ti,ab.

oligo-ovulation.ti,ab.

"oligo ovulation".ti,ab.

Oligoovulat$.ti,ab.

exp FERTILIZATION IN VITRO/

IVF.ti,ab.

"in vitro fertili$".ti,ab.

"in?vitro fertili$" ti,ab.

ICSl.ti,ab.

Amenorrhea/

amenorrh$.ti,ab.

Hypogonadism/

(hypothalamic adj3 amenorrh$).ti,ab.

(hypogonadotro$ adj3 hypogonadism).ti,ab.

or/1-20

exp FERTILIZATION IN VITRO/

exp FERTILITY AGENTS, FEMALE/

exp GONADOTROPINS, PITUITARY/
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18 & L[S 8[R8 8] |N |8 [&]
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52
53

(uFSH or rFSH or LH or hMG).ti,ab.

(gonadotrophin$ or gonadotropi$).ti,ab.

GnRH.ti,ab.

exp GONADOTROPIN-RELEASING HORMONE/

GnRHa.ti,ab.

(zoladex or synarel or decapeptyl).ti,ab.

exp DOPAMINE AGENTS/

(dopamin$ adj3 (agonist$ or agent$)).ti,ab.

BROMOCRIPTINE/

(cabergoline or bromocriptine).ti,ab.

AROMATASE INHIBITORS/ or AMINOGLUTETHIMIDE/ or FADROZOLE/

TESTOLACTONE/

(teslac or anastrozole or arimidex or letrozole or femara or exemestane or aromasin or
vorozole or rivizor or formestane or lentaron or afema).ti,ab.

(aromatase adj3 inhibit$).ti,ab.

exp LIFE STYLE/

(life?style adj3 (change$ or adjustment$ or interven$)).ti,ab.

exp BODY WEIGHT CHANGES/

EXERCISE/

((reduc$ or decreas$ or stop$ or ceas$) adj3 exercis$).ti,ab.

exp ESTROGEN RECEPTOR MODULATORS/ or CLOMIPHENE/ or TAMOXIFEN/

(anti?estrogen$ or anti?oestrogen$).ti,ab.

(clomiphene or clomifene or tamoxifen).ti,ab.

METFORMIN/

(metformin or glucophage).ti,ab.

exp OVARY/su

((ovary or ovaries or ovarian) adj3 (drill$ or electrocauter$ or diatherm$)).ti,ab.

LAPAROSCOPY/

exp DIATHERMY/

and/51-52

24

(LOD or LOE).ti,ab.
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exp ELECTROCOAGULATION/

exp GROWTH HORMONE/

(growth adj2 hormone$).ti,ab.

DEHYDROEPIANDROSTERONE/

DHEA.ti,ab.

or/22-50,53-59

(inciden$ or hazard$).ti.

risk$.ti.

associat$.ti.

or/61-63

and/21,60,64

exp REPRODUCTIVE TECHNIQUES, ASSISTED/

(IVF or ICSI).ti,ab.

in vitro fertili?$.ti,ab.

0r/66-68

exp CHILD/

exp INFANT/

ADOLESCENT/

(newborn or neonate or preterm or prematur$ or infant$ or baby or babies or child* or

adolescen$ or teenage$).ti,ab.

or/70-73

risk$.ti.

(inciden$ or hazard$).ti.

associat$.ti.

or/75-77

and/69,74,78

or/65,79

limit 80 to yr="2003 -Current"
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Database(s): EBM Reviews - Cochrane Database of Systematic Reviews 2005 to April 2011,
EBM Reviews - Database of Abstracts of Reviews of Effects 2nd Quarter 2011

Search Strategy: FERT_Q4e_safety women_child_cdsrdare_050511

Searches

[

(fertil$ or steril$ or infertil$ or subfertil$ or sub-fertil$ or fecund$ or subfecund$ or sub-
fecund$ or assist$ reproduc$).tw,tx.

INFERTILITY, FEMALE.kw.

INFERTILITY .kw.

FERTILITY .kw.

ANOVULATION.kw.

(OVULATION or OVULATION INHIBITION).kw.

anovulat$.tw,tx.

oligo-ovulation.tw,tx.

"oligo ovulation".tw,tx.

Oligoovulat$.tw,tx.

FERTILIZATION IN VITRO.kw.

IVF.tw,tx.

"in vitro fertili$".tw,tx.

"in?vitro fertili$" .tw,tx.

ICSI.tw, tx.

AMENORRHEA kw.

amenorrh$.tw,tx.

HYPOGONADISM.kw.

(hypothalamic adj3 amenorrh$).tw,tx.

(hypogonadotro$ adj3 hypogonadism).tw,tx.

or/1-20

FERTILIZATION IN VITRO.kw.

FERTILITY AGENTS, FEMALE.kw.

GONADOTROPINS, PITUITARY .kw.

(UFSH or rFSH or LH or hMG).tw,tx.

(gonadotrophin$ or gonadotropi$).tw,tx.

NN ([N (N[NNI DN ||| ||| ([P PP |k ||© [0 |N [ (o1 || ||| =
~ O O [[PB [N [P [[© ||© || [N (& |0 || (W (N (I ||O

GnRH.tw,tx.
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55
56

GONADOTROPIN-RELEASING HORMONE .kw.

GnRHa.tw, tx.

(zoladex or synarel or decapeptyl).tw,tx.

DOPAMINE AGENTS.kw.

(dopamin$ adj3 (agonist$ or agent$)).tw,tx.

BROMOCRIPTINE.kw.

(cabergoline or bromocriptine).tw,tx.

(AROMATASE INHIBITORS or AMINOGLUTETHIMIDE or FADROZOLE).kw.

TESTOLACTONE.kw.

(teslac or anastrozole or arimidex or letrozole or femara or exemestane or aromasin or
vorozole or rivizor or formestane or lentaron or afema).tw,tx.

(aromatase adj3 inhibit$).tw,tx.

LIFE STYLE.kw.

(life?style adj3 (change$ or adjustment$ or interven$)).tw,tx.

BODY WEIGHT CHANGES.kw.

EXERCISE.kw.

((reduc$ or decreas$ or stop$ or ceas$) adj3 exercis$).tw,tx.

(ESTROGEN RECEPTOR MODULATORS or CLOMIPHENE or TAMOXIFEN).kw.

(anti?estrogen$ or anti?oestrogen$).tw,tx.

(clomiphene or clomifene or tamoxifen).tw,tx.

METFORMIN.kw.

(metformin or glucophage).tw,tx.

OVARY .kw.

((ovary or ovaries or ovarian) adj3 (drill$ or electrocauter$ or diatherm$)).tw,tx.

LAPAROSCOPY .kw.

DIATHERMY .kw.

and/51-52

(LOD or LOE).tw,tx.

ELECTROCOAGULATION.kw.

GROWTH HORMONE.kw.

7]

(growth adj2 hormone$).tw,tx.
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DEHYDROEPIANDROSTERONE.kw.

DHEA. .tw,tXx.

or/22-50,53-59

(inciden$ or hazard$).ti.

risk$.ti.

associat$.ti.

or/61-63

and/21,60,64

REPRODUCTIVE TECHNIQUES, ASSISTED.kw.

(IVF or ICSI).tw,tx.

in vitro fertili?$.tw,tx.

0r/66-68

CHILD.kw.

INFANT .kw.

ADOLESCENT .kw.

~N [N [ ||O ||| ||| || ||0 (O
N [P |[O [[© || [N [[& (O || W [N |FP |0 ||© [

(newborn or neonate or preterm or prematur$ or infant$ or baby or babies or child* or
adolescen$ or teenage$).tw,tx.

or/70-73

risk$.ti.

(inciden$ or hazard$).ti.

BN EREN N
~ S |01 S w

associat$.ti.

78)|or/75-77

79][and/69,74,78

80]|0r/65,79

Database(s): Embase 1980 to 2011 Week 18

Search Strategy: FERT_Q4e_safety_women_child_embase_100511

Searches

* |

(fertil$ or steril$ or infertil$ or subfertil$ or sub-fertil$ or fecund$ or subfecund$ or sub-
fecund$ or assist$ reproduc$).ti,ab.

~LE

infertility/ or female infertility/ or subfertility/
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FERTILITY/

exp OVARY INSUFFICIENCY/

OVULATION/

anovulat$.ti,ab.

oligo-ovulation.ti,ab.

"oligo ovulation".ti,ab.

Oligoovulat$.ti,ab.

exp INFERTILITY THERAPY/

IVF.ti,ab.

"in vitro fertili$".ti,ab.

"in?vitro fertili$" ti,ab.

ICSl.ti,ab.

INTRACYTOPLASMIC SPERM INJECTION/

AMENORRHEA/

amenorrh$.ti,ab.

hypogonadi$.ti,ab.

(hypothalamic adj3 amenorrh$).ti,ab.

(hypogonadotro$ adj3 hypogonadism).ti,ab.

or/1-20

exp INFERTILITY THERAPY/

IVF.ti,ab.

"in vitro fertili$".ti,ab.

exp FERTILITY PROMOTING AGENT/

"in?vitro fertili$" ti,ab.

(uFSH or rFSH or LH or hMG).ti,ab.

(gonadotrophin$ or gonadotropin$).ti,ab.

GnRH$.ti,ab.

(zoladex or synarel or decapeptyl).ti,ab.

DOPAMINE RECEPTOR STIMULATING AGENT/

(dopamin$ adj3 (agonist$ or agent$)).ti,ab.

W ([ || [[W ([N I[N DN (NN N[N (NN || (P || (||| || ||© || ([N | ||o || (W
W N [P [[© [[© || [N [[© [0 || (W [N |k O ||© ([0 ([N O ([0 (& W [N [ O

BROMOCRIPTINE/
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w
~

W (W
S |01

CABERGOLINE/

(cabergoline or bromocriptine).ti,ab.

LIFESTYLE MODIFICATION/

BODY WEIGHT/ or LEAN BODY WEIGHT/ or WEIGHT CONTROL/ or WEIGHT
FLUCTUATION/ or WEIGHT GAIN/ or WEIGHT REDUCTION/

weight.ti,ab.

exp EXERCISE/

((reduc$ or decreas$ or stop$ or ceas$) adj3 exercis$).ti,ab.

ANTIESTROGEN/ or CLOMIFENE/ or CLOMIFENE CITRATE/ or TAMOXIFEN/ or
TAMOXIFEN AZIRIDINE/ or TAMOXIFEN CITRATE/ or TAMOXIFEN
DERIVATIVE/

(anti?estrogen$ or anti?oestrogen$).ti,ab.

(clomiphene or clomifene or tamoxifen).ti,ab.

METFORMIN/

(metformin or glucophage).ti,ab.

((ovary or ovaries or ovarian) adj3 (drill$ or electrocauter$ or diatherm$)).ti,ab.

exp OVARY/su

DIATHERMY/

LAPAROSCOPIC SURGERY/

LAPAROSCOPY/

0r/49-50

and/48,51

(LOD or LOE).ti,ab.

ELECTROCOAGULATION/

exp GROWTH HORMONE/

(growth adj2 hormone$).ti,ab.

PRASTERONE/

DHEA .ti,ab.

or/22-46,52-58

risk$.ti.

(inciden$ or hazard$).ti.

associat$.ti.
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or/60-62

and/21,59,63

exp INFERTILITY THERAPY/

(IVF or ICSI).ti,ab.

"in vitro fertili$".ti,ab.

"in?vitro fertili$" ti,ab.

69|/0r/65-68

exp CHILD/

exp INFANT/

72|lexp ADOLESCENT/

(newborn$ or neonat$ or preterm or prematur$ or infant$ or baby or babies or child* or
adolescen$ or teenage$).ti,ab.

74/lor/70-73

risk$.ti.

(inciden$ or hazard$).ti.

77||associat$.ti.

78||or/75-77

79||and/69,74,78

80||or/64,79

81|limit 80 to yr="2003 -Current"

82|limit 81 to english language

Cinahl FERT_Q4e_safety women_child_cinahl 100511

# Query

S95 | S82 or S93
S94 | S82 or S93
S93 | S81 and S92
S92 | S87 and S91

S91 | S88 or S89 or S90
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AB (newborn* or neonat* or preterm or prematur* or infant* or baby or babies or child* or adolescen* or

S90 teenage*)

TI (newborn* or neonat* or preterm or prematur* or infant* or baby or babies or child* or adolescen* or
teenage*)

S89

S88 | (MH "ADOLESCENCE+") OR (MH "CHILD+")

S87 | S83 or S84 or S85 or S86

S86 | TI (in vitro fertili*) or AB (in vitro fertili*)

S85 | TI (ICSI) or AB (ICSI)

S84 | TI(IVF) or AB (IVF)

S83 | (MH "REPRODUCTION TECHNIQUES+")

S82 | S76 and S81

S81 | S77 or S78 or S79 or S80

S80 | TI (associat*)

S79 | Tl (hazard®)

S78 | Tl (inciden*)

S77 | TI (risk*)

S76 | S19 and S75

S20 or S21 or S22 or S23 or S24 or S25 or S26 or S27 or S28 or S29 or S30 or S31 or S32 or S33 or
S34 or S35 or S36 or S37 or S38 or S39 or S40 or S41 or S42 or S43 or S44 or S45 or S46 or S47 or
S48 or S49 or S50 or S51 or S52 or S53 or S54 or S55 or S56 or S57 or S58 or S59 or S60 or S61 or
S62 or S63 or S66 or S67 or S68 or S69 or S70 or S71 or S72 or S73 or S74

S75

S74 | TI (DHEA) or AB (DHEA)

S73 | (MH "PRASTERONE")

S72 | AB (growth N2 hormone*)

S71 | Tl (growth N2 hormone¥*)

S70 | (MH"HUMAN GROWTH HORMONE")

S69 | (MH "ELECTROCOAGULATION+")
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S68 | AB (LOD) or AB (LOE)

S67 | TI (LOD) or Tl (LOE)

S66 | S64 and S65

S65 | (MH "DIATHERMY")

S64 | (MH "LAPAROSCOPY")

S63 | AB (drill* or electrocauter* or diatherm*)

S62 | TI (drill* or electrocauter* or diatherm*)

S61 | (MH "OVARY/SU")

S60 | AB (metformin) or AB (glucophage)

S59 | TI (metformin) or Tl (glucophage)

S58 | (MH "METFORMIN")

S57 | AB (tamoxifene) or AB (clomiphene) or AB (clomifene)
S56 | TI (tamoxifene) or Tl (clomiphene) or TI (clomifene)
S55 | TI (anti-oestrogen*) or AB (anti-oestrogen*)

S54 | Tl (anti-estrogen*) or AB (anti-estrogen®)

S53 | (MH "ESTROGEN RECEPTOR MODULATORS") OR (MH "ESTROGEN ANTAGONISTS+")
S52 | Tl (exercis*) or AB (exercis*)

S51 | (MH "EXERCISE")

S50 | (MH "BODY WEIGHT CHANGES+")

S49 | AB (life-style N3 interven®*)

S48 | TI (life-style N3 interven®*)

S47 | AB (life-style N3 adjustment*)

S46 | TI (life-style N3 adjustment*)

S45 | AB (life-style N3 change*)
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S44 | TI (life-style N3 change*)

S43 | (MH "LIFE STYLE+")

AB (aminoglutethimide or testolactone or teslac or arimidex or letrozole or femara or exemestane or

S42 . -
aromasin or vorozole or rivizor or formestane or lentaron or fadrozole or afema)

TI (aminoglutethimide or testolactone or teslac or arimidex or letrozole or femara or exemestane or
aromasin or vorozole or rivizor or formestane or lentaron or fadrozole or afema)

S41

S40 | AB (aromatase N3 inhibitor*)

S39 | Tl (aromatase N3 inhibitor*)

S38 | (MH "AROMATASE INHIBITORS+")

S37 | AB (cabergoline) or AB (bromocriptine)

S36 | Tl (cabergoline) or Tl (bromocriptine)

S35 | (MH "BROMOCRIPTINE")

S34 | Tl (dopamine N3 agents*) or AB (dopamine N3 agents¥*)

S33 | Tl (dopamine N3 agonist*) or AB (dopamine N3 agonist*)

S32 | (MH "DOPAMINE AGENTS+")

S31 | AB (zoladex) or AB (synarel) or AB (decapeptyl)

S30 | Ti(zoladex) or Tl (synarel) or Tl (decapeptyl)

S29 | TI (GnRH) or AB (GnRH)

S28 | (MH "GONADORELIN+")

S27 | TI (GnRHa) or AB (GnRHa)

S26 | AB (gonadotrophin* or gonadotropin*)

S25 | Tl (gonadotrophin* or gonadotropin®)

S24 | TI (hMG) or AB (hMG)

S23 | TI (fFSH) or AB (rFSH)

S22 | Tl (UFSH) or AB (UFSH)
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S21 | (MH "GONADOTROPINS, PITUITARY+")

S20 | (MH"FERTILITY AGENTS+") OR (MH "MENSTRUATION INDUCING AGENTS+")

S1 or S2 or S3 or S4 or S5 or S6 or S7 or S8 or S9 or S10 or S11 or S12 or S13 or S14 or S15 or S16 or
S17 or S18

S19

S18 | (MH "HYPOGONADISM+")

S17 | Tl (amenorrh*) or AB (amenorrh*)

S16 | (MH "AMENORRHEA")

S15 | AB (intracytoplasmic sperm injection®)

S14 | TI (intracytoplasmic sperm injection®)

S13 | TI(ICSI) or AB (ICSI)

S12 | TI (in vitro fertili*) or AB (in vitro fertili*)

S11 | TI(IVF) or AB (IVF)

S10 | (MH"FERTILIZATION IN VITRO")

S9 Tl (oligo-ovulat*) or AB (oligo-ovulat*)

S8 TI (anovulat*) or AB (anovulat*)

S7 (MH "OVULATION")

S6 (MH "FERTILITY")

S5 TI (assist* reproduc*) or AB (assist* reproduc*)

S4 (MH "Infertility Risk (Saba CCC)")

S3 (MH "INFERTILITY")

S2 AB (fertil* or steril* or infertil* or sub-fertil* or fecund* or sub-fecund*)

S1 TI (fertil* or steril* or infertil* or sub-fertil* or fecund* or sub-fecund*)
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Appendix F Summary of
Identified studies

Table F.1 Summary of indentified studies

Question

Review summary

How accurate are tests of ovarian reserve in
predicting pregnancy and its outcomes for women
with infertility —undergoing: ovulation induction
treatment; assisted reproduction (including
unexplained infertility and IVF).

Search results: 9,192
Ordered/weeded in: 234
Included: 20

Excluded: 214

What is the effectiveness and safety of sperm
washing to reduce the risk of viral transmission?

Search results: 402
Ordered/weeded in: 49
Included: 18

Excluded: 30

What is the effectiveness and safety of ovulation
induction strategies in women with WHO Group |
ovulation disorders?

Search results: 6112
Ordered/weeded in: 36
Included: O

Excluded: 36

What is the effectiveness and safety of ovulation
induction strategies in women with WHO Group Il
ovulation disorders?

Search results: 945
Ordered/weeded in: 173
Included: 31

Excluded: 142

What is the effectiveness and safety of ovarian
stimulation strategies in women with unexplained
infertility?

Search results: 634
Ordered/weeded in: 32
Included: 2

Excluded: 30

What is the effectiveness of intrauterine insemination
(un?

Search results: 916
Ordered/weeded in: 53
Included: 9

Excluded: 44

How accurate are clinical scoring systems in
predicting the outcome of IVF treatment

Search results: 507
Ordered/weeded in: 40
Included: 6

Excluded: 34
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Question

Review summary

What is the effectiveness of pre-treatment as part of
an ovarian stimulation strategy for women undergoing
IVF or ICSI treatment?

Search results: 8278
Ordered/weeded in: 43
Included: 2

Excluded: 41

What is the effectiveness of down regulation as part

Search results: 8278

of an ovarian stimulation strategy for women .

undergoing IVF or ICSI treatment? Ordered/weeded in: 96
Included: 16
Excluded: 80

What is the effectiveness of different ovarian | Search results: 8278

strategies as part of an ovarian stimulation protocol in
women undergoing IVF or ICSI treatment?

Ordered/weeded in: 263
Included: 74
Excluded: 189

Which is the most effective ovulation trigger to use as
part of an ovarian stimulation strategy for women
undergoing IVF or ICSI treatment?

Search results: 8278
Ordered/weeded in: 61
Included: 5

Excluded: 56

What is the effectiveness and safety of different
embryo transfer strategies?

Search results: 5982
Ordered/weeded in: 80
Included: 27

Excluded: 53

What is the effectiveness of luteal phase support as
part of an ovarian stimulation strategy for women
undergoing IVF or ICSI treatment?

Search results: 8278
Ordered/weeded in: 99
Included: 5

Excluded: 94

What is
(including
strategies?

the effectiveness of
vitrification)  in

cryopreservation
fertility preservation

Search results: 575
Ordered/weeded in: 25
Included: 10

Excluded: 15

(Second search)
Search results: 918
Ordered/weeded in: 27
Included: 14

Excluded: 13
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Question

Review summary

Safety of ovulation stimulating agents in women and
long term effects on children conceived via ART

Search results: 5501
Ordered/weeded in: 5396
Included: 41

Excluded: 53
Unavailable: 5

Duplicate: 3
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Appendix G Excluded

studies

Chapter 6. Investigation of
strategies

Tests for ovarian reserve

fertility problems and management

Table G.1 How accurate are tests of ovarian reserve in predicting pregnancy and its outcomes for women with
infertility undergoing: ovulation induction treatment; assisted reproduction (including unexplained infertility and

IVF)

Bibliographic information

Reason for exclusion

Aboulghar,M.A., Mansour,R.T., Serour,G.l., Al-lnany,H.G., Diagnosis
and management of unexplained infertility: An update, Archives of
Gynecology and Obstetrics, 267, 177-188, 2003

Alviggi,C., Humaidan,P., Howles,C.M., Tredway,D., Hillier,S.G.,
Biological versus chronological ovarian age: Implications for assisted
reproductive technology, Reproductive Biology and Endocrinology, 7, -,
2009

Anderson,R.A., Themmen,A.P.N., Al-Qahtani,A., Groome,N.P.,
Cameron,D.A.,, The effects of chemotherapy and long-term
gonadotrophin suppression on the ovarian reserve in premenopausal
women with breast cancer, Human Reproduction, 21, 2583-2592,
2006

Arce,J.C., Balen,A., Platteau,P., Pettersson,G., Andersen,A.N., Mid-
luteal progesterone concentrations are associated with live birth rates
during ovulation induction, Reproductive Biomedicine Online, 22, 449-
456, 2011

Arslan,M., Bocca,S., Mirkin,S., Barroso,G.,  Stadtmauer,L.,
Oehninger,S., Controlled ovarian hyperstimulation protocols for in vitro
fertilization: Two decades of experience after the birth of Elizabeth
Carr, Fertility and Sterility, 84, 555-569, 2005

Baka,S., Makrakis,E., Tzanakaki,D., Konidaris,S., Hassiakos,D.,
Moustakarias,T., Creatsas,G., Poor responders in IVF: cancellation of
a first cycle is not predictive of a subsequent failure, Annals of the New
York Academy of Sciences, 1092, 418-425, 2006

Balasch,J., Creus,M., Fabregues,F., Carmona,F., Casamitjana,R.,
Ascaso,C., Vanrell,J.A., Inhibin, follicle-stimulating hormone, and age
as predictors of ovarian response in in vitro fertilization cycles
stimulated with gonadotropin-releasing hormone agonist-gonadotropin
treatment, American Journal of Obstetrics and Gynecology, 175, 1226-
1230, 1996
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Summary of Cochrane review

Review

Study does not provide data on
outcomes of interest.

Does  not
accuracy data

present  diagnostic

Not relevant

Study does not provide data on
outcomes of interest.

Retrospective study. Study does not
provide data on outcomes of
interest.
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Bibliographic information

Reason for exclusion

Bancsi,L.F., Huijs,A.M., den Ouden,C.T., Broekmans,F.J.,
Looman,C.W., Blankenstein,M.A., te Velde,E.R., Basal follicle-
stimulating hormone levels are of limited value in predicting ongoing
pregnancy rates after in vitro fertilization, Fertility and Sterility, 73, 552-
557, 2000

Barad,D.H., Weghofer,A., Gleicher,N., Age-specific levels for basal
follicle-stimulating hormone assessment of ovarian function, Obstetrics
and Gynecology, 109, 1404-1410, 2007

Barad,D.H., Weghofer,A., Gleicher,N., Comparing anti-Mullerian
hormone (AMH) and follicle-stimulating hormone (FSH) as predictors of
ovarian function, Fertility and Sterility, 91, 1553-1555, 2009

Blazar,A.S., Lambert-Messerlian,G., Hackett,R., Krotz,S., Carson,S.A.,
Robins,J.C., Use of in-cycle antimullerian hormone levels to predict
cycle outcome, American Journal of Obstetrics and Gynecology, 205,
223-223, 2011

Blumenfeld,Z., Avivi,l., Linn,S., Epelbaum,R., Ben-Shahar,M., Haim,N.,
Prevention of irreversible chemotherapy-induced ovarian damage in
young women with lymphoma by a gonadotrophin-releasing hormone
agonist in parallel to chemotherapy, Human Reproduction, 11, 1620-
1626, 1996

Bonetti,T.C., Salomao,R., Brunialti,M., Braga,D.P., Borges E Jr,
Silva,l.D., Cytokine and hormonal profile in serum samples of patients
undergoing controlled ovarian stimulation: interleukin-1beta predicts
ongoing pregnancy, Human Reproduction, 25, 2101-2106, 2010

Bukman,A., Heineman,M.J., Ovarian reserve testing and the use of
prognostic models in patients with subfertility. [85 refs], Human
Reproduction Update, 7, 581-590, 2001

Cabrera,R.A., Stadtmauer,L., Mayer,J.F., Gibbons,W.E., Oehninger,S.,
Follicular phase serum levels of luteinizing hormone do not influence
delivery rates in in vitro fertilization cycles down-regulated with a
gonadotropin-releasing hormone agonist and stimulated with
recombinant follicle-stimulating hormone, Fertility and Sterility, 83, 42-
48, 2005

Carrera-Rotllan,J., Estrada-Garcia,L., Sarquella-Ventura,J., Prediction
of pregnancy in IVF cycles on the fourth day of ovarian stimulation,
Journal of Assisted Reproduction and Genetics, 24, 387-394, 2007

Chang,C.L., Wang,T.H., Horng,S.G., Wu,HM., WangH.S.,
Soong,Y.K., The concentration of inhibin B in follicular fluid: Relation to
oocyte maturation and embryo development, Human Reproduction, 17,
1724-1728, 2002

Chang,M.Y., Chiang,C.H., Hsieh,T.T., Soong,Y.K., Hsu,K.H., Use of
the antral follicle count to predict the outcome of assisted reproductive
technologies, Fertility and Sterility, 69, 505-510, 1998

Check,J.H., Katsoff,B., Brasile,D., Choe,J.K., Amui,J., Pregnancy
outcome following in vitro fertilization-embryo transfer (IVF-ET) in
women of more advanced reproductive age with elevated serum follicle
stimulating hormone (FSH) levels, Clinical and Experimental Obstetrics
and Gynecology, 35, 13-15, 2008
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Retrospective study.

Retrospective study.

Correspondence

Does not present diagnostic
accuracy data

Study does not provide data on
ouctomes of interest.

Study does not provide data on
outcomes of interest.

Review

Test of interest were not examined.

Tests of ovarian reserve on women
undergoing stimulation.

Study does not provide data on
outcomes of interest.

Study does not provide data on
outcomes of interest.

Study does not provide data on
outcomes of interest.
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Bibliographic information

Reason for exclusion

Chiang,C.H., Hsieh,T.T., Chang,M.Y., Shiau,C.S., Hou,H.C., Hsu,J.J.,
Soong,Y.K., Prediction of pregnancy rate of in vitro fertilization and
embryo transfer in women aged 40 and over with basal uterine artery
pulsatility index, Journal of Assisted Reproduction and Genetics, 17,
409-414, 2000

Chow,G.E., Criniti,A.R., Soules,M.R., Antral follicle count and serum
follicle-stimulating hormone levels to assess functional ovarian age,
Obstetrics and Gynecology, 104, 801-804, 2004

Chuang,C.C., Chen,C.D., Chao,K.H., Chen,S.U., Ho,H.N., Yang,Y.S.,
Age is a better predictor of pregnancy potential than basal follicle-
stimulating hormone levels in women undergoing in vitro fertilization,
Fertility and Sterility, 79, 63-68, 2003

Corrigan,E., McLaughlin,E.A., Coulson,C., Ford,W.C., HullM.G., The
effect of halving the standard dose of cryopreserved semen for donor
insemination: a controlled study of conception rates, Human
Reproduction, 9, 330-333, 1994

Costello,M.F., Hughes,G.J., Garrett,D.K., Hanjani,A., Steigrad,S.J., A
spontaneous luteinizing hormone surge is beneficial in women with
unexplained infertility undergoing controlled ovarian hyperstimulation
without in vitro fertilization, International Journal of Fertility and
Womens Medicine, 43, 28-33, 1998

D'Amato,G., Caroppo,E., Pasquadibisceglie,A., Carone,D., Vitti,A.,
Vizziello,G.M., A novel protocol of ovulation induction with delayed
gonadotropin-releasing hormone antagonist administration combined
with  high-dose recombinant follicle-stimulating hormone and
clomiphene citrate for poor responders and women over 35 years,
Fertility and Sterility, 81, 1572-1577, 2004

de Carvalho,B.R., Rosa-e-Silva AC, Rosa-e-Silva JC, Dos Reis,R.M.,
Ferriani,R.A., Silva-de-Sa,M.F., Increased basal FSH levels as
predictors of low-quality follicles in infertile women with endometriosis,
International Journal of Gynaecology and Obstetrics, 110, 208-212,
2010

De,PlacidoG, Alviggi,C., Clarizia,R., Mollo,A., Alviggi,E., Strina,l.,
Fiore,E., Wilding,M., Pagano,T., Matarase,G., Intra-follicular leptin
concentration as a predictive factor for in vitro oocyte fertilization in
assisted reproductive techniques, Journal of Endocrinological
Investigation, 29, 719-726, 2006

Decanter,C., Pigny,P., Lefebvre,C., Thomas,P., Leroy,M., Dewailly,D.,
Serum inhibin B during controlled ovarian hyperstimulation: an
additional criterion for deciding whether to proceed with egg retrieval,
Fertility and Sterility, 91, 2419-2425, 2009

Dechanet,C., Castelli,C., Reyftmann,L., Coubes,C., Hamamah,S.,
Hedon,B., Dechaud,H., Anahory,T., Myotonic dystrophy type 1 and
PGD: Ovarian stimulation response and correlation analysis between
ovarian reserve and genotype, Reproductive Biomedicine Online, #20,
610-618, 2010

Stuidy did not use tests of interest.

Study does not rpovide any data on
outcomes of interest. Study makes
an estimation of the variation in AFC
and FSH.

Retrospective study design

Study provides insufficient data oin
outcomes of interest.

Not relevant

Retrospective study. Study does not
provide data on outcomes of
interest.

Study does not provide data on
outcomes of interest.

Study does not provide data on
outcomes of interest.

Women were already undergoing

stimulation when tested.

Retrospective study.
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Bibliographic information

Reason for exclusion

Delvigne,A., Dubois,M., Battheu,B., Bassil,S., Meuleman,C., De,Sutter
P., Rodesch,C., Janssens,P., Remacle,P., Gordts,S., The ovarian
hyperstimulation syndrome in in-vitro fertilization: a Belgian multicentric
study. Il. Multiple discriminant analysis for risk prediction, Human
Reproduction, 8, 1361-1366, 1993

Duleba,A.J., Hausman,N., Jones,E.E., Olive,D.L., Preretrieval
predictors of pregnancy in IVF, Journal of Assisted Reproduction and
Genetics, 14, -211, 1997

Durmusoglu,F., Elter,K., Yoruk,P., Erenus,M., Combining cycle day 7
follicle count with the basal antral follicle count improves the prediction
of ovarian response, Fertility and Sterility, 81, 1073-1078, 2004

Dzik,A., Lambert-Messerlian,G., 1zzo,V.M., Soares,J.B., Pinotti,J.A.,
Seifer,D.B., Inhibin B response to EFORT is associated with the
outcome of oocyte retrieval in the subsequent in vitro fertilization cycle,
Fertility and Sterility, 74, 1114-1117, 2000

Ebner,T., Sommergruber,M., Moser,M., Shebl,O., Schreier-Lechner,E.,
Tews,G., Basal level of anti-Mullerian hormone is associated with
oocyte quality in stimulated cycles, Human Reproduction, 21, 2022-
2026, 2006

Ebrahim,A., Rienhardt,G., Morris,S., Kruger,T.F., Lombard,C.J., Van
der Merwe,J.P., Follicle stimulating hormone levels on cycle day 3
predict ovulation stimulation response, Journal of Assisted
Reproduction and Genetics, 10, 130-136, 1993

Eldar,Geva T., Margalioth,E.J., Algur,N.N., Robertson,D.M.,
Healy,D.L., Serum inhibin B concentrations measured early during
FSH administration for IVF/embryo transfer can predict treatment
outcome, Human Reproduction, Vol.15, pp.87-88, 2000., -88, 2000

Eldar-Geva,T., Ben-Chetrit,A., Spitz,|.M., Rabinowitz,R., Markowitz,E.,
Mimoni,T., Gal,M., Zylber-Haran,E., Margalioth,E.J., Dynamic assays
of inhibin B, anti-Mullerian hormone and estradiol following FSH
stimulation and ovarian ultrasonography as predictors of IVF outcome,
Human Reproduction, #20, 3178-3183, 2005

Eldar-Geva,T., Margalioth,E.J., Ben-Chetrit,A., Gal,M.,
Robertson,D.M., Healy,D.L., Diamant,Y.Z., Spitz,|.M., Serum inhibin B
levels measured early during FSH administration for IVF may be of
value in predicting the number of oocytes to be retrieved in normal and
low responders, Human Reproduction, 17, 2331-2337, 2002

Elgindy,E.A., El-Haieg,D.O., El-Sebaey,A., Anti-Mullerian hormone:
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Retrospective study.

Study does not provide data on
outcomes of interest.

Study does not provide data on
outcomes of interest.

Retrospective study. Study does not
provide data on outcomes of
interest.

Study does not provide data on
outcomes of interest.

Study does not provide any data on
outcomes  of interest.  Study
examines predictors of pregnancy in
male sub-fertility.

Study does not provide any data on
outcomes  of interest.  Study
examines predictive modelling for
pregnancy.

Study does not provide data on
outcomes of interest.

Correspondence

Study population is
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potentially

Study does not use a test on
interest: examines mean ovarian
diameter.

Study provides insufficient data on
outcomes of interest.
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Warne,D.W., Tredway,D., Schertz,J.C., Schnieper-Samec,S., Alam,V.,
Eshkol,A., Midluteal serum progesterone levels and pregnancy
following ovulation induction with human follicle-stimulating hormone:
results of a combined-data analysis, Journal of Reproductive Medicine,
56, 31-38, 2011

Weghofer,A., Margreiter,M., Fauster,Y., Schaetz,T., Brandstetter,A.,
Boehm,D., Feichtinger,W., Age-specific FSH levels as a tool for
appropriate patient counselling in assisted reproduction, Human
Reproduction, 20, 2448-2452, 2005

Woldringh,G.H.,  FruntM.H.,  Kremer,J.A.,, Spaanderman,M.E.,
Decreased ovarian reserve relates to pre-eclampsia in IVF/ICSI
pregnancies, Human Reproduction, 21, 2948-2954, 2006

Wu,C.H., Chen,Y.C., Wu,H.H., YangJ.G., Chang,Y.J., Tsai,H.D.,
Serum anti-Mullerian hormone predicts ovarian response and cycle
outcome in IVF patients, Journal of Assisted Reproduction and
Genetics, 26, 383-389, 2009

Wunder,D.M., Guibourdenche,J., Birkhauser,M.H., Bersinger,N.A.,
Anti-Mullerian hormone and inhibin B as predictors of pregnancy after
treatment by in vitro fertilization/intracytoplasmic sperm injection,
Fertility and Sterility, 90, 2203-2210, 2008

Yang,J.H., Chen,H.F., LienY.R., Chen,S.U.,, Ho,H.N., Yang,Y.S.,
Elevated E2: oocyte ratio in women undergoing IVF and tubal ET.
Correlation with a decrease in the implantation rate, Journal of
Reproductive Medicine, 46, 434-438, 2001

Yding,AndersenC, Bungum,L., Nyboe,AndersenA, Humaidan,P.,
Preovulatory progesterone concentration associates significantly to
follicle number and LH concentration but not to pregnancy rate,
Reproductive Biomedicine Online, 23, 187-195, 2011

Yong,P.Y.K., Baird,D.T., JooThong,K., McNeilly,A.S., Anderson,R.A.,
Prospective analysis of the relationships between the ovarian follicle
cohort and basal FSH concentration, the inhibin response to
exogenous FSH and ovarian follicle number at different stages of the
normal menstrual cycle and after pituitary down-regulation, Human
Reproduction, 18, 35-44, 2003

Younis,J.S., Haddad,S., Matilsky,M., Radin,0., Ben-Ami,M.,
Undetectable basal ovarian stromal blood flow in infertle women is
related to low ovarian reserve, Gynecological Endocrinology, 23, 284-
289, 2007

Younis,J.S.,  Matilsky,M., Radin,O., Ben-Ami,M.,  Increased
progesterone/estradiol ratio in the late follicular phase could be related
to low ovarian reserve in in vitro fertilization-embryo transfer cycles
with a long gonadotropin-releasing hormone agonist, Fertility and
Sterility, 76, 294-299, 2001

Zitzmann,M., Nordhoff,V., von,Schonfeld,V, Nordsiek-Mengede,A.,
Kliesch,S., Schuring,A.N., Luetjens,C.M., Kamischke,A., Cooper,T.,
Simoni,M., Nieschlag,E., Elevated follicle-stimulating hormone levels
and the chances for azoospermic men to become fathers after retrieval
of elongated spermatids from cryopreserved testicular tissue, Fertility
and Sterility, 86, 339-347, 2006

Does not address study question

Retrospective study. Study does not
provide data on outcomes of
interest.

Study does not provide data on
outcomes of interest: examines
ovarian eserve and pre-eclampsia.

Study does not provide data on
outcomes of interest.

Study does not provide data on
outcomes of interest.

Retrospective study. Study does not

provide data on outcomes of
interest.
Does not present diagnostic

accuracy data

Study provides no data on outcomes
of interest.

Study does not provide sufficient
data to calculate outcomes of
interest.

Study does not provide data on
outcomes of interest.

Study of male factor infertility only.
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Sperm washing and viral transmission

Table G.2 What is the effectiveness and safety of sperm washing to reduce the risk of viral transmission?

Bibliographic information

Reason for exclusion
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Does not report on outcomes that are
relevant to the review question.
Seroconversions and post-pregnancy
outcomes were not reported

Case report. Studies with more
participants are available

Does not look at couples post
treatment, only their suitability for
treatment. Included couples where
men were HIV negative and women
were HIV positive (ie sperm washing
not relevant)

This is a case series of only three
participants.  Studies with more
participants are available

The study does not report the number
of cycles started

Does not report outcomes of interest.

There is no data on pregnancy
outcomes
Same study population as

Nicopoullos (2010), which is included
in this review and compares the data
in a way that is more relevant to the
review question

Does not address review question

Case report. Studies with more
participants are available
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Bibliographic information

Reason for exclusion
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Table G.3 Transmission with low viral load studies and PrEP studies
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Seroconversion rates were not
specifically reported for couples with
male index cases

Relevant studies were included
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Seroconversion rates were not
reported for specific viral loads or
use of HAART in male index cases.

The study does not involve
serodiscordant couples
Results were derived from a

mathematical model

Non-relevant outcome

Report

Non-comparative study design
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Reason for exclusion
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Results derived from a
mathematical model

Seroconversion rates in couples
with male index cases were not
specifically reported for different
viral loads

Study population is not relevant

Relevant study from the review has
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Non-comparative study design
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Non-relevant study population

Review

Non-relevant outcome

Seroconversion rates were not
specifically reported for couples with
male index cases
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Chapter 8. Ovulation Disorders

Group | WHO women

Table G.4 What is the effectiveness and safety of ovulation induction strategies in women with WHO Group |

ovulation disorders?

Bibliographic information

Reason for exclusion
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Not a population of interest
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Prospective study, not a comparative
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Review of interventions for a different
population group than the one this
guestion addresses
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Not a relevant intervention

Compares women who received
ART, ovulation induction medication,
and no treatment
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Bibliographic information

Reason for exclusion
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Not a comparison of interest

Not a comparative study. Some
patients received an intervention
other than treatment of anovulation

Retrospective review

Cross-over trial where data for each
arm could not be separated

Does not report on outcomes of
interest

Selection criteria of participants -
does not describe anovulation
disorder compatible with WHO Group
|

No indication how many women
received IUI and there is no subgroup
analysis

Small sample size

No outcomes of interest

Does not report outcomes of interest

Heterogeneous population
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Bibliographic information

Reason for exclusion
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hypogonadotrophic hypogonadism, Human Reproduction, 9, 431-436,
1994
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treatment. One group consisted of
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The study does not report outcomes
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wanted to conceive, and it was not
reported how which intervention
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Conference abstract
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Case study
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Not restricted to WHO Group |
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Bibliographic information

Reason for exclusion
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Recombinant follicle-stimulating hormone (follitropin alfa) for ovulation
induction in Japanese patients with anti-estrogen-ineffective oligo-or
anovulatory infertility: Results of a phase Il dose-response study,
Reproductive Medicine and Biology, 9, 91-97, 2010

Ulug,U., Ben-Shlomo,l., Tosun,S., ErdenH.F., Akman,M.A.,
Bahceci,M., The reproductive performance of women with
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Vegetti,W., Riccaboni,A., Columbo,M., Baroni,E., Diaferia,D.,
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Chapter 12. Intrauterine insemination

Table G.7 What is the effectiveness of intrauterine insemination (1UI)?
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Table G.8 How accurate are clinical scoring systems in predicting the outcome of IVF treatment?
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review
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Table G.9 What is the effectiveness of pre-treatment as part of an ovarian stimulation strategy for women

undergoing IVF or ICSI treatment?
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Conference abstract

Abstract

Both groups received pre-treatment
with an oral contraceptive

Included in  Smulders
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Table G.11 What is the effectiveness of different ovarian strategies as part of an ovarian stimulation protocol in

women undergoing IVF or ICSI treatment?
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Table G.15 What is the effectiveness of cryopreservation (including vitrification) in fertility preservation

strategies?

Bibliographic information

Reason for exclusion

Abdelhafez,F.F., Desai,N., bou-Setta,A.M., Falcone,T., Goldfarb,J.,
Slow freezing, vitrification and ultra-rapid freezing of human embryos:
A systematic review and meta-analysis, Reproductive Biomedicine
Online, #20, -222, 2010

Bergh,T., Ericson,A., Hillensjo,T., Nygren,K.G., Wennerholm,U.B.,
Deliveries and children born after in-vitro fertilisation in Sweden 1982-
95: a retrospective cohort study., Lancet, 354, 1579-1585, 1999

Bonduelle,M., Wilikens,A., Buysse,A., Van,Assche E., Devroey,P., Van
Steirteghem,A.C., Liebaers,l., A follow-up study of children born after
intracytoplasmic sperm injection (ICSI) with epididymal and testicular
spermatozoa and after replacement of cryopreserved embryos
obtained after ICSI, Human Reproduction, 13 Suppl 1, 196-207, 1998

Bonduelle,M., Wilikens,A., Buysse,A., Van,Assche E., Wisanto,A,,
Devroey,P., Van Steirteghem,A.C., Liebaers,l., Prospective follow-up
study of 877 children born after intracytoplasmic sperm injection (ICSlI),
with ejaculated epididymal and testicular spermatozoa and after
replacement of cryopreserved embryos obtained after ICSI, Human
Reproduction, 11 Suppl 4, 131-155, 1996

Bruinsma,F., Venn,A., Lancaster,P., Speirs,A., Healy,D., Incidence of
cancer in children born after in-vitro fertilization, Human Reproduction,
15, 604-607, 2000

Ciotti,P.M., Porcu,E., Notarangelo,L., Magrini,0., Bazzocchi,A.,
Venturoli,S., Meiotic spindle recovery is faster in vitrification of human
oocytes compared to slow freezing, Fertility and Sterility, 91, 2399-
2407, 2009

Cobo,A., Diaz,C., Clinical application of oocyte vitrification: A
systematic review and meta-analysis of randomized controlled trials,
Fertility and Sterility, 96, 277-285, 2011

Cutting,R., Barlow,S., Anderson,R., Human oocyte cryopreservation:
Evidence for practice, Human Fertility, 12, 125-136, 2009

Edelstein,A., Yavetz,H., Kleiman,S.E., Botchan,A., Hauser,R., Paz,G.,
Yogev,L., Deoxyribonucleic acid-damaged sperm in cryopreserved-
thawed specimens from cancer patients and healthy men, Fertility and
Sterility, 90, 205-208, 2008

Ginsburg,E.S., Yanushpolsky,E.H., Jackson,K.V., In vitro fertilization
for cancer patients and survivors, Fertility and Sterility, 75, 705-710,
2001

Haie-Meder,C., Mlika-Cabanne,N., Michel,G., Briot,E., Gerbaulet,A.,
Lhomme,C., Cosset,J.M., Sarrazin,D., Flamant,F., Hayat,M.,
Radiotherapy after ovarian transposition: ovarian function and fertility
preservation, International Journal of Radiation Oncology, Biology,
Physics, 25, 419-424, 1993
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Meta-analysis

Unable to extract data for children of
cancer patients only

Unable to extract data for children of
cancer patients only

Unable to extract data for children of
cancer patients only

Unable to extract data for children of
cancer patients only

Study does not provide any data on
outcomes of interest

Includes same trials already included
in review. Also includes fresh vs.
frozen comparison.

Practice parameter

Correspondence

Not a randomized controlled trial

Study on fertility preservation, not

cryopreservation or vitrification
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Bibliographic information

Reason for exclusion

Hourvitz,A., Goldschlag,D.E., Davis,O.K., Gosden,L.V., Palermo,G.D.,
Rosenwaks,Z., Intracytoplasmic sperm injection (ICSI) using
cryopreserved sperm from men with malignant neoplasm yields high
pregnancy rates, Fertility and Sterility, 90, 557-563, 2008

Kuwayama,M., Vajta,G., leda,S., Kato,O., Comparison of open and
closed methods for vitrification of human embryos and the elimination
of potential contamination, Reproductive BioMedicine Online, 11, 608-
614, 2005

Kwon,Y.S., HahnH.S., Kim,T.J., Lee/lH., LimKT, LeeKH,
Shim,J.U., Mok, J.E., Fertility preservation in patients with early
epithelial ovarian cancer, Journal of Gynecologic Oncology, 20, 44-47,
2009

Lin,T.K., Su,J.T., Lee,F.K,, Lin,Y.R., Lo,H.C., Cryotop vitrification as
compared to conventional slow freezing for human embryos at the
cleavage stage: survival and outcomes, Taiwanese Journal of
Obstetrics and Gynecology, 49, 272-278, 2010

Loutradi,K.E., Kolibianakis,E.M., Venetis,C.A., Papanikolaou,E.G.,
Pados,G., Bontis,l., Tarlatzis,B.C., Cryopreservation of human
embryos by vitrification or slow freezing: a systematic review and meta-
analysis. [48 refs], Fertility and Sterility, 90, 186-193, 2008

Moragianni,V.A., Cohen,J.D., Smith,S.E., Schinfeld,J.S., Somkuti,S.G.,
Lee,A.,, Barmat,L.l.,, Outcomes of day-1, day-3, and blastocyst
cryopreserved embryo transfers, Fertility and Sterility, 93, 1353-1355,
2010

Noyes,N., Labella,P.A., Grifo,J., Knopman,J.M., Oocyte
cryopreservation: a feasible fertility preservation option for reproductive
age cancer survivors, Journal of Assisted Reproduction and Genetics,
27, 495-499, 2010

Noyes,N., Labella,P.A., Grifo,J., Knopman,J.M., Oocyte
cryopreservation: a feasible fertility preservation option for reproductive
age cancer survivors, Journal of Assisted Reproduction and Genetics,
27, 495-499, 2010

Oktay,K., Oktem,0., Ovarian cryopreservation and transplantation for
fertility preservation for medical indications: report of an ongoing
experience, Fertility and Sterility, 93, 762-768, 2010

Paffoni,A., Alagna,F., Somigliana,E., Restelli,L., Brevini,T.A,,
Gandolfi,F., Ragni,G., Developmental potential of human oocytes after
slow freezing or vitrification: a randomized in vitro study based on
parthenogenesis, Reproductive Sciences, 15, 1027-1033, 2008

Pinborg,A., Loft,A., Aaris,HenningsenA, Rasmussen,S.,
Andersen,A.N., Infant outcome of 957 singletons born after frozen
embryo replacement: The Danish National Cohort Study 1995-2006,
Fertility and Sterility, 94, 1320-1327, 2010

Ping,P., Zhu,W.B., Zhang,X.Z., Yao,K.S., Xu,P., Huang,Y.R., Li,Z.,
Sperm banking for male reproductive preservation. a 6-year
retrospective multi-centre study in China, Asian Journal of Andrology,
12, 356-362, 2010

Not a randomized controlled trial

Not a randomised controlled trial.

Study on fertility preservation, not
cryopreservation or vitrification

Retrospective study

Meta-analysis

Type of embryo not type of freezing;
useful for Q3

Does not compare methods of
cryopreservation

Not a randomized controlled trial

Not a randomized controlled trial

Study using parthenogenetic
activation not fertilization with male
gametes

Unable to extract data for children of
cancer patients only

Question not included in update of
guideline
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Bibliographic information

Reason for exclusion

Rezazadeh,Valojerdi M., Eftekhari-Yazdi,P., Karimian,L., Hassani,F.,
Movaghar,B., Vitrification versus slow freezing gives excellent survival,
post warming embryo morphology and pregnancy outcomes for human
cleaved embryos, Journal of Assisted Reproduction and Genetics, 26,
347-354, 2009

Shalom-Paz,E., Almog,B., Shehata,F., Huang,J., HolzerH.,
Chian,R.C., Son,W.Y., Tan,S.L., Fertility preservation for breast-cancer
patients using IVM followed by oocyte or embryo Vvitrification,
Reproductive Biomedicine Online, 21, 566-571, 2010

Silber,S., Kagawa,N., Kuwayama,M., Gosden,R., Duration of fertility
after fresh and frozen ovary transplantation, Fertility and Sterility, 94,
2191-2196, 2010

Son,W.Y., Chung,J.T., Gidoni,Y., Holzer,H., Levin,D., Chian,R.C.,
Tan,S.L., Comparison of survival rate of cleavage stage embryos
produced from in vitro maturation cycles after slow freezing and after
vitrification, Fertility and Sterility, 92, 956-958, 2009

Sunkara,S.K., Siozos,A., Bolton,V.N., Khalaf,Y., Braude,P.R., EI-
Toukhy,T., The influence of delayed blastocyst formation on the
outcome of frozen-thawed blastocyst transfer: a systematic review and
meta-analysis, Human Reproduction, 25, 1906-1915, 2010

Sutcliffe,A.G., D'Souza,S.W., Cadman,J., Richards,B., McKinlay,l.A.,
Lieberman,B., Minor congenital anomalies, major congenital
malformations and development in children conceived from
cryopreserved embryos, Human Reproduction, 10, 3332-3337, 1995

van Casteren,N.J., van Santbrink,E.J., van,Inzen W., Romijn,J.C.,
Dohle,G.R., Use rate and assisted reproduction technologies outcome
of cryopreserved semen from 629 cancer patients, Fertility and
Sterility, 90, 2245-2250, 2008

Wennerholm,U.B., Soderstrom-Anttila,V., Bergh,C., Aittomaki,K.,
Hazekamp,J., Nygren,K.G., Selbing,A., Loft,A., Children born after
cryopreservation of embryos or oocytes: A systematic review of
outcome data, Human Reproduction, 24, 2158-2172, 2009

Yap,J.K., Davies,M., Fertility preservation in female cancer survivors.
[130 refs], Journal of Obstetrics and Gynaecology, 27, 390-400, 2007

Not a randomized controlled trial

Does not report relevant outcomes.
Reports how many oocytes were
retrieved and ‘predicted pregnancy
rates’ based on  non-cancer
population data

Not a randomized controlled trial

Correspondence

Type of embryo rather than type of
freezing

Unable to extract data for children of
cancer patients only

Unclear if particpants who had
emnryos frozen ad part of IVF had
cancer or not

Unable to extract data for children of
cancer patients only

Not a randomized controlled trial
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Chapter 20. Long-term  safety of assisted reproduction
treatments in women with infertility and their children

Table G.16 Safety of ovulation stimulating agents in women and long term effects on children conceived via ART

Bibliographic information Reason for exclusion

Barlow,P., Lejeune,B., Puissant,F., Englert,Y., Investigated short term consequences of IVF
Van,Rysselberge M., Degueldre,M., Vekemans,M.,

Leroy,F., Early pregnancy loss and obstetrical risk after

in-vitro fertilization and embryo replacement, Human

Reproduction, 3, 671-675, 1988

Ben-Ami,l., EdelY., Barel,O., Vaknin,Z., Herman,A., Potentially includes other methods of assisted
Maymon,R., Do assisted conception twins have an conception.

increased risk for anencephaly?, Human Reproduction,

26, 3466-3471, 2011

Bergh,T., Ericson,A., Hillensjo,T., Nygren,K-G, Outcomes evaluated are not relevant to the
Wennerholm,U-B, Deliveries and children born after IVF question

in Sweden 1982-1995 - a retrospective cohort study,

Lancet, 354, 1579-1585, 1999

Bonduelle,M., Legein,J., Derde,M.P., Buysse,A., Comparison between IVF and ICSI
Schietecatte,J., Wisanto,A., Devroey,P., Van,Steirteghem

A., Liebaers,l., Comparative follow-up study of 130

children born after intracytoplasmic sperm injection and

130 children born after in-vitro fertilization, Human

Reproduction, 10, 3327-3331, 1995

Bonduelle,M., Legein,J., Buysse,A., Van,Assche E., Non-comparative study
Wisanto,A., Devroey,P., Van Steirteghem,A.C.,

Liebaers,l., Prospective follow-up study of 423 children

born after intracytoplasmic sperm injection, Human

Reproduction, 11, 1558-1564, 1996

Bonduelle,M., Wilikens,A., Buysse,A., Van,Assche E., Non-comparative study
Wisanto,A., Devroey,P., Van Steirteghem,A.C.,

Liebaers,l., Prospective follow-up study of 877 children

born after intracytoplasmic sperm injection (ICSI), with

ejaculated epididymal and testicular spermatozoa and

after replacement of cryopreserved embryos obtained

after ICSI, Human Reproduction, 11 Suppl 4, 131-155,

1996

Bonduelle,M., Wilikens,A., Buysse,A., Van,Assche E., Non-comparative study
Devroey,P., Van Steirteghem,A.C., Liebaers,l., A follow-

up study of children born after intracytoplasmic sperm

injection (ICSI) with epididymal and testicular

spermatozoa and after replacement of cryopreserved

embryos obtained after ICSI, Human Reproduction, 13

Suppl 1, 196-207, 1998

Bruinsma,F., Venn,A., Lancaster,P., Speirs,A., Healy,D., Includes other ART techniques
Incidence of cancer in children born after in-vitro
fertilization, Human Reproduction, 15, 604-607, 2000

Buckett, W.M., Tan,S.L., Congenital abnormalities in Review
children born after assisted reproductive techniques: how

much is associated with the presence of infertility and how

much with its treatment?. [15 refs], Fertility and Sterility,

84, 1318-1319, 2005
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Bibliographic information

Reason for exclusion

Burkman,R.T., Tang,M.T.C., Malone,K.E.,
Marchbanks,P.A., McDonald,J.A., Folger,S.G.,
Burger,C.W., Fertility drug use was not associated with an
increased risk of breast cancer, Evidence-based
Obstetrics and Gynecology, 6, 137-based, 2004

Burkman,R.T., Tang,M.T., Malone,K.E., Marchbanks,P.A.,
McDonald,J.A., Folger,S.G., Norman,S.A., Strom,B.L.,
Bernstein,L., Ursin,G., Weiss,L.K., Daling,J.R.,
Simon,M.S., Spirtas,R., Infertility drugs and the risk of
breast cancer: findings from the National Institute of Child
Health and Human Development Women's Contraceptive
and Reproductive Experiences Study, Fertility and
Sterility, 79, 844-851, 2003

Chan,Y.Y., Jayaprakasan,K., Zamora,J., Thornton,J.G.,
Raine-Fenning,N., Coomarasamy,A., The prevalence of
congenital uterine anomalies in unselected and high-risk
populations: a systematic review, Human Reproduction
Update, 17, 761-771, 2011

Cohen,J., Infertile couples, assisted reproduction and
increased risks to the children, Reproductive Biomedicine
Online, 15, 245-246, 2007

Cusido,M.,  Fabregas,R., Pere,B.S., Escayola,C.,
Barri,P.N., Ovulation induction treatment and risk of
borderline ovarian tumors, Gynecological Endocrinology,
23, 373-376, 2007

Davies,M., Moore,V.M., Willson,K., Chan,A., Haan,E.,
Comparative risk of birth defects across ART treatment
modalities and spontaneous pregnancies within a
population cohort, Human Reproduction, 26th Annual
Meeting of the European Society of Human Reproduction
and Embryology, ESHRE Rome Italy. Conference Start,
i54-, 2010

Debaun,M.R., Niemitz,E.L., Feinberg,A.P., Association of
in vitro fertilization with Beckwith-Wiedemann syndrome
and epigenetic alterations of LIT1 and H19, American
Journal of Human Genetics, 72, 156-160, 2003

El-Chaar,D., Yang,Q., Gao,J., Bottomley,J., LeaderA.,
Wen,S.W., Walker,M., Risk of birth defects increased in
pregnancies conceived by assisted human reproduction,
Fertility and Sterility, 92, 1557-1561, 2009

Gadducci,A., Gargini,A.,, Palla,E., Genazzani,A.R.,
Reproductive variables, fertility drugs and epithelial
ovarian tumor risk, CME Journal of Gynecologic
Oncology, 9, 245-252, 2004

Glud,E., Kjaer,S.K., Troisi,R., Brinton,L.A., Fertility drugs
and ovarian cancer, Epidemiologic
Reviews,Epidemiol.Rev., 20, 237-257, 1998
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Abstract

Specific fertility drugs not reported

Mixed population and results for IVF women were
not reported separately.

Review

Results were not adjusted for confounders and
confidence intervals not reported

Includes other types of ART

No p-values or confidence intervals reported

Fertility drugs used not clearly stated

Review

A more recent review has been included
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Bibliographic information

Reason for exclusion

Golombok,S., Cook,R., Bish,A., Murray,C., Families
created by the new reproductive technologies: quality of
parenting and social and emotional development of the
children, Child Development,Child Dev., 66, 285-298,
1995

Hansen,M., Colvin,L., Petterson,B., Kurinczuk,J.J.,
de,Klerk N., Bower,C., Admission to hospital of singleton
children born following assisted reproductive technology
(ART).[Erratum appears in Hum Reprod. 2008
Oct;23(10):2390], Human Reproduction, 23, 1297-1305,
2008

Hvidtjorn,D., Grove,J., Schendel,D., Vaeth,M., ErnstE.,
Nielsen,L., Thorsen,P., 'Vanishing embryo syndrome' in
IVF/ICSI, Human reproduction (Oxford, England), #20,
2550-2551, 2005

Hvidtjorn,D., Grove,J., Schendel,D., Svaerke,C.,
Schieve,L.A,, uldall,P., Ernst,E., Jacobsson,B.,
Thorsen,P., Multiplicity and early gestational age

contribute to an increased risk of cerebral palsy from
assisted conception: A population-based cohort study,
Human Reproduction, 25, 2115-2123, 2010

Ito,A., Honma,Y., Inamori,E., Yada,Y., Momoi,M.Y.,
Nakamura,Y., Developmental outcome of very low birth
weight twins conceived by assisted reproduction
techniques, Journal of Perinatology, 26, 130-133, 2006

Jensen,A., Sharif,H., Frederiksen,K., Susanne,K.K., Use
of fertility drugs and risk of ovarian cancer: Danish

population based cohort study, Obstetrical and
Gynecological Survey, 64, 390-391, 2009
Kai,C.M., Main,K.M., Andersen,A.N., Loft,A.,

Chellakooty,M., Skakkebaek,N.E., Juul,A., Serum Insulin-
like Growth Factor-I (IGF-I) and growth in children born
after assisted reproduction, Journal of Clinical
Endocrinology and Metabolism, 91, 4352-4360, 2006

Kallen,B., Finnstrom,O., Lindam,A., Nilsson,E.,
Nygren,K.G., Olausson,P.O., Cancer risk in children and
young adults conceived by in vitro fertilization, Pediatrics,
126, 270-276, 2010

Kallen,A.J.B., Finnstrom,0.0., Lindam,A.P.,
Nilsson,E.M.E., Nygren,K.G., Otterblad,OlaussonP,
Cerebral palsy in children born after in vitro fertilization. Is
the risk decreasing?, European Journal of Paediatric
Neurology, 14, 526-530, 2010

Kapiteijn,K., de Bruijn,C.S., de,Boer E., de Craen,A.J.,
Burger,C.W., van Leeuwen,F.E., Helmerhorst,F.M., Does
subfertility explain the risk of poor perinatal outcome after
IVF and ovarian hyperstimulation?, Human Reproduction,
21, 3228-3234, 2006

Non-relevant comparison -Compares children
born from IVF, donor insemination, natural
conception and adopted children

Includes other types of ART

Results were not adjusted for confounders

Fertility drugs used not clearly stated

Includes other ART types other than IVF and
ICSI

Editorial comment

Confidence intervals not reported

Non-relevant comparisons

Compares IVF children of different age groups.

Fertility drugs used not clearly stated

271



Fertility (appendices)

Bibliographic information

Reason for exclusion

Kashyap,S., Moher,D.,, Fung,M.F., Rosenwaks,Z.,
Assisted reproductive technology and the incidence of
ovarian cancer. a meta-analysis, Obstetrics and
Gynecology, 103, 785-794, 2004

Katz,D., Paltiel,0., Peretz,T., Revel,A.,, Sharon,N.,
Maly,B., Michan,N., Sklair-Levy,M., Allweis,T., Beginning
IVF treatments after age 30 increases the risk of breast
cancer: results of a case-control study, Breast Journal,
14, 517-522, 2008

Kim,J., Oktay,K., Infertility as a risk factor of ovarian and
breast cancer, Expert Review of Obstetrics and
Gynecology, 6, 153-161, 2011

Klemetti,R., Sevon,T., Gissler,M., Hemminki,E., Health of
children born after ovulation induction, Fertility and
Sterility, 93, 1157-1168, 2010

Klip,H.,  Burger,C.W., de,KrakerJ, Van,LeeuwenF,
Doyle,P., Children born after fertility treatment, including
in vitro fertilization, were not at increased risk of childhood
cancer, Evidence-based Obstetrics and Gynecology, 4,
140-based, 2002

Kurinczuk,J.J., Bower,C., Birth defects in infants
conceived by intracytoplasmic sperm injection: an
alternative interpretation, BMJ, 315, 1260-1265, 1997

Lerner-Geva,L., Keinan-Boker,L., Blumstein,T., Boyko,V.,
Olmar,L., Mashiach,S., Rabinovici,J., Potashnik,G.,
Lunenfeld,E., Schenker,J.G., Shushan,A., Fishman,A.,
Cohen,l., Vagman,l., Lunenfeld,B., Infertility, ovulation
induction treatments and the incidence of breast cancer--
a historical prospective cohort of Israeli women, Breast
Cancer Research and Treatment, 100, 201-212, 2006

Ludwig,M., Katalinic,A., Malformation rate in fetuses and
children conceived after ICSI: results of a prospective
cohort study, Reproductive Biomedicine Online, 5, 171-
178, 2002

Maimburg,R.D., Vaeth,M., Do children born after assisted
conception have less risk of developing infantile autism?,
Human Reproduction, 22, 1841-1843, 2007

Moll,A.C., Imhof,S.M., Cruysberg,J.R., Schouten-van
Meeteren,A.Y., Boers,M., van Leeuwen,F.E., Incidence of
retinoblastoma in children born after in-vitro fertilisation,
Lancet, 361, 309-310, 2003

Ness,R.B., Cramer,D.W., Goodman,M.T., Kruger,KjaerS,
Mallin,K., Mosgaard,B.J., Purdie,D.M., Risch,H.A.,
Vergona,R., Wu,A.H., Cook,L.S., Infertility, but not fertility
drug use, was associated with an increased risk of
ovarian cancer, Evidence-based Obstetrics and
Gynecology, 5, 36-based, 2003
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Fertility drugs used not clearly stated

Non-relevant risk factor

Non-relevant risk factor

Fertility drugs used not clearly stated

Includes women that used other types of ART
other than IVF

Results were not adjusted for confounding
factors

Results not adjusted for confounders

Duration of follow-up was 8 weeks

It does not specifically evaluate the
consequences of IVF

Non-comparative study

Fertility drugs used not clearly stated
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Bibliographic information

Reason for exclusion

Orgeas,C.C., Sanner,K., Hall,P., Conner,P., HolteJ.,
Nilsson,S.J.,  Sundfeldt,K., Persson,l.,  Chia,K.S,,
Wedren,S., Dickman,P.W., Czene,K., Breast cancer
incidence after hormonal infertility treatment in Sweden: a
cohort study, American Journal of Obstetrics and
Gynecology, 200, 72-77, 2009

Parazzini,F., Pelucchi,C., Talamini,R., Montella,M.,
La,VecchiaC, Use of fertility drugs and risk of endometrial
cancer in an ltalian case-control study, European Journal
of Cancer Prevention, #19, 428-430, 2010

Pruksananonda,C., Growth and development of children
conceived by intracytoplasmic sperm injection at King
Chulalongkorn Memorial Hospital, Journal of the Medical
Association of Thailand, 84 Suppl 1, S76-S85, 2001

Raimondi,S., Pedotti,P., Taioli,E., Meta-analysis of cancer
incidence in children born after assisted reproductive
technologies, British Journal of Cancer, 93, 1053-1056,
2005

Reid,S.M., Jaques,A.M., Susanto,C., Breheny,S.,
Reddihough,D.S., Halliday,J., Cerebral palsy and assisted
reproductive  technologies: a case-control  study,
Developmental Medicine and Child Neurology, 52, el61-
el66, 2010

Roca-de,Bes M., Gutierrez-Maldonado,J., Gris-
Martinez,J.M., Comparative study of the psychosocial
risks associated with families with multiple births resulting
from assisted reproductive technology (ART) and without
ART, Fertility and Sterility, 96, 170-174, 2011

Schieve,L.A., Cohen,B., Nannini,A., Ferre,C.,
Reynolds,M.A.,  Zhang,Z., Jeng,G., Macaluso,M.,
Wright,V.C., Massachusetts Consortium for Assisted
Reproductive  Technology Epidemiologic Research
(MCARTER), A population-based study of maternal and
perinatal outcomes associated with assisted reproductive
technology in Massachusetts, Maternal and Child Health
Journal, 11, 517-525, 2007

Silva,ldos S., Wark,P.A., McCormack,V.A., Mayer,D.,
Overton,C., Little,V., Nieto,J., Hardiman,P., Davies,M.,
MacLean,A.B., Ovulation-stimulation drugs and cancer
risks: a long-term follow-up of a British cohort, British
Journal of Cancer, 100, 1824-1831, 2009

Sun,Y., Vestergaard,M., Christensen,J., Zhu,J.L.,
Bech,B.H., Olsen,J., Epilepsy and febrile seizures in
children of treated and untreated subfertile couples,
Human Reproduction, 22, 215-220, 2007

Terry,K.L., Willett, W.C., Rich-Edwards,J.W., Michels,K.B.,
A prospective study of infertility due to ovulatory
disorders, ovulation induction, and incidence of breast
cancer, Archives of Internal Medicine, 166, 2484-2489,
2006

Results reported as standardised incidence ratio

Specific fertility drugs not reported

Non-comparative study

Includes papers with inappropriate study design

Includes other assisted reproductive techniques

not relevant to the question

The specific ART used was not mentioned

Fertility drugs used not clearly stated

Results reported as standardised incidence ratios

Fertility drugs used not clearly stated

Non-relevant risk factor
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Bibliographic information

Reason for exclusion

Van,Golde R., Boada,M., Veiga,A., Evers,J., Geraedts,J.,
Barri,P., A retrospective  follow-up study on
intracytoplasmic sperm injection, Journal of Assisted
Reproduction and Genetics, 16, 227-232, 1999

Venn,A., The use of fertility drugs did not increase the risk
of ovarian cancer in infertle women, Evidence-based
Obstetrics and Gynecology, 7, 89-based, 2005

Vlahos,N.F., Economopoulos,K.P., Fotiou,S.,
Endometriosis, in vitro fertilisation and the risk of
gynaecological malignancies, including ovarian and
breast cancer. [78 refs], Best Practice and Research in
Clinical Obstetrics and Gynaecology, 24, 39-50, 2010

Zadori,J., Kozinszky,Z., Orvos,H., Katona,M., Kaali,S.G.,
Pal,A., The incidence of major birth defects following in
vitro fertilization, Journal of Assisted Reproduction and
Genetics, 20, 131-132, 2003

Comparison between IVF and ICSI

Editorial comment

Review

Fertility drugs used not clearly stated
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Appendix | GRADE tables

Table 1.6.3 Accuracy of tests of ovarian reserve: area under the curve data

Quality assessment

Summary of findings

o s § g Pooled
No. of studies < % g % :g Other considerations 3:16daer the Quality
Live full-term singleton birth
Antral Follicle Count (AFC) on day 3 of cycle
1 (N =243) (Li et al., 2010) Retrospective Serious® - Serious” None None 0.622 Very low
cohort
Anti-Mullerian Hormone (AMH) on day 3 of cycle
1 (N =324) (Lee et al., 2009) Prospective cohort | None - Serious” None None 0.52 Low
1 (N =243) (Lietal., 2010) Retrospective Serious® - Serious” None None 0.682 Very low
Age
1 (N = 324) (Lee et al., 2009) Prospective cohort | None - Serious” None None 0.55 Low

Clomifene Citrate Challenge Test (CCCT)

No evidence reported
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Quality assessment

Summary of findings

o § § 3 Pooled
No. of studies < '% é *é 'é Other considerations 3Ledaer the Quality
E2
No evidence reported
Follicle-Stimulating Hormone (FSH) on day 3 of cycle
1 (N = 324) (Lee et al., 2009) Prospective cohort | None - Serious” None None 0.52 Low
1 (N =243) (Li et al., 2010) Retrospective Serious® - Serious” None None 0.623 Very low
Inhibin B
No evidence reported
Ovarian volume (OV)
No evidence reported
Ovarian blood flow
No evidence reported
Low response following ovarian stimulation
AFC on day 2—-4 of cycle
4 (N = 470)* (Bancsi et al., | Prospective cohort | None None None None None 0.83 Moderate

2002; Hendriks et al., 2004;
van Rooij et al., 2002; Younis
et., al 2010)
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Quality assessment

Summary of findings

[}
@ § ? .S Pooled
; 9 i 5 0 ; ; area ;
No. of studies < § 7] S S Other considerations underthe Quality
‘D = o = =
8 £ c 5 E E cinve
AMH on day 2—4 of cycle
3(N=757)? Prospective cohort | None None None None None 0.83' Moderate
(van Rooij et al.,, 2002; Al-
Azemi, 2011; Andersen, 2011)
Age
5 (N = 618)* (Bancsi et al., | Prospective cohort | None None None None None 0.73' Moderate
2002; Hendriks et al., 2004;
Khairy et al., 2008; van Ro0ij
et al., 2002; Younis et al.,
2010)
CCCT on day 3 of cycle
1 (N = 63) (Hendriks et al., | Prospective cohort | None - None None None 0.85 Moderate
2004)
E2 on day 3 of cycle
3 (N = 302)* (Bancsi et al., | Prospective cohort | None None None None None 0.52' Moderate
2002; Hendriks et al., 2004;
van Rooij et., al 2002)
FSH on day 2—4 of cycle
4 (N = 470) (Bancsi et al 2002, | Prospective cohort | None None None None None 0.81' Moderate

Hendriks et al 2004, van Rooij
et al 2002, Younis et al 2010)
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Quality assessment Summary of findings
[}
@ § o .S Pooled
; 9 0 5 0 ; ; area ;
No. of studies < § 7] S S Other considerations underthe Quality
‘D = o = =
8 5 c 5 E E cve
Inhibin B on day 3 of cycle
3 (N = 302)* (Bancsi et al., | Prospective cohort | None None None None None 0.76' Moderate
2002; Hendriks et al., 2004;
van Rooij et al., 2002)
OV on day 2-4 of cycle
1 (N = 168) (Younis et al., | Prospective cohort | None - None None None 0.67 Moderate
2010)
Ovarian blood flow
No evidence reported
Age + FSH on day 2 — 4 of cycle b
1 (N = 148) (Khairy et al., | Prospective cohort | None - None None None 0.75 Moderate
2008)
Age +AFC on day 3 of cycle °
1 (N = 148) (Khairy et al., | Prospective cohort | None - None None None 0.80 Moderate
2008)
FSH on day 2—4 of cycle + AFC on day 3 of cycled
2 (N =183 ) (Bancsi et al., | Prospective cohort | None None None None None 0.90 Moderate
2002; Hendricks et al., 2004)
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Quality assessment

Summary of findings

[}
® § o .S Pooled
; 9 i 5 0 ; ; area ;
No. of studies < § 7] S S Other considerations underthe Quality
‘D = o = =
8 5 =5 2 E cve
Age + FSH on day 2—-4 of cycle + AFC on day 3 of cycleb
1 (N = 148) (Khairy et al., | Prospective cohort | None - None None None 0.81 Moderate
2008)
Age + FSH + Inhibin B + AMH
1 (N = 352) (Al-Azemi et al., | Prospective cohort | None - None None None 0.819 Moderate
2010)
AMH + Smoking
1 (N = 119)° (Ansersen et al , | Prospective cohort | None - None None None 0.85 Moderate
2011)
High response following ovarian stimulation
AFC on day 3 of cycle
1(N=119)° Prospective cohort | None - NA None NA 0.86 Moderate
van Rooij 2002
AMH on day 3 of cycle
3 (N = 544) ®(van Rooijj et al., | Prospective cohort Serious - -None Serious' None - 0.83' Low
2002; Aflatoonian et al., 2009;
Andersen et al., 2011)
Age
1 (n=143) (Aflatoonian et al., | Prospective cohort | None - None Serious' - 0.409 Low

2009)

280




Appendix | — Grade tables

Quality assessment

Summary of findings

o § § 3 Pooled
No. of studies < '% é *é 'é Other considerations 3Ledaer the Quality
E2 on day 3 of cycle
1 (n=143) (Aflatoonian et al., | Prospective cohort | None Serious' None 0.474 Low
2009)
CCCT on day 3 of cycle
No evidence reported
FSH
1 (n=143) (Aflatoonian et al., | Prospective cohort | None Serious' None - 0.385 Low
2009)
Inhibin B on day 3 of cycle
1 (N = 119)° (van Rooijj et al., | Prospective cohort | None None None None 0.76 Moderate
2002)
Ovarian blood flow
No evidence reported
AMH + AFC + FSH
1 (N = 119)° (Ansersen et al , | Prospective cohort | None None None None 0.80 Moderate
2011)
Cancellation following ovarian stimulation
AFC on day 2-4 of cycle
1 (N = 84)f (Mcllveen et al., | Prospective cohort | None None None None 0.74 Moderate

2007)
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Quality assessment

Summary of findings

No. of studies

Design

Limitations

Inconsisten

CY

Indirectness

Imprecision

Other considerations

Pooled
area
under the
curve

Quality

AMH on day 2 of cycle

2 (N = 200 (Mcllveen et al.,
2007; Lee, 2011)

Prospective cohort

Serious’

P
(=}
>
@

None

None

0.77'

Low

Age

No evidence reported

CCCT

No evidence reported

E2 on day 2—4 of cycle

No evidence reported

FSH on day 2—4 of cycle

1 (N = 84) (Mcllveen et al.,
2007)

Prospective cohort

None

None

None

None

0.64

Moderate

Inhibin B on day 2—4 of cycle

1 (N = 84) (Mcllveen et al,
2007)

Prospective cohort

None

None

None

None

0.78

Moderate

OV on day 2 of cycle

1 (N = 84) (Mcllveen et al,
2007)

Prospective cohort

None

None

None

None

0.78

Moderate

Ovarian blood flow

No evidence reported
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Quality assessment Summary of findings

Pooled

area

Other considerations ualit
under the Q y

curve

No. of studies

Limitations
Inconsisten
Indirectness
Imprecision

Design
CY

Pregnancy (no data reported)

No evidence reported

AFC (cut-off at <15)

1 (N = 115; Ben-Haroush, | Prospective cohort | Very - None None None 0.613 Low
2011) Serious™"

AMH on day 3-5 of cycle

No evidence reported

Age

No evidence reported

CCCT

No evidence reported

E2

1 (N 115; Ben-Haroush, | Prospective cohort | Very - None None None 0.595 Low
2011) Serious™"

FSH

1 (N 115; Ben-Haroush, | Prospective cohort | Very - None None None 0.459 Low
2011) Serious™"

Inhibin B

No evidence reported
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Quality assessment

Summary of findings

[}
® § o .S Pooled
; = 0 5 0 ; ; area ;
No. of studies < § 7] S S Other considerations underthe Quality
‘D = o = =
8 £ c 5 E E cve
ov
1 (N = 115; Ben-Haroush, | Prospective cohort | Very - None None None 0.513 Low
2011) Serious™"
Ovarian blood flow (based on peak systolic velocity)
1 (N = 115; Ben-Haroush, | Prospective cohort | Very - None None None 0.393 Low
2011) Serious™"

AFC: Antral Follicle Count ; AMH: Anti-Mullerian Hormone; FSH: Follicle-Stimulating Hormone; CCCT: Clomiphene Citrate Challenge Test; OV: ovarian volume
Low response defined as < 4 oocytes or cycle cancellation due to < 3 follicles or absent follicular growth

® High age + high FSH

¢ High age + low AFC

YHigh FSH + low AFC

® High response defined as > 15 oocytes or E2 > 3000pg/mll

" Defined as < 4 follicles with a diameter of > 14 mm after 8 days of stimulation or when requirement for hCG not met after 4-5 days or no oocytes retrieved
9 Retrospective study design is liable to be baised

" Live full-term singleton birth not reported, so live birth used as a proxy

iWeighted average based on sample size calculated by reviewer in Excel.

luUnclear when measurements taken

K Intra-assay coefficient was greater than 10% for AMH test so considered

' wide confidence intervals

™ Test process not described in detail.

" A variety of IVF protocols were used and are likely to influence pregnancy rates, but unclear if this was accounted for in the analysis.

° Lee et al restricted to women aged 40 years or over.
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Table 1.6.4 GRADE findings for evaluation ovarian reserve: likelihood ratios for the Antral Follicle Count (AFC) test

Quality assessment

Summary of findings

Measure of diagnostic accuracy

(2 Q Q
> 2 € = = » .
" g @ - sl _ Z < S| Positive Negative Quality
No. of studies Design c 9 ) o 8| 5 & = =) o o| likelihood likelihood
i) 2 = i) o = = S o w2 22 . :
] 7] 9 3 . 38| 85 = = > 5| = G| ratio ratio
& 5 = b el g g %) o =35 ®35
S o S 2 S 5| 5o o s 3o g¢
= £ £ E 0ol zz | » %) o g =z g
Low response following ovarian stimulation
<2 oocytes
1 (Bancsi et al., 2004a) | Prospective None - None | None | N = 14.0 (3.30,59.4) | 0.68 (0.54, | Moderate
Observational 120 0.86)
< 3 oocytes
1 (Bancsi et al., 2004a) | Prospective None - None | None | N = 6.61 0.57 (0.41, | Moderate
Observational 120 (2.84,15.39) 0.78)
<4 oocytes
1 (Bancsi et al., 2004a) | Prospective None - None | None | N = 5.13(2.71,9.71) | 0.44 (0.29, | Moderate
Observational 120 0.67)
< 5oocytes
1 (Bancsi et al., | Prospective None - - None | None | N =120 4.04 (2.45,6.68) | 0.34 (00.20, | Moderate
2004a) Observational 0.58)
< 6 oocytes
1 (Bancsi et al., | Prospective None - - None | None | N = 3.56 (2.32,5.46) | 0.25 (0.13, | Moderate
2004a) Observational 120 0.49)
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Quality assessment

Summary of findings

Measure of diagnostic accuracy
- o £ 5 3 ,
. . " 2 @ = ol _ Z . . g S I?05|.t|ve Neggtlve Quality
No. of studies Design c 3 ) 9 S| o8 2 2 o 0| likelihood likelihood
=) 0 S i | = = > o w2 L2 . -
= ) 3 3 .2 B85 = = > 8| = g ratio ratio
IS o ° = 25| £ @ S o e &9
S £ £ E 6ao|lzz | o ) @ g =z g
< 8 oocytes
1 (Bancsi et al., | Prospective None None | None | N = 2.75(2.00, 3.78) | 0.13 (0.04, | Moderate
2004a) observational 120 0.37)
<10 oocytes
1 (Bancsi et al., | Prospective None - None | None | N = 2.20(1.70,2.86) | 0.10 (0.03, | Moderate
2004a) Observational 120 0.38)
High response following ovarian stimulation
>9 oocytes
1 (Ng et al., 2000) Prospective cohort Serious - - - N = 2.07 0.56 Low
128
>10 oocytes
1 (Kwee et al., 2007) Prospective None - None | None | N = 3.24 (2.30, 4.55) | 0.08 (0.01, | Moderate
Observational 110 0.56)
>12 oocytes
1 (Kwee et al., 2007) Prospective None - - None | None | N = 4.31(2.79,6.69) | 0.15 (0.04, | Moderate
Observational 110 0.55)
>14 oocytes
1 (Kwee et al., 2007) Prospective None - - None | None | N = 7.66 (4.10, | 0.20 (0.07, | Moderate
Observational 110 14.32) 0.55)
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Quality assessment Summary of findings
Measure of diagnostic accuracy
[22] (&} Q
> 2 c = = » ,
" 2 o = ol _ Z S S| Positive Negative Quality
No. of studies Design c 2 @ o S| 5 8 2 2 o o| likelihood likelihood
o o = G o| == S 3] w2 €2 ; .
= 7 3} o S| 25 = = > G| = Bl ratio ratio
= S z 2 o o = %) o 22| B2
= %) S = 25| £ @ S o e &9
- IS IS E 6ao|lzz | o ) @ g =z g
1 (Ng et al., 2000) Prospective cohort Serious® | - - - - N = 3.33 0.85 Low
128
1 (Van RooiJ et al., | Prospective cohort Serious® | - - - - N = 2.49 0.13 Low
2002) 114
1 (Eldar-Geva et al., | Prospective cohort Serious® | - - - - N =56 1.40 0.18 Low
2005)
>16 oocytes
1 (Kwee et al 2007) Prospective None - - None | None | N = 10.94(3.70, 0.55.(0.35, Moderate
Observational 110 32.32) 0.87)
1 Aflatoonian et al | Prospective cohort Serious® | - - None | None | N = 11.11 0.12 Low
2009 143
>18 oocytes
1 (Kwee et al, 2007) Prospective None - - None | None | N = 13.68(2.88, 0.72 (0.53, | Moderate
Observational 110 64.84) 0.98)

' 95% CI not presented
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Table 1.6.5 GRADE findings for evaluation of accuracy of tests of ovarian reserve: likelihood ratios for the Anti-Mullerian Hormone (AMH) test

Quality assessment

Summary of findings

Measure of diagnostic accuracy

0| 2 S
> c = = = ... .
_ . " g @ - S| o < T F_’05|_t|ve Neggtlve Quality

No. of studies Design c 9 3] o sl 58 | 2 =) ) o| likelihood likelihood

0o 0 5 0 | = = S o o 2 22 . -

= ® 3] o s| 8% = = > 8| 2 B ratio ratio

= c o o T o ‘ED £ ‘® i3] 2| &2

£ S |3 |2 |£5|/355 |5 |2 |8¢2 B¢

5 £ < E do|lzz | o %) o g =z g
Low response following ovarian stimulation
< 0.5 ng/ml
1 (La Marca et al., | Prospective None - None | None | N =48 458 (2.76, 7.64) | 0.20 (0.06, 0.72) | Moderate
2007) Observational
<0.75 ng/ml
1 (La Marca et al., | Prospective None - None | None | N =48 11.00 (4.76, | 0.27 (0.10,0.72) | Moderate
2007) Observational 25.44)
<1.25 ng/ml
1 (Mcllveen et al., | Prospective None - - None | None | N=84 2.33(1.26,4.31) | 0.56 (0.38,0.82) | Moderate
2007) Observational
=1.36
1 (Al-Azemi et al., | Prospective Serious’ - - - None | N = 2.99 0.34 Low
2011) Observational 356
<2.97 ng/ml (based on poor responder being <5 oocytes
1 (Kuntetal., 2011) Prospective Serious’ - - - None | N = 7.14 0.14 Low

Observational 180
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Quality assessment

Summary of findings

Measure of diagnostic accuracy
- o 2 5 3 ,
. . " 2 o = ol _ g . . g S I?05|.t|ve Neggtlve Quality
No. of studies Design c 3 <D 9 S| o8 | 2 2 o 0| likelihood likelihood
=) 2 5 i o | = = > o w2 L2 . .
= ) [3) ) = = = > 8| = g ratio ratio
= 5 2 o o wl g¢g ) o 235 © 3
= o S = S5| 5o o o e &9
I £ < E O0d|lzz | o 7 @ g =z g
High response following ovarian stimulation (as reported in Boer et al, 2011)
=1.59 ng/ml
1 (Riggs et al., 2008) | Retrospective cohort Very - None | N = 2.55 0.24 Very Low
serious 123
=1.66 ng/ml
1 (Ebner et al., 2006) | Prospective cohort Serious * - None | N = 1.38 0.16 Low
135
=1.99 ng/ml
1 (Lee et al., 2008) Prospective cohort Serious * - - None | N = 2.37 0.16 Low
262
=2.10 ng/ml
1 (Nelson et al., | Prospective cohort Serious * - - None | N = 4.19 0.15 Low
2007) 314
=2.60 ng/ml
1 (La Marca et al., | Prospective cohort Serious * - - - None | N=48 1.95 0.25 Low
2007)
=3.36 ng/ml
1 (Lee et al., 2008) Prospective cohort Serious * - - - None | N = 4.77 0.44 Low
262
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Quality assessment

Summary of findings

Measure of diagnostic accuracy
- o 2 5 3 ,

" 2 @ c kS 0 S S| Positive Negative Quality
No. of studies Design c ) 3] o sl 58 | 2 = o o| likelihood likelihood

] 1) 5 G o == S 3] w2 €2 ; .

= ) [3) ) = = = > 5| = g ratio ratio

= 5 o 2 e ol ¢ %) o =235 ®35

E S |3 |2 |£6| 35 |8 |a |82 3¢

I IS IS E O0d|lzz | o 7 @ g =z g
=3.50 ng/ml
1 (Van RooiJ et al., | Prospective cohort Serious * - None | N = 8.00 0.63 Low
2002) 114
1 (Eldar-Geva et al., | Prospective cohort Serious * - None | N =53 6.55 0.31 Low
2005)
1 (Nelson et al., | Prospective cohort Serious * - None | N = 14.25 0.45 Low
2007) 314
1 (Nardo et al., 2009) | Prospective cohort Serious * - None = 2.93 0.17 Low

165
=4.52 ng/ml
1 (Ebner et al., 2006) | Prospective cohort Serious * - None | N = 2.89 0.56 Low
135

=4.83 ng/ml
1 (Aflatoonian et al., | Prospective cohort Serious * - None | N = 4.23 0.09 Low
2009) 159
=7.00 ng/ml
1 (La Marca et al., | Prospective cohort Serious * - - None | N=48 3.35 0.52 Very low
2007)

1 95% CI not presented
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Table 1.6.6 GRADE findings for evaluation of accuracy of tests of ovarian reserve: likelihood ratios for the Follicle-Stimulating Hormone (FSH) test

Quality assessment

Summary of findings

Measure of diagnostic accuracy

N (5} Q
> 2 = 3 =
o S o c o £ g S| positive Negative li
: : & @ B o 2l 5 ® > > @ o 2 Quality
No. of studies Design o ® = @ 5 °e = = o2 ¢2 likelihood likelihood
IS [ L = S| 85§ = = 2 o| = 9 ratio ratio
= o = = Q2| g € K0 D 25 8=
= o iS = =g 2@ S o oY a9
I < < E 0d|lzz | o ) o g =z g
Low response following ovarian stimulation
27.0 lU/L
1 (Al-Azemi et al., | Prospective Serious’ - None | N = 2.17 0.46 Low
2011 Observational 356
)
28.9 IU/L
1 (Bancsi et al., | Prospective None - None | None | N = 6.41 (3.16,13.04) | 0.43 (0.28, | Moderate
2004b) Observational 120 0.65)
210 IU/L
1 (Hendriks et al., | Prospective None - None | None | N =63 13.53 (3.26, | 0.43 (0.24, | Moderate
2004) Observational 55.56) 0.76)
211 IU/L
1 (Bancsi et al., | Prospective None - None | None | N = 6.22 (2.65, 14.60) | 0.60 (0.44, | Moderate
2004b) Observational 120 0.81)
213.4 IU/L
1 (Bancsi et al., | Prospective None - - None | None | N = 7.58 (2.65, 21.68) | 0.67 (0.52, | Moderate
2004b) Observational 120 0.86)

291




Fertility (appendices)

Quality assessment

Summary of findings

Measure of diagnostic accuracy
0| 2 S
> c = = =
» 2 a c g 2 g S| positive Negative Al
. . c 0] o ) 2 5 © > > o ol i A Quality
No. of studies Design o 7 = @ = °Se = = v 2 22 likelihood likelihood
IS 2 3 ] . S| 85 = = Z B| £ 9] ratio ratio
E S |5 |2 |£2/55 |5 |2 |28 28
3 = = E 68|l zz | o » | &35 z 3
2 151U/L
1 (Hendriks et al., | Prospective None None | None | N =63 13.53 (1.70, | 0.72 (0.53, | Moderate
2004) Observational 107.62) 0.98)
High response following ovarian stimulation
<4 UL
1 (Kwee et al., 2006) | Prospective None None | None | N = 16.41 (1.81, | 0.83 (0.67, | Moderate
Observational 110 148.62) 1.04)
<5IU/L
1 (Kwee et al., 2006) | Prospective None - None | None | N = 456 (1.57,13.27) | 0.75 (0.55, | Moderate
Observational 110 1.03)
<6IU/L
1 (Kwee et al., 2006) | Prospective None - None | None | N = 2.74 (1.65, 4.54) 0.46 (0.24, | Moderate
Observational 110 0.89)
S7IU/L
1 (Kwee et al., 2006) | Prospective None - None | None | N = 2.13 (1.52, 2.98) 0.29 (0.10, | Moderate
Observational 110 0.81)
<8 IU/L
1 (Kwee et al., 2006) | Prospective None - None | None | N = 1.59 (1.29, 1.96) 0.14 (0.02, | Moderate
Observational 110 0.98)

1 95% CI not presented
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Table 1.6.9 GRADE findings of non-comparative seroconversion data resulting from sperm washing used in association with different ART methods

Quality assessment

Summary of findings

Number of people Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Sero- Comparator | Relative Absolute Quality
studies considerations | con- (95% ClI) (95% ClI)
version
Seroconversion rate in mothers
Ul with washed sperm from HIV-positive males
(Savasi et al., | Prospective Serious °© - None None Yes' 0/2400 - - Very
2007) cohort (0%) low
(Marina et al., | Prospective Some ? - None None Yes® 0/101 - - Very
1998) cohort (0%) low
(Bujan et al., | Retrospective | Some ¢ - None None Yes ° 0/2840 - - Very
2007b) cohort (0%) low
(Bujan et al., | Retrospective | Some ! - None None Yes' 0/294 i - - Very
2007a) cohort (0%) low
0/5635 Very
(0%) low
ICSI with washed sperm from HIV-positive males
(Savasi et al., | Prospective Serious © - None None Yes ® 0/283 - - - Very
2007) cohort (0%) low
Mencaglia Prospective None - None None Yes" 0/78 (0%) | - - - low
(2005) cohort
(Kashima et | Prospective Some' - None None Yes ™ 0/23 (0%) | - - - Very
al., 2009) cohort Low
(Sauer et al., | Retrospective | Serious K - None None Yes" 0/420 - - - Very
2009) cohort (0%) low
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Quality assessment

Summary of findings

Number of people Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Sero- Comparator | Relative Absolute Quality
studies considerations | con- (95% ClI) (95% ClI)
version
(Bujan et al., | Retrospective | Some * - None None Yes' 0/394 - - - Very
2007b) cohort (0%) low
(Wu et al., | Prospective Some' - None None No 0/14 (0%) | - - - Very
2011) cohort low
0/1212 Very
(0%) low
ICSI with washed sperm from HIV- or HCV-positive males
(Garrido et al., | Retrospective None - None None Yes ° 0/113 i - - Very
2004) cohort (0%) low
IVF with washed sperm from HIV-positive males
Bujan (2007b) | Retrospective | Some ° - None None Yes" 0/107 - - Very
cohort (0%) low
(Kashima et | Prospective Some' - None None Yes™ 0 - - Very
al., 2009) cohort 0/13 (0%) low
0/120 Very
(0%) low
Seroconversion rate in children
Ul with washed sperm from HIV-positive males
(Savasi et al., | Prospective Serious °© - None None Yes' 0/2400 - - - Very
2007) cohort (0%) low
(Marina et al., | Prospective Some ? - None None Yes® 0/101 - - - Very
1998) cohort (0%) low
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Quality assessment

Summary of findings

Number of people Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Sero- Comparator | Relative Absolute Quality
studies considerations | con- (95% ClI) (95% ClI)
version
(Semprini et | Prospective Serious ° - None None Yes® 0/59 (0%) | - - - Very
al., 1992) cohort low
(Nicopoullos Retrospective | Serious P - None None Yes ¢ 0/439 - - - Very
et al., 2010) cohort (0%) low
0/2999 Very
(0%) low
ICSI with washed sperm from HIV-positive males
(Savasi et al., | Prospective Serious °© - None None Yes " 0/283 i - - Very
2007) cohort (0%) low
Mencaglia Prospective None - None None Yes" - -
(2005)g cohoFr)t 0778 (0%) | - Low
(Kashima et | Prospective Some' - None None Yes ™ 0 - - Very
al., 2009) cohort 0/23 (0%) low
(Sauer et al., | Retrospective | Serious K - None None Yes" 0/420 - - Very
2009) cohort (0%) low
(Nicopoullos Retrospective | Serious P - None None Yes* 0/117 - - Very
et al., 2010) cohort (0%) low
(Wu et al., | Prospective Some' - None None Yes" 0/14 (0%) | - - - Very
2011) cohort low
0/935 Very
(0%) low
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Summary of findings
Quality assessment
Number of people Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Sero- Comparator | Relative | Absolute | quality
studies considerations | con- (95% ClI) (95% ClI)
version
IVF with washed sperm from HIV-positive males
(Nicopoullos Retrospective | Serious P - None None Yes ¢ 0/114 - - - Very
et al., 2010) cohort (0%) low
(Kashima et | Prospective Some' - None None Yes ™ 0/13 (0%) | - - - Very
al., 2009) cohort low
0/117 Very
(0%) low

% Some women had variations in ovulation in some cases and there was no evidence that this was taken into account during the analysis

® Overall, in the study, six of the 101 (5.6%) of the semen samples tested positive for HIV-1 DNA after sperm washing and these samples were not used in IUI. It is not clear what happened when a
positive result was found, although the study states that no frozen sperm was used

¢ Baseline characteristics after inclusion criteria were applied were not reported. Women who did not conceive were not tested beyond three months. Five pregnancies were still ongoing when the
study was published — it was not possible to tell how many cycles this represents.

4 post-wash testing was performed, but it was not reported whether there were positive results, or whether frozen sperm were used if a positive test result was obtained

¢ The follow-up of subjects was not complete enough as there were 72 ongoing pregnancies. The follow-up of subjects was not long enough as there was no reported HIV testing beyond the third
month for 256 (44%) of women who did not deliver

" Post-wash testing was performed, and samples with a positive result were not used in IUl. Overall in the study, 4% of samples were positive and 2% of kit tests failed, but it is not clear how many of
these were in the IUI group

9 The results for this study were pooled from different studies and it is not clear whether confounding factors in each study were taken into account by the study authors. Follow-up HIV data was
unknown in 74 couples (7%) but it is not clear how many cycles they took part in

" The use of post-wash testing was not reported. 355 (85%) of the cycles were performed using fresh embryos, the remaining 65 (15%) were performed with frozen embryo transfer

" Four women were lost to follow-up

T Only frozen sperm were used in this study, in both the control and washed sperm groups. Post-wash testing was performed, but the number of positive results and the number of kit failures was not
reported

¥ Seventy six (42%) men had an abnormal semen analysis. Eighteen pregnancies were still ongoing when the study was published

' There is a small sample size in the washed sperm group

™ The washed sperm group used only frozen sperm. Post-wash testing was performed, but the number of positive results and the number of kit failures was not reported

" Post-wash testing was performed, and frozen sperm were used in couples where the test had a positive result. Overall, in the study, 4% of samples were positive and 2% of kit tests failed, but it is
not clear how many of these were in the ICSI group
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° Post-wash testing was performed for HIV and HCV. Overall, in the study, there were positive results in 8 (20%) samples for HIV and 10 (18%) for HCV. Positive samples were not used and fresh
samples were taken 2 to 3 weeks later and used instead

P The study included couples with abnormal fertility results (42%) and no subgroup analysis was undertaken for these couples. Follow up of the participants was not long enough as there were some
ongoing pregnancies when the paper was published

9 Overall, in the study, ten samples had positive post-wash tests and there was one testing kit failure, resulting in cancellation of treatment in nine couples and the use of frozen sperm in the
remaining couple

" The use of post-wash testing was not reported. It is not clear how many cycles used frozen sperm. Some of the women in this group may also be included in the Savasi study (Savasi study dates:
2002 to 2006; Bujan study dates: 1989 to 2003)

® Post-wash testing was performed, and samples with a positive result were not used in IUl. Overall in the study, 4% of samples were positive and 2% of kit tests failed, but it is not clear how many
of these were in the Ul group. Some of the women in this group may also be included in the Bujan study (Savasi study dates: 2002 to 2006; Bujan study dates: 1989 to 2003)

'Post-wash testing was performed but the results were not reported. It is not clear whether follow-up was complete in women that did not conceive.

Y Of the 14 couples that participated, there was one case in which an oocyte was fertilised but did not show cleavage and so did not undergo embryo transfer.

Table 1.6.10 GRADE findings of Seroconversion data comparing different methods of ART

Summary of findings

Quality assessment

No. of people Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative Absolute | Quality
studies considerations (95% ClI) (95% CI)

Seroconversion rate in mothers

Ul with washed sperm from HIV-positive males compared with ICSI with washed sperm from HIV-positive males

f

1 (Savasi et | Prospective Serious ® None None None Yes 0/2400 (0%) | 0/283 (0%) Not - Very
al., 2007) cohort calculable low
1 (Bujan et | Retrospective | Some ° None None None Yes ° 0/2840 (0%) | 0/394 (0%) Not - Very
al., 2007b) cohort calculable low

Ul with washed sperm from HIV-positive males compared with IVF with washed sperm from HIV-positive males

1 (Bujan et | Retrospective | Some ° None None None Yes ¢ 0/2840 (0%) | 0/107 (0%) Not - Very
al., 2007b) cohort calculable low

297




Fertility (appendices)

Quality assessment

Summary of findings

No. of people Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative Absolute | Quality
studies considerations (95% ClI) (95% CI)
IVF with washed sperm from HIV-positive males compared with ICSI with washed sperm from HIV-positive males
1 (Bujan et | Retrospective | Some ° None None None Yes ¢ 0/107 (0%) 0/394 (0%) Not - Very
al., 2007b) cohort calculable low
Seroconversion rate in children
Ul with washed sperm from HIV-positive males compared with ICSI with washed sperm from HIV-positive males
1 (Savasi et | Prospective Serious ? None None None Yes® 0/2400 (0%) | 0/283 (0%) Not - Very
al., 2007) cohort calculable low
1 Retrospective | None None None None Yes ° 0/439 (0%) 0/117 (0%) Not - Very
(Nicopoullos | cohort calculable low
et al., 2010)
Ul with washed sperm from HIV-positive males compared with IVF with washed sperm from HIV-positive males
1 Retrospective | None None None None Yes ° 0/439 (0%) 0/114 (0%) Not - Very
(Nicopoullos | cohort calculable low
et al., 2010)
IVF with washed sperm from HIV-positive males compared with ICSI with washed sperm from HIV-positive males
1 Retrospective | None None None None Yes ° 0/114 (0%) 0/117(0%) Not - Very
(Nicopoullos | cohort calculable low
et al., 2010)

 There were 72 ongoing pregnancies. There was no reported HIV testing beyond the third month for 256 (44%) of women who did not deliver
® Post-wash pre-insemination testing had a 4% positive test rate and 2% of testing kits failed. Only sperm that tested negative post-wash was used in insemination. In the case of a positive test,
frozen sperm was used in the ICSI group. No frozen sperm was used in the 1UI group
© 74 (7.1%) couples were lost to follow-up
¢ post-wash pre-insemination testing was not reported
¢ Overall, in the study, ten samples had positive post-wash tests and there was one testing kit failure, resulting in cancellation of treatment in nine couples and the use of frozen sperm in the
remaining couple
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f Post-wash pre-insemination testing had a 4% positive test rate and 2% of testing kits failed. Only sperm that tested negative post-wash was used in insemination. In the case of a positive test,
frozen sperm was used in the ICSI group. No frozen sperm was used in the IUI group. Some of the women in this group may also be included in the Bujan study (Savasi study dates: 2002 to 2006;
Bujan study dates: 1989 to 2003)

9 post-wash pre-insemination testing was not reported. Some of the women in this group may also be included in the Savasi study (Savasi study dates: 2002 to 2006; Bujan study dates: 1989 to
2003)

Table 1.6.11 GRADE findings for comparing the use of washed sperm from HIV- and/or HCV- positive males with unwashed sperm in control couples

Summary of findings
Quality assessment
No. of people Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Sperm No Relative Absolute Quality
studies considerations washed sperm (95% CI) (95% ClI)
wash

Live full term singleton birth

IVF with washed sperm from HIV-positive males compared to IVF in control couples with sperm from HIV-negative males

1 (Kashmina | Prospective Some ® - Some " None Yes ¢ 8/13 91/465 6.6 526 more per | Very
et al., 2009) cohort (62%) (20%) (21 to | 1000 low
20.6) (from 161
more to 878
more)

ICSI with washed sperm from HIV-positive males compared to ICSI in control couples with sperm from HIV-negative males

1 (Kashmina | Prospective Some # - Some " None Yes ¢ 9/23 47/209 2.2 194 more per | Very
et al., 2009) cohort (39%) (22%) (0.9 to | 1000 low
5.4) (from 19
fewer to 500
more)

Ul with washed sperm from HIV-positive males compared to IUl in control couples with sperm from HIV-negative males

1 (Bujan et | Retrospective Serious ¢ - Some © None Yes ' 44/294 37/320 1.3 35 more per | Very
al., 2007a) cohort (15%) (12%) (0.8 to | 1000 low
2.2) (from 17
fewer to 109
more)
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Summary of findings
Quality assessment
No. of people Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Sperm No Relative Absolute Quality
studies considerations washed sperm (95% CI) (95% ClI)
wash

Pre-term birth (<37 weeks)

No studies

Multiple births

IVF with washed sperm from HIV-positive males compared to IVF in control couples with sperm from HIV-negative males

1 (Kashmina | Prospective Some ?® - None None Yes ¢ 3/13 15/465 9.0 32 fewer per | Very
et al., 2009) cohort (23%) (4%) (2.2 to | 1000 low
36.1) (from 32
fewer to 37
more)

ICSI with washed sperm from HIV-positive males compared to ICSI in control couples with sperm from HIV-negative males

1 (Kashmina | Prospective Some ® - None None Yes ¢ 2/23 6/209 3.2 58 more per | Very
et al., 2009) cohort (9%) (3%) (0.6 to | 1000 low
17.0) (from 11
fewer to 306
more)

Ul with washed sperm from HIV-positive males compared to IUl in control couples with sperm from HIV-negative males

1 (Bujan et | Retrospective Serious ¢ - Some ° None Yes' 71294 71320 11 3 more per | Very
al., 2007a) cohort (2%) (2%) (0.4 to | 1000 low
3.1) (from 21
fewer to 65
more)
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Quality assessment

Summary of findings

No. of people Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Sperm No Relative Absolute Quality
studies considerations washed sperm (95% CI) (95% ClI)
wash
Clinical pregnancy
ICSI with washed sperm from HIV-positive males compared to frozen semen and TESE/MESA from HIV-negative males
1 (Wu et al., | Prospective Serious” - None None Yes' 5/14 20/36 NS NS Very
2011) cohort (35.7%) 30/68 | (55.6%) low
(44.1%)
Congenital abnormalities
No studies
Adverse pregnancy outcome (including miscarriages, ectopic pregnancies, intrauterine deaths)
Ul with washed sperm from HIV-positive males compared to IUl in control couples with sperm from HIV-negative males
1 (Bujan et | Retrospective Serious ¢ - None None Yes' 9/294 10/320 1.0 1 fewer per | Very
al., 2007a) cohort (3%) (3%) (0.4 to | 1000 low
2.4) (from 19
fewer to 42
more)

 There is a small sample size in the washed sperm group
® This may include births from multiple pregnancy and may include stillbirths as well as live births

¢ The washed sperm group used only frozen sperm. Post-wash testing was performed, but the number of positive results and the number of kit failures was not reported

4 Characteristics of donor semen and washed sperm were not compared and 4 women were lost to follow-up after pregnancy was determined
® It is not clear if this includes still births, live births and/or multiple pregnancies
f Only frozen sperm were used in this study, in both the control and washed sperm groups. Post-wash testing was performed, but the number of positive results and the number of kit failures was not

reported
9 This is the number of twin and triplet pregnancies. It is not clear if all of these multiple pregnancies delivered live babies and at what gestational age they were delivered

"Results of semen analysis were not compared between these groups

iPregnancy rates from HIV-discordant couples reflect results from fresh cycles only.
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Table 1.6.12 GRADE findings for comparing the use of washed sperm from HIV-positive men using different ARTs

Quality assessment

Summary of findings

No. of people Effect

No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% CI) | (95% ClI)
Live full term singleton birth
Ul with washed sperm from HIV-positive males compared with ICSI with washed sperm from HIV-positive males
1 Retrospective | Some ? None None None Yes® 31/439 17/117 0.4 76  fewer | Very
(Nicopoullos cohort (7%) (15%) (0.2 to | per 1000 | low
et al., 2010) 0.8) (from 21

fewer to

107 fewer)
Ul with washed sperm from HIV-positive males compared with IVF with washed sperm from HIV-positive males
1 Retrospective | Some ? None None None Yes® 31/439 21/114 0.3 116 fewer | Very
(Nicopoullos cohort (7%) (18%) (0.2 to | per 1000 | low
et al., 2010) 0.6) (from 65

fewer to

146 fewer)
IVF with washed sperm from HIV-positive males compared with ICSI with washed sperm from HIV-positive males
1 Retrospective | Some ? None None None Yes® 21/114 17/117 1.3 41  more | Very
(Nicopoullos cohort (18%) (15%) (0.7 to | per 1000 | low
et al., 2010) 2.7) (from 45

fewer to

181 more)

Pre-term birth (<37 weeks)

No evidence
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Quality assessment

Summary of findings

No. of people Effect

No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% CI) | (95% ClI)
Multiple births
IUl with washed sperm from HIV-positive males compared with IVF with washed sperm from HIV-positive males
1 Retrospective | Some ? None None None Yes® 2/439 71114 0.0 61 fewer | Very
(Nicopoullos cohort (1%) (6%) (0.0 to | per 1000 | low
et al., 2010) 0.1) (from 55

fewer to 61

fewer)
Ul with washed sperm from HIV-positive males compared with ICSI with washed sperm from HIV-positive males
1 Retrospective | Some ? None None None Yes” 2/439 5/117 0.1 38 fewer | Very
(Nicopoullos cohort (1%) (4%) (0.0 to | per 1000 | low
et al., 2010) 0.5) (from 21

fewer to 43

fewer)
IVF with washed sperm from HIV-positive males compared with ICSI with washed sperm from HIV-positive males
1 Retrospective | Some ? None None None Yes® 7/114 5/117 15 20 more | Very
(Nicopoullos cohort (6%) (4%) (0.5 to | per 1000 | low
et al., 2010) 4.8) (from 21

fewer to

134 more)

Congenital abnormalities

No evidence
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Qualit t Summary of findings
uality assessmen

No. of people Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% CI) | (95% CI)

Adverse pregnancy outcome (including miscarriages, ectopic pregnancies, intrauterine deaths)

Ul with washed sperm from HIV-positive males compared with IVF with washed sperm from HIV-positive males

1 Retrospective | Some ? None None None Yes® 20/439 14/114 0.3 78 fewer | Very
(Nicopoullos cohort (5%) (12%) (0.2 to | per 1000 | low
et al., 2010) 0.7) (from 34

fewer to

101 fewer)

Ul with washed sperm from HIV-positive males compared with ICSI with washed sperm from HIV-positive males

1 Retrospective | Some ? None None None Yes® 20/439 71117 0.8 14  fewer | Very
(Nicopoullos cohort (5%) (6%) (0.3 to | per 1000 | low
et al., 2010) 1.8) (from 41

fewer to 45

more)

IVF with washed sperm from HIV-positive males compared with ICSI with washed sperm from HIV-positive males

1 Retrospective | Some ? None None None Yes® 14/114 7/117 2.2 65 more | Very
(Nicopoullos cohort (12%) (6%) (0.9 to | per 1000 | low
et al., 2010) 5.7) (from 8

fewer to

212 more)

 The cohort had a combination of couples with normal and abnormal (41.7%) fertility results as well as couples with and without co-morbidities. No subgroup analysis was done by comorbidities or
fertility problems
® Overall, in the study, ten samples had positive post-wash tests and there was one testing kit failure, resulting in cancellation of treatment in nine couples and the use of frozen sperm in the
remaining couple
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Table 1.6.13 GRADE findings of non-comparative effectiveness data of outcomes for sperm washing in different ART groups

Summary of findings

Quality assessment

No. of people Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Sperm Comparator | Relative | Absolute Quality
studies considerations | washed (95% CI) (95% ClI)
Live singleton birth
Ul with washed sperm from HIV-positive males
(Savasi et al., | Prospective Some ® - Some " None Yes © 325/2400 | - - - Very
2007) cohort (14%) low
(Marina et al., | Prospective Some ® - None None Yes ° 20/101 - - - Very
1998) cohort (20%) low
(Semprin et | Prospective Serious ' - None None Yes ° 5/59 (8%) | - - - Very
al., 1992) cohort low
(Nicopoullos Retrospective | Serious h - None None Yes' 31/439 - - - Very
et al., 2010) cohort (7%) low
ICSI with washed sperm from HIV-positive males
(Sauer et al., | Retrospective Serious - None None Yes 68/420 - - - Very
2009) cohort (16%) low
(Nicopoullos Retrospective | Serious h - None None Yes' 17/117 - - - Very
et al., 2010) cohort (15%) low
ICSI with washed sperm from HIV- or HCV-positive males
Garrido Retrospective | None - Some | None Yes ™ 23/113 - - - Very
(2004) cohort (20%) low
IVF with washed sperm from HIV-positive males
(Nicopoullos Retrospective | Serious h - None None Yes' 21/114 - - - Very
et al., 2010) cohort (18%) low
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Summary of findings

Quality assessment
No. of people Effect

No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Sperm Comparator | Relative Absolute Quality
studies considerations | washed (95% CI) (95% ClI)
IVF or IUl or ICSI with washed sperm from HIV-positive males
(Bujan et al., | Retrospective | Serious " - None None Yes* 368/3341 | - - - Very
2007b) cohort (11%) low
Pre-term birth (<37 weeks)
IUl with washed sperm from HIV-positive males
Semprini Prospective Serious ' - None None Yes? 1/59 (2%) | - - - Very
(1992) cohort low
ICSI with washed sperm from HIV-positive males
(Sauer et al., | Retrospective Serious - None None Yes 74/420 - - - Very
2009) (18%) low
Multiple births
Ul with washed sperm from HIV-positive males
Marina (1998) | Prospective Some * - None None Yes © 8/101 - - - Very

cohort (8%) low
(Semprin et | Prospective Serious ' - None None Yes ° 3/59 (5%) | - - - Very
al., 1992) cohort low
(Nicopoullos Retrospective | Serious h - None None Yes' 2/439 - - - Very
et al., 2010) cohort (1%) low
ICSI with washed sperm from HIV-positive males
(Sauer et al., | Retrospective Serious - None None Yes 48/420 - - - Very
2009) cohort (11%) low
(Nicopoullos Retrospective | Serious h - None None Yes' 5/117 - - - Very
et al., 2010) cohort (4%) low
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Quality assessment

Summary of findings

No. of people Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Sperm Comparator | Relative | Absolute Quality
studies considerations | washed (95% CI) (95% ClI)
IVF with washed sperm from HIV-positive males
(Nicopoullos Retrospective | Serious h - None None Yes' 71114 - - - Very
et al., 2010) cohort (6%) low
IVF or IUl or ICSI with washed sperm from HIV-positive males
(Bujan et al., | Retrospective | Serious " - None None Yes 42/3341 - - - Very
2007b) cohort (1%) low
Clinical pregnancy
ICSI with fresh washed sperm from HIV-positive males
(Wu et al, | Prospective Some’ - None None None 5/14 - - - Very
2011) cohort (35.7%) low
Frozen clinical pregnancy
ICSI with frozen washed sperm from HIV-positive males
(Wu et al, | Prospective Some’ - None None None 3/14 - - - Very
2011) cohort (21.4%) low
Multiple pregnancy
ICSI with washed sperm from HIV-positive males
(Wu et al., | Prospective Some* - None None Yes' 2/14 - - - Very
2011) cohort (14.3%) low
Congenital abnormalities
ICSI with washed sperm from HIV-positive males
(Sauer et al | Retrospective Serious - None None Yes" 1/420 i - - Very
2009) (<1%) low
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Summary of findings

Quality assessment

No. of people Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Sperm Comparator | Relative Absolute
studies considerations | washed (95% CI) (95% ClI)

Quality

Adverse pregnancy outcomes (including spontaneous abortions, ectopic pregnancies, miscarriages, pre-clinical miscarriages, extra-uterine pregnancies and intrauterine

deaths)

IUl with washed sperm from HIV-positive males

(Savasi et al., | Prospective Some ® - None None Yes © 59/2400 - - - Very
2007) cohort (2%) low
(Semprin et | Prospective Serious ' - None None Yes ¢ 5/59 (8%) | - - - Very
al., 1992) cohort low
(Nicopoullos Retrospective | Serious h - None None Yes' 20/439 - - - Very
et al., 2010) cohort (5%) low
ICSI with washed sperm from HIV-positive males

(Sauer et al | Retrospective Serious NA None None Yes 26/420 - - - Very
2009) (6%) low
(Nicopoullos Retrospective | Serious h NA None None Yes' 7/117 - - - Very
et al., 2010) cohort (6%) low
(Wu et al, | Prospective None NA None None Yes' 1/14 - - - Low
2011) cohort (7.1%)

IVF with washed sperm from HIV-positive males

(Nicopoullos Retrospective | Serious h NA None None Yes' 14/114 - - - Very
et al., 2010) cohort (12%) low
IVF or IUl or ICSI with washed sperm from HIV-positive males

(Bujan et al., | Retrospective | Serious " NA None None Yes 121/3341 | - - - Very
2007b) cohort (4%) low

®The follow-up of subjects was not complete enough as there were 72 ongoing pregnancies
® It is not clear if this includes still births, live births and/or multiple pregnancies
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¢ Post-wash testing was performed, and samples with a positive result were not used in IUl. Overall in the study, 4% of samples were positive and 2% of kit tests failed, but it is not clear how many
of these were in the Ul group

¢ Some women had ovulatory alterations and this was not taken into account during the analysis

¢ Overall, in the study, six of the 101 (5.6%) of the semen samples tested positive for HIV-1 DNA after sperm washing and these samples were not used in IUL. It is not clear what happened when a
positive result was found, although the study states that no frozen sperm was used

" Baseline characteristics after inclusion criteria were applied were not reported. Women who did not conceive were not tested beyond three months. Five pregnancies were still ongoing when the
study was published — it was not possible to tell how many cycles this represents.

9 Post-wash testing was performed, but it was not reported whether there were positive results, or whether frozen sperm were used if a positive test result was obtained

" The study included couples with abnormal fertility results (42%) and no subgroup analysis was undertaken for these couples. Follow up of the participants was not long enough as there were some
ongoing pregnancies when the paper was published

" Overall, in the study, ten samples had positive post-wash tests and there was one testing kit failure, resulting in cancellation of treatment in nine couples and the use of frozen sperm in the
remaining couple. The couples in the Nicopoullos (2010) study may also have been included in the Bujan (2007b) study

] Seventy six (42%) men had an abnormal semen analysis. Eighteen pregnancies were still ongoing when the study was published

¥ The use of post-wash testing was not reported. It is not clear how many cycles used frozen sperm. The couples in the Bujan (2007b) study may also have been included in the Nicopoullos (2010)
study

' The number of delivered live babies from multiple pregnancies was not reported separately. It is not clear if this figure includes twins or triplets

™ Post-wash testing was performed for HIV and HCV. Overall, in the study, there were positive results in 8 (20%) samples for HIV and 10 (18%) for HCV. Positive samples were not used and fresh
samples were taken 2 to 3 weeks later and used instead

" The results for this study were pooled from different studies and it is not clear whether confounding factors in each study were taken into account by the study authors. Delivery data was missing
from 142 (14%) couples. The number of cycles represented by the couples whose data is missing was not reported® The Congenital abnormality was reported in the context of a termination of
pregnancy. It is not clear whether the other fetuses in the study were tested for abnormalities

P Semen analysis and fertility results of couples were not reported and it is not clear whether there were pre-existing fertility problems that might have affected the results.

9The patients received varying numbers of embryo resulting in varying pregnancy outcomes.

"It is not clear whether this outcome resulted from the fresh, frozen cycles or both.
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Table 1.8.2 GRADE findings for comparison of clomifene citrate or tamoxifen with other drugs (first line treatment for PCOS)

Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% Cl) | (95% CI)
Live full-term singleton birth
Metformin vs. clomifene citrate
4 (Johnson et al., | RCTs Very Very serious 4 | serious ® Serious ' Yes 9" 54/331 75/334 RR 0.8 |45 fewer | Verylow
2010; Legro et al., serious ¢ (16%) (22%) (0.3 to | per 1000
2007; Palomba et women women 2.3)! (from 164
al., 2005; and Zain fewer to
et al., 2009) 301 more)
Metformin + clomifene citrate vs. clomifene citrate
5 (Johnson et al., | RCTs Very None Serious °© Serious ' Yes ¢ 103/404 99/228 RR 1.1 |45 fewer | Verylow
2010; Legro et al., serious ¢ (25%) (43%) (0.8 to | per 1000
2007; Moll et al., women women 1.3) (from 164
2006; Sahin et al., fewer to
2004; and Zain et 301 more)
al., 2009)
Metformin vs. metformin+ clomifene citrate
3 (Johnson et al.,, | RCTs Very Serious Serious © None Yes ¢ 28/281 791282 RR 0.4 | 168 fewer | Very low
2010; Legro et al., serious ¢ (10%) (28%) (0.2 to| per 1000
2007; and Zain et women women 0.8)" (from 62
al., 2009) fewer to
221 fewer)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
Letrozole vs. clomifene citrate
1 (Dehbashi et al., | RCT None - Serious © Serious ' None 10/50 (20%) | 6/50 (12%) | RR 1.7 | 80 more | Low
2009) women women (0.7 to | per 1000
4.2) (from 41

fewer to

389 more)
rFSH vs. clomifene citrate
1 (Lopez et al, | RCT Serious - Serious °© Serious ' None 11/38 (29%) | 6/38 (16%) | RR 1.8 | 131 more | Very low
2004) women women (0.8 to | per 1000

4.5) (from 39

fewer to

545 more)
Clinical pregnancy
Metformin vs. clomifene citrate
5 (Karimzadeh et | RCTs Very Very serious | None Serious ' Yes 9" 79/421 97/424 RR 0.9 | 27 fewer | Verylow
al., 2010; Zain et serious * ¢ (19%) (23%) (0.4 to | per 1000
al., 2009; Johnson women women 1.8)' (from 130
et al., 2010; fewer to
Palomba et al., 185 more)

2005; Legro et al.,
2007)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)

Metformin + clomifene citrate vs. clomifene citrate
7 (Karimzadeh et | RCTs Very None None Serious ' Yes ¢ 158/508 138/522 RR 1.2 |45 more | Verylow
al., 2010; Sahin et serious ¢ (31%) (26%) (1.0 to | per 1000
al., 2004; Dasari et women women 1.4) (from 1
al., 2009; Legro et more to
al., 2007; Zain et 108 more)
al., 2009; Johnson
et al,, 2010; Moll
et al., 2006)
Metformin vs. metformin + clomifene citrate
4 (Karimzadeh et | RCTs Very Very serious | None Serious ' Yes ¢ 48/371 105/370 RR 0.5 | 133 fewer | Very low
al., 2010; Legro et serious ¢ (13%) (28%) (0.3 to| per 1000
al., 2007; Zain et women women 1.0)' (from 204
al., 2009; Johnson fewer to 1
et al., 2010) fewer)
Letrozole vs. clomifene citrate
3 (Atay et al, | RCTs Very None None None None 44/160 28/162 RR 16|99 more | Low
2006; Dehbashi et serious * ¢ (28%) (17%) (1.0 to | per 1000
al., 2009; women women 2.4) (from 7
Elsedeek, 2011) more to

237 more)
rFSH vs. clomifene citrate
1 (Lopez et al, | RCT Serious - None Serious ' None 16/38 (42%) | 9/38 (24%) | RR 1.8 | 185 more | Low
2004) women women (1.0 to | per 1000

3.5) (from 24
fewer to
597 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
Adverse pregnancy outcomes
Metformin vs. clomifene citrate (Death of woman)
1 (Legro et al, | RCT Very - None Serious ' None 1/208 (1%) | 0/209 (0%) | RR 3.0 | Not Very low
2007) serious ¢ women women (0.1 to | estimable
73.6)
Metformin vs. clomifene citrate (Miscarriage)
4 (Zain et al., | RCTs Very Serious None Serious ' Yes 9" 17/331 (5%) | 20/334 (6%) | RR 0.9 | 9 fewer per | Very low
2009; Johnson et serious ¢ women women (0.3 to | 1000
al., 2010; Palomba 2.4)' (from 42
et al.,, 2005 Legro fewer to 84
et al. 2007) more)
17/73 (23%) | 20/108 RR 1.4 |65 more
pregnancies | (43%) (0.4 to | per 1000
pregnancies | 5.0)' (from 117
fewer to
735 more)
Metformin vs. clomifene citrate (Ectopic pregnhancy)
2 (Johnson et al., | RCTs Very - None Serious ' Yes ¢ 0/243 (0%) | 2/245 (1%) | RR 0.2 | 7 fewer per | Very low
2010; Legro et al., serious &2 ¢ women women (0.0 to | 1000
2007) 4.2) (from 8
fewer to 26
more)
0/32 (0%) | 2/76 (3%) | RR 0.7 | 9 fewer per
pregnancies | pregnancies | (0.0 to | 1000
13.2) (from 26
fewer to
322 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
Metformin vs. clomifene citrate (Gestational hypertension)
2 (Johnson et al., | RCTs Very - None Serious ' Yes 9" 1/85 (1%) | 0/86 (0%) | RR 3.0 | Not Very low
2010; Palomba et serious ¢ women women (0.1 to | estimable
al., 2005) 71.9)
1/45 (2%) | 0/40 (0%) | RR 2.5 | Not
pregnancies | pregnancies | (0.1 to | estimable
59.6)
Metformin vs. clomifene citrate (Gestational diabetes)
2 (Johnson et al. | RCTs Very - None Serious ' Yes ¢ 2/244  (1%) | 9/245 (4%) | RR 0.2 | 29 fewer | Very low
2010; Legro et al., serious ¢ women women (0.1 to | per 1000
2007) 1.0) (from 35
fewer to 1
more)
2132 (6%) | 9/64 (14%) | RR 0.6 | 53  fewer
pregnancies | pregnancies | (0.2 to | per 1000
2.6) (from 120
fewer to
224 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
Metformin vs. clomifene citrate (Preterm labour or premature rupture of membranes)
2 (Johnson et al., | RCTs Very None None Serious ' Yes ¢ 1/244 (<1%) | 2/245 (1%) | RR 0.6 | 3 fewer per | Very low
2010; Legro et al., serious * ¢ women women (0.1 to | 1000
2007) 4.5) (from 8
fewer to 28
more)
1/32 (3%) | 2/64 (3%) | RR 1.0 | 1 fewer per
pregnancies | pregnancies | (0.2 to | 1000
5.9) (from 26
fewer to
153 more)
Metformin vs. clomifene citrate (Intrauterine fetal death)
1 (Palomba et al., | RCT None - None Serious ' Yes" 1/50 (2%) | 1/50 (2%) | RR 1.0 | O fewer per | Moderate
2005) women women (0.1 to | 1000
15.6) (from 19
fewer to
291 more)
1/31 (3%) | 1/26 (4%) | RR 0.8 | 6 fewer per
pregnancies | pregnancies | (0.1 to | 1000
12.8) (from 36
fewer to
452 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% Cl) | (95% CI)
Metformin vs. clomifene citrate (Placenta previa)
1 (Legro et al, | RCT Very - None Serious ' None 0/208 (0%) | 1/209 (<1%) | RR 0.3 | 3 fewer per | Very low
2007) serious ¢ women women (0.0 to | 1000
8.2) (from 5
fewer to 34
more)
0/18 (0%) | 1/50 (2%) | RR 0.9 | 2 fewer per
pregnancies | pregnancies | (0.0 to | 1000
21.0) (from 19
fewer to
401 more)
Metformin vs. clomifene citrate (Postpartum haemorrhage)
1 (Legro et al, | RCT Very - None Serious ' None 0/208 (0%) | 2/209 (1%) | RR 0.2 | 8 fewer per | Very low
2007) serious ¢ women women (0.0 to | 1000
4.2) (from 9
fewer to 30
more)
0/18 (0%) | 2/50 (4%) | RR 0.5 | 18 fewer
pregnancies | pregnancies | (0.0 to | per 1000
10.7) (from 39
fewer to
387 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
Metformin vs. clomifene citrate (Placental abruption)
1 (Legro et al, | RCT Very - None Serious ' None 0/208 (0%) | 2/209 (1%) | RR 0.2 | 2 fewer per | Very low
2007) serious ¢ women women (0.0 to | 1000
4.2) (from 19
fewer to
401 more)
0/18 (0%) | 2/50 (4%) | RR 0.5 | 3 fewer per
pregnancies | pregnancies | (0.0 to | 1000
10.7) (from 5
fewer to 34
more)
Metformin vs. clomifene citrate (Pregnancy loss in second or third trimester)
1 (Legro et al, | RCT Very - None Serious ' None 0/208 (0%) | 2/209 (1%) | RR 0.2 | 8 fewer per | Very low
2007) serious ¢ women women (0.0 to | 1000
4.2) (from 9
fewer to 30
more)
0/18 (0%) | 2/62 (3%) | RR 0.7 | 11  fewer
pregnancies | pregnancies | (0.0 to | per 1000
13.2) (from 31
fewer to
394 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
Metformin vs. clomifene citrate (Cervical incompetence or preterm labour)
1 (Legro et al, | RCT Very - None Serious ' None 0/208 (0%) | 1/209 (<1%) | RR 0.3 | 3 fewer per | Very low
2007) serious ¢ women women (0.0 to | 1000
8.2) (from 5
fewer to 34
more)
0/18 (0%) | 1/50 (2%) | RR 0.9 | 2 fewer per
pregnancies | pregnancies | (0.0 to | 1000
21.0) (from 19
fewer to
401 more)
Metformin vs. clomifene citrate (Severe preeclampsia)
1 (Legro et al, | RCT Very - None - None 0/208 (0%) | 0/209 (0%) | Not estimable Low
2007) serious ¢ women women
0/18 (0%) | 0/50 (0%) | Not estimable
pregnancies | pregnancies
Metformin vs. clomifene citrate (HELLP syndrome)
1 (Legro et al, | RCT Very - None Serious ' None 0/208 (0%) | 1/209 (<1%) | RR 0.3 | 3 fewer per | Very low
2007) serious * ¢ women women (0.0 to | 1000
8.2) (from 5
fewer to 34
more)
0/18 (0%) | 1/50 (2%) | RR 0.9 | 2 fewer per
pregnancies | pregnancies | (0.0 to | 1000
21.0) (from 19
fewer to
401 more)

318




Appendix | — Grade tables

Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
Metformin + clomifene citrate vs. clomifene citrate (Death of woman)
1 (Legro et al, | RCT Very - None - None 0/209 (0%) | 0/209 (0%) | Not estimable Low
2007) serious ¢ women women
Metformin + clomifene citrate vs. clomifene citrate (Preterm birth)
2 (Sahin et al., | RCTs Very None None Serious ' None 5/122 (4%) | 3/124 (2%) | RR 1.6 | 14 more | Very low
2004; Moll et al., serious ¢ women women (0.4 to | per 1000
2006) 5.9) (from 14
fewer to
118 more)
5/49 (10%) | 3/55 (5%) | RR 1.7 | 35 more
pregnancies | pregnancies | (0.5 to | per 1000
6.0) (from 30
fewer to
274 more)
Metformin + clomifene citrate vs. clomifene citrate (Miscarriage)
5 (Sahin et al, | RCT Very None None Serious ' Yes ¢ 38/404 (9%) | 26/408 (6%) | RR 15|29 more | Verylow
2004; Legro et al., serious * ¢ women women (0.9 to | per 1000
2007; Zain et al., 2.3) (from 6
2009; Johnson et fewer to 83
al., 2010; Moll et more)
al., 2006)
38/156 26/137 RR 1.3 |57 more
(24%) (19%) (0.9 to | per 1000
pregnancies | pregnancies | 2.0) (from 28
fewer to
190 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
Metformin + clomifene citrate vs. clomifene citrate (Pregnancy loss in second or third trimester)
1 (Legro et al, | RCT Very - None Serious ' None 4/209 (2%) | 2/209 (1%) | RR 2.0 | 10 more | Very low
2007) serious ¢ women women (0.4 to | per 1000
10.8) (from 6
fewer to 94
more)
4/80 (5%) | 2/62 (3%) | RR 1.6 | 18 more
pregnancies | pregnancies | (0.3 to | per 1000
8.2) (from 23
fewer to
232 more)
Metformin + clomifene citrate vs. clomifene citrate (Gestational diabetes)
3 (Legro et al., | RCTs Very None None Serious ' Yes ¢ 71355 (2%) | 11/359 (3%) | RR 0.7 | 10 fewer | Very low
2007; Johnson et serious ¢ women women (0.3 to | per 1000
al., 2010; Moll et 1.6) (from 22
al., 2006) fewer to 19
more)
7/128 (5%) | 11/116 (9%) | RR 0.5 | 45 fewer
pregnancies | pregnancies | (0.2 to | per 1000
1.3) (from 74
fewer to 27
more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
Metformin + clomifene citrate vs. clomifene citrate (Gestational hypertension)
2 (Legro et al., | RCTs Very None None Serious ' Yes ¢ 5/146 (3%) | 2/150 (1%) | RR 2.3 | 17 more | Very low
2007; Moll et al., serious ¢ women women (0.5 to | per 1000
2006) 9.9) (from 6
fewer to
119 more)
5/63 (8%) | 2166 (3%) | RR 2.3 |41 more
pregnancies | pregnancies | (0.5 to | per 1000
10.1) (from 14
fewer to
275 more)
Metformin + clomifene citrate vs. clomifene citrate (Pre-eclampsia)
2 (Legro et al., | RCTs Very Serious None Serious ' None 8/320 (3%) | 8/253 (3%) | RR 0.7 | 10 fewer | Very low
2007; Moll et al., serious ¢ women women (0.1 to| per 1000
2006) 3.4)" (from 28
fewer to 74
more)
None 8/109 (7%) | 8/102 (8%) | RR 0.8 | 13 fewer
pregnancies | pregnancies | (0.3 to | per 1000
2.1) (from 53
fewer to 89
more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
Metformin + clomifene citrate vs. clomifene citrate (Severe preeclampsia)
1 (Legro et al, | RCT Very - None Serious ' None 2/209 (1%) | 0/209 (0%) | RR 5.0 | Not Very low
2007) serious ¢ women women (0.2 to | estimable
103.5)
2/65 (3%) | 0/50 (0%) | RR 3.9 | Not
pregnancies | pregnancies | (0.2 to | estimable
78.7)
Metformin + clomifene citrate vs. clomifene citrate (HELLP syndrome)
1 (Legro et al, | RCT Very - None Serious ' None 1/209 (<1%) | 1/209 (<1%) | RR 1.0 | O fewer per | Very low
2007) serious ¢ women women (0.1 to | 1000
15.9) (from 4
fewer to 71
more)
1/65 (2%) | 1/50 (2%) | RR 0.8 | 5 fewer per
pregnancies | pregnancies | (0.1 to | 1000
12.0) (from 19
fewer to
220 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
Metformin + clomifene citrate vs. clomifene citrate (Preterm labour or premature rupture of membranes)
2 (Legro et al., RCTs Very None None Serious ' Yes ¢ 4/244  (2%) | 2/245 (1%) | RR 2.0 | 8 more per | Very low
: a,b,c
2007: Johnson et serious women women (0.4 to | 1000
al., 2010) 10.9) (from 5
B fewer to 81
more)
4/84 (5%) | 2/64 (3%) | RR 0.8 |16 more
pregnancies | pregnancies | (0.1 to | per 1000
6.0) (from 22
fewer to
218 more)
Metformin + clomifene citrate vs. clomifene citrate (Preterm labour or cervical incompetence)
1 (Legro et al, | RCT Very - None Serious ' None 1/209 (<1%) | 1/209 (<1%) | RR 1.0 | O fewer per | Very low
2007) serious ¢ women women (0.1 to | 1000
15.9) (from 4
fewer to 71
more)
1/65 (2%) | 1/50 (2%) | RR 3.2 | 5 fewer per
pregnancies | pregnancies | (0.2 to | 1000
50.0) (from 19
fewer to
220 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
Metformin + clomifene citrate vs. clomifene citrate (Ectopic pregnancy)
2 (Legro et al., RCTs Very None None Serious ' Yes ¢ 3/244 (1%) | 2/245 (1%) | RR 1.4 | 3 more per | Very low
: a,b,c
2007: Johnson et serious women women (0.3 to | 1000
al., 2010) 7.1) (from 6
B fewer to 49
more)
3/99 (3%) | 2/76 (3%) | RR 2.5 | 2 more per
pregnancies | pregnancies | (0.5 to | 1000
13.3) (from 21
fewer to
113 more)
Metformin + clomifene citrate vs. clomifene citrate (Placental abruption)
1 (Legro et al, | RCT Very - None Serious ' None 2/209 (1%) | 2/209 (1%) | RR 1.0 | O fewer per | Very low
2007) serious ¢ women women (0.1 to | 1000
7.0) (from 8
fewer to 58
more)
2/65 (3%) | 2/50 (4%) | RR 3.2 | 9 fewer per
pregnancies | pregnancies | (0.5 to | 1000
22.3) (from 36
fewer to
171 more)
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Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
Metformin + clomifene citrate vs. clomifene citrate (Placenta previa)
1 (Legro et al, | RCT Very - None Serious ' None 1/209 (<1%) | 1/209 (<1%) | RR 1.0 | O fewer per | Very low
2007) serious ¢ women women (0.1 to | 1000
15.9) (from 4
fewer to 71
more)
1/65 (2%) | 1/50 (2%) | RR 3.2 | 5 fewer per
pregnancies | pregnancies | (0.2 to | 1000
50.0) (from 19
fewer to
220 more)
Metformin + clomifene citrate vs. clomifene citrate (Postpartum haemorrhage)
1 (Legro et al, | RCT Very - None Serious ' None 0/209 (0%) | 2/209 (1%) | RR 0.2 | 8 fewer per | Very low
2007) serious ¢ women women (0.0 to | 1000
4.1) (from 9
fewer to 30
more)
0/65 (0%) | 2/50 (4%) | RR 0.6 | 34 fewer
pregnancies | pregnancies | (0.0 to | per 1000
13.2) (from 40
fewer to 86
more)
Metformin vs. metformin + clomifene citrate (Death of woman)
1 (Legro et al, | RCT Very - None Serious ' None 1/208 (1%) | 0/209 (0%) | RR 3.0 | Not Very low
2007) serious * ¢ women women (0.1 to | estimable
73.6)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
Metformin vs. metformin + clomifene citrate (Miscarriage)
2 (Legro et al., RCTs Very None None Serious ' Yes ¢ 15/281 (5%) | 23/282 (8%) | RR 0.7 | 28 fewer | Very low
: a,b,c
2007: Johnson et serious women women (0.4 to | per 1000
al., 2010) 1.2) (from 52
B fewer to 19
more)
15/47 (32%) | 23/102 RR 1.6 | 142 more
pregnancies | (23%) (0.9 to | per 1000
pregnancies | 2.8) (from 14
fewer to
413 more)
Metformin vs. metformin + clomifene citrate (Ectopic pregnancy)
2 (Legro et al., RCTs Very None None Serious ' Yes ¢ 0/243 (0%) | 3/244 (1%) | RR 0.3 | 9 fewer per | Very low
: a,b,c
2007: Johnson et serious women women (0.0 to | 1000
al., 2010) 2.2) (from 12
B fewer to 15
more)
0/32  (0%) | 3/99 (3%) | RR 0.6 | 12 fewer
pregnancies | pregnancies | (0.1 to | per 1000
5.2) (from 28
fewer to
128 more)
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Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
Metformin vs. metformin + clomifene citrate (Pregnancy loss in second or third trimester)
1 (Legro et al, | RCT Very - None Serious ' None 0/208 (0%) | 4/209 (2%) | RR 0.1 | 17 fewer | Very low
2007) serious ¢ women women (0.0 to | per 1000
2.1) (from 19
fewer to 20
more)
0/18 (0%) | 4/80 (5%) | RR 0.5 | 26 fewer
pregnancies | pregnancies | (0.0 to | per 1000
8.4) (from 49
fewer to
372 more)
Metformin vs. metformin + clomifene citrate (Cervical incompetence or preterm labour)
1 (Legro et al, | RCT Very - None Serious ' None 0/208 (0%) | 1/209 (<1%) | RR 0.3 | 3 fewer per | Very low
2007) serious ¢ women women (0.0 to | 1000
8.2) (from 5
fewer to 34
more)
0/18 (0%) | 1/65 (2%) | RR 1.2 | 2 more per
pregnancies | pregnancies | (0.1 to | 1000
27.3) (from 15
fewer to
404 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
Metformin vs. metformin + clomifene citrate (Gestational hypertension)
1 (Johnson et al., | RCT Very - None Serious ' Yes ¢ 0/35 (0%) | 1/35 (3%) | RR 0.3 |19 fewer | Very low
2010) serious ¢ pregnancies | women (0.0 to | per 1000
7.9) (from 28
fewer to
197 more)
0/14  (0%) | 1/19 (5%) | RR 0.4 | 29 fewer
pregnancies | pregnancies | (0.0 to | per 1000
10.2) (from 52
fewer to
482 more)
Metformin vs. metformin + clomifene citrate (Mild preeclampsia)
1 (Legro et al, | RCT Very - None Serious ' None 1/208 (<1%) | 7/209 (3%) | RR 0.1 | 29 fewer | Very low
2007) serious ¢ women women (0.0 to | per 1000
1.2) (from 33
fewer to 5
more)
1/18  (6%) | 7/65 (11%) | RR 0.5 |52 fewer
pregnancies | pregnancies | (0.1 to | per 1000
3.9) (from 100
fewer to
314 more)
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Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
Metformin vs. metformin + clomifene citrate (Severe preeclampsia)
1 (Legro et al, | RCT Very - None Serious ' None 0/208 (0%) | 2/209 (1%) | RR 0.2 | 8 fewer per | Very low
2007) serious ¢ women women (0.0 to | 1000
4.2) (from 9
fewer to 30
more)
0/18 (0%) | 2/65 (3%) | RR 0.7 | 10 fewer
pregnancies | pregnancies | (0.0 to | per 1000
13.9) (from 30
fewer to
396 more)
Metformin vs. metformin + clomifene citrate (HELLP syndrome)
1 (Legro et al, | RCT Very - None Serious ' None 0/208 (0%) | 1/209 (<1%) | RR 0.3 | 3 fewer per | Very low
2007) serious ¢ women women (0.0 to | 1000
8.2) (from 5
fewer to 34
more)
0/18 (0%) | 1/65 (2%) | RR 1.2 | 2 more per
pregnancies | pregnancies | (0.1 to | 1000
27.3) (from 15
fewer to
404 more)
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No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
Metformin vs. metformin + clomifene citrate (Gestational diabetes)
2 (Legro et al., | RCTs Very None None Serious ' Yes ¢ 2/244  (1%) | 6/244 (2%) | RR 0.4 | 15 fewer | Very low
2007; Johnson et serious ¢ women women (0.1 to | per 1000
al., 2010) 1.6) (from 22
fewer to 15
more)
2/32 (6%) | 6/84 (7%) | RR 1.1 | 5 more per
pregnancies | pregnancies | (0.3 to | 1000
4.2) (from 51
fewer to
226 more)
Metformin vs. metformin + clomifene citrate (Preterm labour or premature rupture of membranes)
2 (Legro et al., | RCTs Very None None Serious ' Yes ¢ 1/244 (<1%) | 41244 (2%) | RR 0.3 | 11  fewer | Very low
2007; Johnson et serious ¢ women women (0.1 to | per 1000
al., 2010) 2.1) (from 16
fewer to 18
more)
1/32 (3%) | 4/84 (5%) | RR 0.8 | 8 fewer per
pregnancies | pregnancies | (0.1 to | 1000
4.8) (from 41
fewer to
180 more)
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No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% Cl) | (95% CI)
Metformin vs. metformin + clomifene citrate (Placental abruption)
1 (Legro et al, | RCT Very - None Serious ' None 0/208 (0%) | 2/209 (1%) | RR 0.2 | 8 fewer per | Very low
2007) serious ¢ women women (0.0 to | 1000
4.2) (from 9
fewer to 30
more)
0/18 (0%) | 2/65 (3%) | RR 0.7 | 10 fewer
pregnancies | pregnancies | (0.0 to | per 1000
13.9) (from 30
fewer to
396 more)
Metformin vs. metformin + clomifene citrate (Placenta previa)
1 (Legro et al, | RCT Very - None Serious ' None 0/208 (0%) | 1/209 (<1%) | RR 0.3 | 3 fewer per | Very low
2007) serious ¢ women women (0.0 to | 1000
8.2) (from 5
fewer to 34
more)
0/18 (0%) | 1/65 (2%) | RR 1.2 | 2 more per
pregnancies | pregnancies | (0.1 to | 1000
27.3) (from 15
fewer to
404 more)
Metformin vs. metformin + clomifene citrate (Postpartum haemorrhage)
1 (Legro et al, | RCT Very - None - None 0/209 (0%) | 0/208 (0%) | Not estimable Low
2007) serious * ¢ women women
0/65 (0%) | 0/18 (0%) | Not estimable

pregnancies

pregnancies
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Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
Letrozole vs. clomifene citrate (Miscarriage)
3 (Bayar et al., | RCTs Very None None Serious ' None 8/306 (3%) | 5/310 (2%) | RR 1.6 | 9 more per | Very low
2006; Badawy et serious ™ ¢ women women (0.5 to | 1000
al., 2009; 4.5) (from 7
Dehbashi et al., fewer to 57
2009 more)
1 (Dehbashi et al., | RCT Serious © - None Serious ' None 3/13  (23%) | 1/7 (14%) | RR 1.6 | 89 more | Very low
2009) pregnancies | pregnancies | (0.2 to | per 1000
12.8) (from 114
fewer to
1683
more)
rFSH vs. clomifene citrate (Miscarriage)
1 (Lopez et al, | RCT Very - None Serious ' None 5/38 (13%) | 3/38 (9%) | RR 1.7 | 53  more | Very low
2004) serious ™ ¢ women women (0.4 to | per 1000
6.5) (from 45
fewer to
433 more)
5/16 (31%) | 3/9 (33%) | RR 0.9 | 20 fewer
pregnancies | pregnancies | (0.3 to | per 1000
3.0) (from 237
fewer to
680 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
Multiple pregnancies (the number of pregnancies with more than one fetus)
Metformin vs. clomifene citrate
5 (Johnson et al., | RCTs Very None None Serious ' Yes ¢ 1/421 (<1%) | 6/424 (1%) | RR 0.3 | 10 fewer | Very low
2010; Karimzadeh serious ¢ women women (0.1 to | per 1000
et al., 2010; Legro 1.4) (from 13
et al., 2007; fewer to 5
Palomba et al, more)
2005; Zain et al.,
2009) /79  (1%) | 6/97 (6%) | RR 0.4 | 38 fewer
pregnancies | pregnancies | (0.1 to | per 1000
1.9) (from 57
fewer to 53
more)
Metformin + clomifene citrate vs. clomifene citrate
5 (Johnson et al., | RCTs Very None None Serious ' Yes ¢ 5/481 (1%) | 9/488 (2%) | RR 0.6 | 8 fewer per | Very low
2010; Karimzadeh serious &2 ¢ women women (0.2 to | 1000
et al., 2010; Legro 1.7) (from 15
et al.,, 2007; Moll fewer to 12
et al.,, 2006; Zain more)
et al., 2009
) 5/149 (3%) | 9/133 (7%) | RR 0.5 | 35 fewer
pregnancies | pregnancies | (0.2 to | per 1000
1.4) (from 56
fewer to 28
more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
Metformin vs. metformin + clomifene citrate
4 (Johnson et al., | RCTs Very None None Serious ' Yes ¢ 1/371 (0%) | 4/370 (1%) | RR 0.7 | 6 fewer per | Very low
2010; Karimzadeh serious ¢ women women (0.1 to | 1000
et al., 2010; Legro 3.5) (from 10
et al., 2007; Zain fewer to 11
et al., 2009) more)
1/48  (2%) | 4/105 (4%) | RR 0.4 | 11  fewer
pregnancies | pregnancies | (0.1 to | per 1000
2.0) (from 33
fewer to 97
more)
Letrozole vs. clomifene citrate
4 (Atay et all| RCTs Very None None Serious ' None 1/359 (<1%) | 5/365 (1%) | RR 0.3 | 9 fewer per | Very low
2006; Badawy et serious ™ ¢ women women (0.1 to | 1000
al., 2009; Bayar et 1.7) (from 13
al., 2006; fewer to 9
Dehbashi et al., more)
2009
) 1/57 (2%) | 5/53 (9%) | RR 0.3 | 71 fewer
pregnancies | pregnancies | (0.1 to | per 1000
1.3) (from 90
fewer to 25
more)
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Qualit ; Summary of findings
uality assessmen

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
rFSH vs. clomifene citrate
1 (Lopez et al, | RCT Very - None Serious ' None 3/38 (8%) | 1/38 (3%) | RR 3.0 | 53 more | Very low
1994) serious ™ ¢ women women (0.3 to | per 1000
27.6) (from 18
fewer to
699 more)

3/16  (19%) | /9 (11%) | RR 1.7 | 77 more
pregnancies | pregnancies | (0.2 to | per 1000

13.9) (from 89
fewer to
1437
more)
Multiple births (the number of babies born from a multiple pregnancy)
No evidence was reported
Ovarian hyperstimulation syndrome (OHSS)
Letrozole + hCG vs. clomifene citrate + hCG
1 (Badawy et al, | RCT Very - None - None 0/218 (0%) | 0/220 (0%) | Not estimable Low
2009) serious ™ women women
Number of clinical

pregnancies not reported
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
rFSH + hCG vs. clomifene citrate + hCG
1 (Lopez et al, | RCT Very - None Serious ' None 2/38 (5%) | 0/38 (0%) | RR 5.0 | Not Very low
2004) serious ™ ¢ women women (0.3 to | estimable
100.8)
2/16 (13%) | 0/9 (0%) | RR 2.9 | Not
pregnancies | pregnancies | (0.2 to | estimable
55.3)
Congenital abnormalities
Metformin vs. clomifene citrate
2 (Legro et al, | RCTs Very - None Serious ' Yes ¢ 0/243 (0%) | 0/245 (0%) | RR 0.3 | 3 fewer per | Very low
1997; Johnson et serious &2 ¢ women women (0.0 to | 1000
al., 2010) 8.1) (from 4
fewer to 29
more)
0/32  (0%) | 1/64 (2%) | RR 0.3 | 10 fewer
pregnancies | pregnancies | (0.0 to | per 1000
7.6) (from 15
fewer to
102 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
Metformin + clomifene citrate vs. clomifene citrate
3 (Legro et al., | RCTs Very None None Serious ' Yes ¢ 4/355 (1%) | 2/356 (1%) | RR 1.7 | 4 more per | Very low
1997; Johnson et serious ¢ women women (0.4 to | 1000
al., 2010; Moll et 7.1) (from 3
al., 2006) fewer to 34
more)
4/128 (3%) | 2/116 (2%) | RR 1.5 | 8 more per
pregnancies | pregnancies | (0.4 to | 1000
6.0) (from 11
fewer to 86
more)
Metformin vs. metformin + clomifene citrate
2 (Legro et al., | RCTs Very - None Serious ' Yes ¢ 0/243 (0%) | 2/244 (1%) | RR 0.2 | 7 fewer per | Very low
1997; Johnson et serious ¢ women women (0.0 to | 1000
al., 2010) 4.2) (from 8
fewer to 26
more)
0/32 (0%) | 2/84 (2%) | RR 0.7 | 7 fewer per
pregnancies | pregnancies | (0.0 to | 1000
13.9) (from 23
fewer to
306 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
Letrozole vs. clomifene citrate
1 (Dehbashi et al., | RCT Very - None Serious ' None 0/50 (0%) | 1/50 (2%) | RR 0.3 | Not Very low
2009) serious ¢ women women (0.0 to | estimable
8.0)
0/13  (0%) | 1/7  (14%) | RR 0.2 | Not
pregnancies | pregnancies | (0.0 to | estimable
4.2)
Patient satisfaction
No evidence was reported
Health related quality of life
No evidence was reported
Anxiety and/or depression
Metformin vs. clomifene citrate (postpartum depression requiring intervention)
1 (Legro et al, | RCT Very - None Serious ' None 0/208 (0%) | 1/209 (<1%) | RR 0.3 | Not Very low
2007) serious ¢ women women (0.0 to | estimable
8.2)
0/18 (0%) | 1/50 (2%) | RR 0.9 | Not
pregnancies | pregnancies | (0.0 to | estimable
21.0)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
Metformin + clomifene citrate vs. clomifene citrate (postpartum depression requiring intervention)
1 (Legro et al, | RCT Very - None Serious ' None 0/209 (0%) | 1/209 (<1%) | RR 0.3 | Not Very low
2007) serious ¢ women women (0.0 to | estimable
8.1)
0/65 (0%) | 1/50 (2%) | RR 0.3 | Not
pregnancies | pregnancies | (0.0 to | estimable
6.2)
Metformin vs. metformin + clomifene citrate (postpartum depression requiring intervention)
1 (Legro et al, | RCT Very - None - None 0/208 (0%) | 0/209 (0%) | Not estimable Low
2007) serious ¢ women women
0/18 (0%) | 0/65 (0%) | Not estimable

pregnancies

pregnancies

Yellow highlight denotes a significant result
®The method of randomization was not reported in at least one study
b . .

Blinding was not reported in at least one study
c . .

Power analysis was not reported in at least one study
41 value was greater than 66%
¢ May include births from multiple pregnancies and/or preterm births
95% confidence intervals hit or cross 0.75 and 1, and/or 1 and 1.25
€ One study only included women with a BMI < 32
‘h One study only included women with a BMI < 30
{A random effects model was used as I> was greater than 33%
7% value was greater than 33% but less than 66%
: Blinding was not reported. A power analysis was reported and the study did not meet the required sample size.
'No I value was reported as the relative risk was only calculable for one study
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Table 1.8.3 GRADE findings for surgery vs. drugs (first line treatment for PCOS)

Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative Absolute
studies considerations (95% CI) (95% ClI)

Quality

Live full-term singleton birth

No evidence reported

Clinical pregnancy

No evidence reported

Adverse pregnancy outcome

No evidence reported

Multiple pregnancies (the number of pregnancies with more than one fetus)

No evidence reported

Multiple births (the number of babies born from a multiple pregnancy)

No evidence reported

Ovarian hyperstimulation syndrome (OHSS)

No evidence reported

Congenital abnormalities

No evidence reported

Patient satisfaction

No evidence reported

Health related quality of life

No evidence reported

Anxiety and/or depression

No evidence reported
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Table 1.8.4 GRADE findings for comparison of lifestyle modification vs. drugs or surgery (first line treatment for PCOS)

Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies | Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% Cl) | (95% CI)
Live full-term singleton birth
No evidence reported
Clinical pregnancy
Low calorie diet + exercise vs. clomifene citrate
1 (Karimzadeh | RCT Very - None Serious ° Yes ¢ 15/75 (20%) | 11/90 (12%) | RR 1.6 | 78 more per | Very
et al., 2010) serious *° women women (0.8 to | 1000 low
3.4) (from 24

fewer to 287

more)
Low calorie diet + exercise vs. metformi
2 (Karimzadeh | RCTs Very - None Serious ° Yes ¢© 23/99 19/112 RR 1.3 | 56 more per | Very
et al, 2010; serious *° (23%) (17%) (0.8 to | 1000 (from 39 | low
Qublan, 2007) women women 2.3) fewer to 217

more)
Low calorie diet + exercise vs. clomifene citrate + metformin
1 (Karimzadeh | RCT Very - None Serious ° Yes ¢ 15/75 (20%) | 13/88 (14%) | RR 1.4 | 55 more per | Very
et al., 2010) serious *° women women (0.7 to | 1000 low

2.7) (from 43

fewer to 248
more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies | Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% CI)
Adverse pregnancy outcome
1 (Qublan, | RCT Serious " - None Serious ° Yes © 1/24 1/22 RR 0.9 |4 fewer per | Low
(2007) (4%) women | (5%) women | (0.1 to | 1000 (from 43
13.8) fewer to 581
more)
1/8 1/6 RR 0.8 | 42 fewer per
(13%) (17%) (0.1 to | 1000 (from
pregnancies | pregnancies | 9.7) 157 fewer to
1000 more)
Multiple pregnancies (the number of pregnancies with more than one fetus)
Low calorie diet + exercise vs. clomifene citrate
1 (Karimzadeh | RCT Serious ? - None Serious ° Yes ¢ 0/75 (0%) | 2/90 (2%) | RR 0.2 | 17 fewer per | Low
et al., 2010) women women (0.0 to | 1000
4.9) (from 22
fewer to 87
more)
0/15 (0%) | 2/11 (18%) | RR 0.2 | 155 fewer per
pregnancies | pregnancies | (0.0 to | 1000
2.8) (from 180

fewer to 335
more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies | Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% CI)
Low calorie diet + exercise vs. metformin
2 (Karimzadeh | RCTs | Very - None Serious ° Yes ¢© 1/99 1/112 RR 0.9 |1 fewer per | Very
et al, 2010; serious *° (1%) women | (1%) women | (0.1 to | 1000 (from 8 | low
Qublan, 2007) 13.8) fewer to 114
more)
1/23 1/19 RR 0.8 | 13 fewer per
(4%) (5%) (0.1  to | 1000 (from 49
pregnancies | pregnancies | 9.7) fewer to 459
more)
Low calorie diet + exercise vs. clomifene citrate + metformin
1 (Karimzadeh | RCT Very - None - Yes ¢ 0/75 (0%) | 0/88 (0%) | Not estimable Low
et al., 2010) serious *° women women
0/15 (0%) | 0/13 (0%) | Not estimable

pregnancies

pregnancies

Multiple births (the number of babies born from a multiple pregnancy)

No evidence reported

Ovarian hyperstimulation syndrome (OHSS)

No evidence reported

Congenital abnormalities

No evidence reported

Patient satisfaction

No evidence reported
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Qualit ; Summary of findings
uality assessmen

No. of patients/women Effect
No. of studies | Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% CI)

Health related quality of life
No evidence reported
Anxiety and/or depression
No evidence reported

Yellow highlight denotes a significant result

® Method of randomisation was not clearly reported.

°A power calculation was not reported in at least one study

©95% confidence intervals hit or cross 0.75 and 1.0, and/or 1.0 and 1.25

d Only women with a BMI of 25 to 29.9 were included. Women were 19 to 35 years old

¢ One study only included women with a BMI > 30

Table 1.8.5 GRADE findings for comparison of other drugs vs. clomifene + metformin (clomifene resistant PCOS)

Summary of findings
Quality assessment
No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% CI)
Live full-term singleton birth
Clomifene citrate vs. metformin + clomifene citrate
2 (Vandermolen | RCTs Very None Serious ¢ None None 1/55 (2%) | 8/52 (15%) | RR 0.2 | 129 fewer | Very low
et al., 2001; Hwu serious ™ ¢ women women (0.0 to | per 1000
et al., 2005) 0.9) (from 22
fewer to
149 fewer)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% CI)
hMG vs. metformin + clomifene citrate
1 (George et al., | RCT Very - Serious ¢ Serious ® Yes ¢ 6/30 (20%) | 2/30 (7%) | RR 3.0 | 133 more | Very low
2003) serious " women women (0.7 to | per 1000
13.7) (from 23

fewer to

846 more)
Letrozole + metformin vs. metformin + clomifene citrate
1 (Sohrabvand et | RCT Very - Serious ¢ None None 11/30 (37%) | 3/30 (10%) | RR 3.7 | 267 more | Very low
al., 2006) serious ™ ¢ women women (1.1  to | per 1000

11.8) (from 14

more to

1084 more)
Clinical pregnancy
Clomifene citrate vs. metformin + clomifene citrate
4 (Hwu et al, | RCTs Very None None None None 9/97 (9%) | 34/98 (35%) | RR 0.3 | 246 more | Low
2005; Malkwai et serious ™ ¢ women women (0.2 to | per 1000
al., 2002; Cheng 0.5) (from 160
et al., 2010; fewer to
Vandermolen et 295 fewer)

al., 2001)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% CI)
hMG vs. metformin + clomifene citrate
1 (George et al., | RCT Very - None Serious ® Yes ¢ 7/30 (23%) | 5/30 (17%) | RR 1.4 | 67 more | Very low
2003) serious " women women (0.5 to | per 1000
3.9) (from 83
fewer to
487 more)
Letrozole vs. clomifene citrate
1 (Begum et al., | RCT Very - None Serious © None 13/32 (63%) | 6/32 (19%) | RR 2.2 | 200 more | Very low
2009) serious ™ ¢ women women (0.9 to | per 1000
5.0) (from 22
fewer to
762 more)
Letrozole + metformin vs. metformin + clomifene citrate
1 (Sohrabvand et | RCT Very - Serious " Serious °© None 11/30 (37%) | 5/30 (17%) | RR 2.2 | 219 more | Very low
al., 2006) serious > © women women (0.9 to | per 1000
5.6) (from 11
fewer to
748 more)
UFSH vs. metformin + clomifene citrate
1 (Abu Hashim et | RCT Serious ' - None None None 32/78 18/75 RR 1.7 | 170 more | Moderate
al., 2010) (41%) (24%) (1.1 to | per 1000
women women 2.8) (from 12
more to
425 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% CI)
Adverse pregnancy outcome
Clomifene citrate vs. metformin + clomifene citrate (miscarriage)
2 (Vandermolen | RCTs Very - None Serious © None 0/55 (0%) | 4/52 (8%) | RR 0.2 | 63 fewer | Very low
et al., 2001; Hwu serious ™ ¢ women women (0.0 to | per 1000
et al.2005 1.5) (from 75
fewer to 37
more)
0/1 (0%) | 4/12 (33%) | RR 0.7 | 100 fewer
pregnancies | pregnancies | (0.1 to | per 1000
9.4) (from 317
fewer to
2803 more)
Metformin + clomifene citrate vs. hMG (miscarriage)
1 (George et al., | RCT Very - None Serious ® ' Yes ¢ 1/30 (3%) | 1/30 (3%) | RR 1.0 | O fewer per | Very low
2003) serious " women women (0.1 to | 1000
15.3) (from 31
fewer to
475 more)
1/7 (14%) | 1/5 (20%) | RR 0.7 | 58  fewer
pregnancies | pregnancies | (0.1 to | per 1000
8.9) (from 188
fewer to
1580 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% CI)
Metformin + clomifene citrate vs. hMG (intrauterine death at 28 weeks)
1 (George et al., | RCT Very - None Serious ® Yes ¢ 1/30 (3%) | 0/30  (0%) | RR 3.0 | Not Very low
2003) serious " women women (0.1 to | estimable
70.8)
1/5 (20%) | 0/7 (0%) | RR 4.0 | Not
pregnancies | pregnancies | (0.2 to | estimable
82.0)
Metformin + clomifene citrate vs. hMG (ectopic pregnancy)
1 (George et al., | RCT Very - None Serious ® Yes ¢ 1/30 (3%) | 0/30  (0%) | RR 3.0 | Not Very low
2003) serious " women women (0.1 to | estimable
70.8)
1/5 (20%) | 0/7 (0%) | RR 4.0 | Not
pregnancies | pregnancies | (0.2 to | estimable
82.0)
Letrozole vs. clomifene citrate (miscarriage)
1 (Begum et al., | RCT Very - Serious ' Serious °© None 2/32 (6%) | 0/32 (0%) | RR 5.0 | Not Very low
2009) serious ™ ¢ women women (0.3 to | estimable
100)
2/13  (15%) | 0/6 (0%) | RR 2.5 | Not
pregnancies | pregnancies | (0.1 to | estimable
45.3)
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Qualit ; Summary of findings
uality assessmen

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% CI)
hMG vs. clomifene citrate (miscarriage)
1 (Badawy et al., | RCT Very - None Serious © None 4/158 (3%) | 5/160 (3%) | RR 0.8 | 6 fewer per | Very low
2008) serious ™ ¢ women women (0.2 to | 1000
3.0) (from 24
fewer to 61
more)
Number of clinical pregnancies not reported
Letrozole + metformin vs. metformin + clomifene citrate (miscarriage)
1 (Sohrabvand et | RCT Very - None Serious © None 0/30 (0%) | 2/30 (7%) | RR 0.2 | 53 fewer | Very low
al., 2006) serious ™ ¢ women women (0.0 to | per 1000
4.0) (from 66
fewer to
200 more)

0/11 (0%) | 2/5 (40%) | RR 0.1 | 360 fewer
pregnancies | pregnancies | (0.0 to | per 1000
1.8) (from 396
fewer to
308 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% CI)
uFSH vs. metformin + clomifene citrate (miscarriage)
1 (Abu Hashim et | RCT Serious ' - None Serious °© None 5/78 4/75 RR 1.2 |11 more | Low
al., 2010) (6%) women | (5%) women | (0.3 to | per 1000
4.3) (from 35
fewer to
177 more)
5/32 4/18 RR 0.7 | 67 fewer
(16%) (22%) (0.2 to | per 1000
pregnancies | pregnancies | 2.3) (from 173
fewer to
287 more)
Multiple pregnancies (the number of pregnancies with more than one fetus)
Clomifene citrate vs. metformin + clomifene citrate
1 (Vandermolen | RCT Very - None - None 0/15 (0%) | 0/12 (0%) | Not estimable Low
et al., 2001) serious * ¢ women women
0/1 (0%) | 0/6 (0%) | Not estimable
pregnancies | pregnancies
Letrozole vs. clomifene citrate
1 (Begum et al, | RCT Very - None - None 0/32 (0%) | 0/32 (0%) | Not estimable Low
2009) serious ™ ¢ women women
0/13 (0%) | 0/6 (0%) | Not estimable

pregnancies

pregnancies
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Qualit ; Summary of findings
uality assessmen

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% CI)
hMG vs. clomifene citrate
1 (Badawy et al., | RCT Very - None Serious © None 4/158 (3%) | 1/160 (1%) | RR 4.1 | 19 more | Very low
2008) serious ™ ¢ women women (0.5 to | per 1000
35.8) (from 3
fewer to
218 more)

4/20 (20%) | 1/28 (4%) | RR 5.6 | 164 more
pregnancies | pregnancies | (0.7 to | per 1000

46.4) (from 11
fewer to
1622 more)
Letrozole vs. metformin + clomifene citrate
1 (Abu Hashim et | RCT Very - None Serious © None 0/123 (0%) | 3/127 (2%) | RR 0.2 | 20 fewer | Very low
al., 2010) serious ™ ¢ women women (0.0 to | per 1000
2.8) (from 23
fewer to 43
more)

Number of clinical pregnancies not reported
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% CI)
uFSH vs. metformin + clomifene citrate
1 (Abu Hashim et | RCT Serious ' - None Serious °© None 6/78 2175 RR 2.9 |50 more | Low
al., 2010) (8%) women | (3%)women | (0.6 to | per 1000
13.9) (from 11
fewer to
343 more)
6/32 (19%) | 2/18 (11%) | RR 2.9 | 209 more
pregnancies | pregnancies | (0.6 to | per 1000
13.9) (from 44
fewer to
1000 more)
Multiple births (the number of babies born from a multiple pregnancy)
No evidence reported
Ovarian hyperstimulation syndrome (OHSS)
Clomifene citrate vs. metformin + clomifene citrate
1 (Malkwai et al., | RCT Very - None Serious °© None 2/12  (17%) | 0/16 (0%) | RR 6.5 | Not Very low
2002) serious ™ ¢ women women (0.3 to | estimable
124.8)
hMG vs. clomifene citrate
1 (Badawy et al., | RCT Very - None Serious °© None 2/158 (1%) | 0/260 (0%) | RR 5.1 | Not Very low
2008) serious > ¢ women women (0.2 to | estimable
105)
Letrozole vs. metformin + clomifene citrat
1 (Abu Hashim et | RCT Very - None - None 0/123 (0%) | 0/127 (0%) | Not estimable Low
al., 2010) serious ™ ¢ women women
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Qualit ; Summary of findings
uality assessmen

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% CI)

Congenital abnormalities

No evidence reported

Patient satisfaction

No evidence reported

Health related quality of life

No evidence reported

Anxiety and/or depression

No evidence reported

Yellow highlight denotes significant result
®Method of randomisation was not reported in at least one study
b . .
Blinding was not reported in at least one study
(4 . .
A power analysis was not reported in at least one study
d May include births from multiple pregnancies and/or preterm births
€ 95% confidence intervals hit or cross 0.75 and 1, and/or 1 and 1.25
A power calculation was reported but not enough women were recruited into the study
€ Only women with a BMI > 35 were included
.h A definition of clinical pregnancy was not reported
fA power analysis was not reported for pregnancy outcomes
712 was not reported as the relative risk was only calculable for one study
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Table 1.8.6 GRADE findings for comparison of surgery vs. drugs (clomifene resistant PCOS)

Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% CI) | (95% Cl)
Live full-term singleton birth
Surgery vs. clomifene citrate + tamoxifen
1 (Zakherah | RCT None - Serious * Serious ” None 33/75 (44%) | 37/75 (49%) | RR 0.9 | 54 fewer per | Low
et al., 2010) women women (0.6 to | 1000
1.3) (from 183
fewer to 128
more)
Surgery vs. hMG
1 (Abdel et | RCT Serious ° - Very Serious ” None 11/29 (37%) | 7/30 (23%) | RR 1.6 | 147 more per | Very low
al., 1990) serious * ¢ women women (0.7 to | 1000
3.6) (from 63
fewer to 609
more)
Surgery vs. FSH or rFSH
2 (Abdel et | RCTs Serious ° Very serious ¢ | Very Serious ” None 39/112 (35%) | 51/114 RR 1.0 | 0 fewer per | Verylow
al., 1990; serious * ¢ women (45%) (0.4 to| 1000 (from
Bayram et al., women 2.9)°¢ 291 fewer to
2004) 832 more)
Surgery vs. HMG or rFSH
1 (Farquhar | RCT None - Very Serious ” Yes ' 4/29  (14%) | 4/21 (19%) | RR 0.7 | 53 fewer per | Very low
et al., 2002) serious * ¢ women women (0.2 to | 1000
2.6) (from 152

fewer to 299
more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% CI) | (95% ClI)
Clinical pregnancy
Surgery vs. clomifene citrate + tamoxifen
1 (Zakherah | RCT None - None Serious ” None 38/75 (51%) | 40/75 (53%) | RR 1.0 | 27 fewer per | Moderate
et al., 2010) women women (0.7 to | 1000
1.3) (from 160
fewer to 155
more)
Surgery vs. metformin + clomifene citrate
1 (Abu | RCT None - None None None 95/144 89/138 RR 1.0 | 13 more per | High
Hashim et al., (66%) (65%) (0.9 to | 1000
2010) women women 1.2) (from 90
fewer to 135
more)
Surgery vs. rFSH
1 (Bayram et | RCT None - Serious ¢ None None 31/83 (37%) | 64/85 (75%) | RR 0.5 | 376 fewer per | Moderate
al., 2004) women women (0.4 to | 1000
0.7) (from 248
fewer to 474
fewer)
Surgery vs. hMG or rFSH
1 (Farquhar | RCT None - Serious ¢ Serious ” Yes' 8/29 (28%) | 7/21 (33%) | RR 0.8 | 57 fewer per | Low
et al., 2002) women women (0.4 to | 1000
1.9) (from 213

fewer to 310
more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% CI) | (95% CI)
Surgery + clomifene citrate vs. FSH
1 (Kamel et | RCT Serious " - Serious ¢ Serious ” Yes' 2/30 (7%) | 4/25 (16%) | RR 0.4 | 93 fewer per | Very low
al., 2004) women women 0.1 to | 1000
2.1) (from 147
fewer to 174
more)
Adverse pregnancy outcome
Surgery vs. clomifene citrate + tamoxifen (miscarriage)
1 (Zakherah | RCT None - None Serious ” None 5/75 (7%) | 3/75 (4%) | RR 1.7 | 27 more per | Moderate
et al., 2010) women women (0.4 to | 1000
6.7) (from 24
fewer to 229
more)
5/38 (13%) | 3/40 (8%) | RR 1.8 | 56 more per
pregnancies pregnancies | (0.5 to | 1000
6.9) (from 41

fewer to 438
more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% CI) | (95% CI)
Surgery vs. hMG or rFSH (miscarriage)
1 (Farquhar | RCT None - Very Serious ” Yes ' 3/29 (12%) | 3/21 (14%) | RR 0.7 | 40 fewer per | Very low
et al., 2002) serious * ¢ women women (0.2 to | 1000
3.2) (from 120
fewer to 320
more)
3/8 (38%) | 3/7 (43%) | RR 0.9 | 51 fewer per
pregnancies pregnancies | (0.3 to | 1000
3.0) (from 321
fewer to 866
more)
Surgery vs. rFSH (miscarriage)
1 (Bayram et | RCT None - None Serious ” None 3/83 (4%) | 7/85 (8%) | RR 0.4 | 46 fewer per | Moderate
al., 2004) women women 0.1 to | 1000
1.6) (from 72
fewer to 53
more)
3/31 (10%) | 7/64 (11%) | RR 0.9 | 13 fewer per
pregnancies pregnancies | (0.3 to | 1000
3.2) (from 82

fewer to 240
more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% CI) | (95% CI)
Surgery vs. rFSH (premature birth)
1 (Bayram et | RCT None - None Serious ” None 0/83 (0%) | 6/85 (7%) | RR 0.1 | 65 fewer per | Moderate
al., 2004) women women (0.0 to | 1000
1.3) (from 71
fewer to 24
more)
0/31 (0%) | 6/64 (9%) | RR 0.2 | 79 fewer per
pregnancies pregnancies | (0.0 to | 1000
2.7) (from 93
fewer to 158
more)
Surgery vs. metformin + clomifene citrate (miscarriage)
1 (Abu | RCT None - None Serious ” None 9/144 8/138 RR 1.1 |5 more per | Moderate
Hashim et al., (6%) women | (6%) women | (0.4  to | 1000
2010) 2.7) (from 33
fewer to 99
more)
9/95 8/89 RR 1.1 |4 more per
(10%) (9%) (0.4  to | 1000
pregnancies pregnancies | 2.6) (from 51

fewer to 145
more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% CI) | (95% CI)
Multiple pregnancies (the number of pregnancies with more than one fetus)
Surgery vs. hMG
1 (Abdel et | RCT Serious ° - Serious ¢ Serious ” None 0/29 (0%) | 3/30 (10%) | RR 0.2 | 85 fewer per | Very low
al., 1990) women women (0.0 to | 1000
2.7) (from 99
fewer to 174
more)
Number of clinical pregnancies not reported
Surgery vs. FSH or rFSH
2 Bayram et | RCTs Serious ° - Serious ¢ None None 0/112 (0%) | 11/114 RR 0.1 | 89 fewer per | Low
al., 2004; women (10%) (0.0 to | 1000
Abdel et al., women 0.6) (from 35
1990) fewer to 96
fewer)
0/31 (0%) | 9/64 (14%) | RR 0.1 | 125 fewer per
pregnancies pregnancies | (0.0 to | 1000
1.8) (from 139
fewer to 110
more)
Surgery vs. hMG or rFSH
1 (Farquhar | RCT None - Serious ¢ - Yes' 0/29 (0%) | 0/21 (0%) | Not estimable Moderate
et al., 2002) women women
0/8 (0%) | 0/7 (0%) | Not estimable

pregnancies

pregnancies
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% CI) | (95% CI)
Surgery vs. metformin + clomifene citrate
1 (Abu | RCT None - None Serious ” None 0/144 4/138 RR 0.1 | 26 fewer per | Moderate
Hashim et al., (0%) women | (3%) women | (0.0 to | 1000 (from 29
2010) 2.0) fewer to 28
more)
0/95 4/89 RR 0.1 | 40 fewer per
(0%) (5%) (0.0 to | 1000 (from 44
pregnancies | pregnancies | 1.9) fewer to 41
more)
Multiple births (the number of babies born from a multiple pregnancy)
No evidence was reported
Ovarian hyperstimulation syndrome (OHSS)
Surgery vs. hMG or rFSH
1 (Farquhar | RCT None - Serious ¢ - Yes' 0/29 (0%) | 0/21 (0%) | Not calculable Moderate
et al., 2002) women women
0/8 (0%) | 0/7 (0%) Not calculable

pregnancies

pregnancies

Congenital abnormalities

No evidence reported

Patient satisfaction

No evidence reported

Health related quality of life

No evidence reported
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% CI) | (95% CI)
Anxiety and/or depression
No evidence reported
Yellow highlight denotes significant findings
® May also include preterm and/or births from multiple pregnancies
® 95% confidence intervals hit or cross 0.75 and 1, and/or 1 and 1.25
“ Randomisation and allocation were not clearly reported. Power analysis not reported
4 pCoS was poorly defined
¢ *value was higher than 66%. A random effects model was used
fOnIy included women with a BMI < 33 (if of European descent) or < 35 (Pacific Islander or NZ Maori descent)
€ Clinical pregnancy not defined
h .
~ Power calculation was not reported
fAII women had previously undergone surgery for PCOS
" One study did not report the number of pregnancies and therefore the per pregnancy data is derived from only one study
Table 1.8.7 GRADE findings for comparison of Lifestyle vs. drugs or surgery (clomifene resistant PCOS)
Summary of findings
Quality assessment
No. of patients/women Effect
No. of Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative Absolute Quality
studies considerations (95% CI) (95% ClI)

Live full-term singleton birth

No evidence reported

Clinical pregnancy

No evidence reported

Adverse pregnancy outcome

No evidence reported
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative Absolute
studies considerations (95% CI) (95% ClI)

Quality

Multiple pregnancies (the number of pregnancies with more than one fetus)

No evidence reported

Multiple births (the number of babies born from a multiple pregnancy)

No evidence reported

Ovarian hyperstimulation syndrome (OHSS)

No evidence reported

Congenital abnormalities

No evidence reported

Patient satisfaction

No evidence reported

Health related quality of life

No evidence reported

Anxiety and/or depression

No evidence reported
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Table 1.11.1 GRADE findings for comparison of ovarian stimulation agents vs. no ovarian stimulation agents

Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies | Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% Cl) | (95% ClI)
Live full-term singleton births
Clomifene citrate without hCG vs advice only
1 RCT None - Serious ©' Serious © None 26/192 32/193 RR 0.8 30 fewer per | Low
(Bhattacharya women (14%) | women 05 to 1000 (from
et al., 2008) (17%) ) 81 fewer to
1.3)
53 more)
Clinical pregnancies
Clomifene citrate without hCG vs advice only
1 RCT None Serious © Serious ° None 29/192 33/193 RR 0.9 21 fewer per | Low
(Bhattacharya women (15%) | women 06 to 1000 (from
et al., 2008) (17%) ) 75 fewer to
1.4)
68 more)

Ovarian hyperstimulation

No evidence reported
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies | Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
Multiple pregnancies (the number of pregnancies with more than one fetus)
Clomifene citrate without hCG vs advice only
1 RCT Serious ” - Serious © Serious ° None 2/192 women | 2/192 RR 1 (0.1 | O fewer per | Very low
(Bhattacharya (1%) women to 7.0) 1000
et al., 2008) (1%) (from 9
fewer to 63
more)
2/29 2/33 RR 1.1 | 8 more per
pregnancies pregnancies | (0.2 to | 1000
(7%) (6%) 7.6) (from 50
fewer to 398
more)
Multiple births (the number of babies born from a multiple pregnancy)
No evidence reported
Adverse pregnancy outcomes
Clomifene citrate without hCG vs advice only (Miscarriage)
1 RCT Serious ” - Serious © Serious © None 10/129 14/193 RR 1.1 | 5 more per | Verylow
(Bhattacharya women women (0.5 to| 1000 (from
et al., 2008) (8%) (7%) 2.3) 37 fewer to
96 more)
10/29 14/33 RR 0.8 81 fewer per
pregnancies pregnancies 04 to 1000 (from
(35%) (42%) 1 E.')) 242 fewer to
’ 229 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies | Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% Cl) | (95% ClI)
Clomifene citrate without hCG vs advice only (Ectopic pregnancy)
1 RCT Serious ” - Serious © Not None 0/192 women | 1/193 RR 0.5 | 3 fewer per | Low
(Bhattacharya calculable (0%) women (0.0 to | 1000 (from 5
et al., 2008) (1%) 12.1) fewer to 58
more)
0/29 1/33 RR 0.4 | 19 fewer per
pregnancies pregnancies | (0.0 to | 1000 (from
(0%) (3%) 8.9) 30 fewer to
240 more)
Congenital abnormalities
No evidence reported
Patient satisfaction
Clomifene citrate without hCG vs advice only (Process of treatment acceptable)
1 RCT None - Serious © None None 159/192 123/193 RR 1.3 191 more | Moderate
(Bhattacharya women women 12 1o per 1000
et al., 2008) (83%) (64%) : (from 96
1.5)
more to 300
more)
Clomifene citrate without hCG vs advice only (Outcome of treatment acceptable)
1 RCT None - Serious © Serious © None 100/192 82/193 RR 1.2 | 98 more per | Low
(Bhattacharya women women (1.0 to | 1000
et al., 2008) (52%) (43%) 1.5) (from 4

fewer to 221
more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies | Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
Anxiety or depression
Clomifene citrate without hCG vs advice only (Anxiety)
1 RCT None - Serious © Serious ° None 34/192 31/193 RR 1.1 | 16 more per | Low
(Bhattacharya women women (0.7 to | 1000
et al., 2008) (18%) (16%) 1.7) (from a7
fewer to 116
more)
Clomifene citrate without hCG vs advice only (Depression)
1 RCT None - Serious © Serious ° None 4/192 women | 4/193 RR 1.0 | 0 more per | Low
(Bhattacharya (2%) women (0.3 to | 1000
et al., 2008) (2%) 4.0) (from 15
fewer to 61
more)

A power analysis was not reported. Blinding was not reported
® The number of cycles in the expectant management group was not reported in the paper and was estimated by the reviewer
“ Between 5 and 9% of the women had mild endometriosis. Between 5 and 7% of the men had male factor infertility
d Only the number of deliveries was reported. It is not clear if this includes stillbirths or just live births, and it is not clear how many multiple births there were
€ The confidence intervals hit or cross 0.75 and 1.0 and/or 1.0 and 1.25
"These figures include pre-term births. It was not possible to determine the number of pre-term births separately
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Table 1.11.2 GRADE findings for comparison of different ovarian stimulation agents

Summary of findings
Quality assessment
No. of patients/women Effect

No. of Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative Absolute Quality
studies considerations (95% ClI) (95% CI)
Live full-term singleton births
Letrozole + hCG vs. Clomifene citrate + hCG
1 (Badawy | RCT Serious ® - Serious ¢ Serious © None 26/269 63/420 RR 0.6 | 54 fewer per | Very low
etal, (10%) (15%) (0.4t01.0) | 1000 (from 1
2009) women women fewer to 87

fewer)
Anastrozole + hCG vs. Clomifene citrate + hCG
1 (Badawy | RCT Serious ® - Serious ¢ Serious © None 10/107 63/420 RR 0.6 | 57 fewer per | Very low
et al., (9%) women | (15%) (0.3t01.2) | 1000 (from 101
2009) women fewer to 25

more)
Clinical pregnancies
Letrozole + hCG vs. Clomifene citrate + hCG
1 (Badawy | RCT Serious a - None Serious © None 36/269 771420 RR 0.7 | 49 fewer per | Low
et al., (13%) (18%) (0.5t01.1) | 1000 (from 90
2009) women women fewer to 9

more)
Anastrozole + hCG vs. Clomifene citrate + hCG
1 (Badawy | RCT Serious ? - None Serious ° None 15/107 771420 RR 0.8 | 44 fewer per | Low
et al., (14%) (18%) (0.5t01.3) | 1000 (from 99
2009) women women fewer to 49

more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative Absolute Quality
studies considerations (95% ClI) (95% CI)
Ovarian hyperstimulation
Letrozole + hCG vs. Clomifene citrate + hCG
1 (Badawy | RCT Serious ? - None Not None 0/269 0/420 Not Not calculable Moderate
et al., calculable (0%) women | (0%) women | calculable
2009)
Anastrozole + hCG vs. Clomifene citrate + hCG
1 (Badawy | RCT Serious ? - None Not None 0/107 0/420 Not Not calculable Moderate
et al., calculable (0%) women | (0%) women | calculable
2009)
Multiple pregnancies (the number of pregnancies with more than one fetus)
Letrozole + hCG vs. Clomifene citrate + hCG
1 (Badawy | RCT Serious * - None Serious © None 3/269 71420 RR 0.7 | 6 fewer per | Low
et al., (1%) women | (2%) women | (0.2t02.6) | 1000 (from 14
2009) fewer to 26

more)

3/36 7177 RR 0.9 | 7 fewer per

(8%) (9%) (0.3t03.3) | 1000 (from 68

pregnancies pregnancies fewer to 213

more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative Absolute Quality
studies considerations (95% ClI) (95% CI)
Anastrozole + hCG vs. Clomifene citrate + hCG
1 (Badawy | RCT Serious ? - None Serious ° None 1/107 71420 RR 0.6 | 7 fewer per | Low
et al., (1%) women | (2%) women | (0.1to4.5) | 1000 (from 16
2009) fewer to 59
more)
1/15 7177 RR 0.7 | 25 fewer per
(7%) (9%) (0.1t05.5) | 1000 (from 82
pregnancies pregnancies fewer to 412
more)
Multiple births (the number of babies born from a multiple pregnancy)
No evidence reported
Adverse pregnancy outcomes
Letrozole + hCG vs. Clomifene citrate + hCG (miscarriage)
1 (Badawy | RCT Serious * - None Serious © None 6/269 11/420 RR 09 | 4 fewer per | Low
et al., (2%) women | (3%) women | (0.3t02.3) | 1000 (from 18
2009) fewer to 34
more)
6/36 11/77 RR 1.2 | 24 more per
(17%) (14%) (0.5t02.9) | 1000 (from 76

pregnancies

pregnancies

fewer to 273

more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative Absolute Quality
studies considerations (95% ClI) (95% CI)
Letrozole + hCG vs. Clomifene citrate + hCG (ectopic)
1 (Badawy | RCT Serious ? - None Serious ° None 0/269 1/420 RR 05 |1 fewer per | Low
et al., (0%) women | (<1%) (0.0 to | 1000 (from 2
2009) women 12.7) fewer to 28
more)
0/36 177 RR 0.7 | 4 fewer per
(0%) (1%) (0.0 to | 1000 (from 13
pregnancies pregnancies 16.8) fewer to 206
more)
Anastrozole + hCG vs. Clomifene citrate + hCG (miscarriage)
1 (Badawy | RCT Serious ? - None Serious ° None 3/107 11/420 RR 1.1 |2 more per| Low
et al., (3%) women | (3%) women | (0.3t03.8) | 1000 (from 18
2009) fewer to 73
more)
3/15 11/77 RR 1.4 | 57 more per
(20%) (14%) (0.4to 4.4) | 1000 (from 80
pregnancies pregnancies fewer to 489
more)
Anastrozole + hCG vs. Clomifene citrate + hCG (ectopic)
1 (Badawy | RCT Serious * - None Serious © None 0/107 1/420 RR 13| 1 more per | Low
et al., (0%) women | (<1%) (0.1 to | 1000 (from 2
2009) women 31.7) fewer to 73
more)
0/15 177 RR 1.6 | 8 more per
(0%) (1%) (0.1 to | 1000 (from 12
pregnancies pregnancies 38.1) fewer to 482
more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative Absolute Quality
studies considerations (95% ClI) (95% CI)
Congenital abnormalities
Letrozole + hCG vs. Clomifene citrate + hCG
1 (Badawy | RCT Serious ? - None Serious ° None 2/30 1/65 RR 43|51 more per | Low
et al., (7%) births (2%) births (0.4 to | 1000 (from 9
2009) 46.0) fewer to 692
more)
2/36 177 RR 4.3 | 43 more per
(6%) (1%) (0.4 to | 1000 (from 8
pregnancies pregnancies | 45.7) fewer to 580
more)
Anastrozole + hCG vs. Clomifene citrate + hCG
1 (Badawy | RCT Serious * - None Not None 0/11 1/65 RR 1.8 | 13 more per | Moderate
et al., calculable (0%) births (2%) births (0.1 to | 1000 (from 14
2009) 42.4) fewer to 637
more)
0/15 177 RR 1.6 | 8 more per
(0%) (1%) (0.1 to | 1000 (from 12
pregnancies pregnancies 38.1) fewer to 482
more)

Patient satisfaction

No evidence reported

Anxiety or depression

No evidence reported

® A power analysis was not reported. Blinding was not reported

® The number of cycles in the expectant management group was not reported in the paper and was estimated by the reviewer
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“ Between 5 and 9% of the women had mild endometriosis. Between 5 and 7% of the men had male factor infertility
d Only the number of deliveries was reported. It is not clear if this includes stillbirths or just live births, and it is not clear how many multiple births there were
€ The confidence intervals hit or cross 0.75 and 1.0 and/or 1.0 and 1.25

Table 1.12.1 GRADE findings for comparison of IUl without ovarian stimulation versus expectant management

Quality assessment

Summary of findings

No. of patients/women Effect

No. of studies |Design |Limitations | Inconsistency |Indirectness |Imprecision | Other Ul without Expectant Relative Absolute Quality

considerations |ovarian Management* |(95% CI) (95% CI)

stimulation

Live full-term singleton birth

1 RCT |Serious® |None Serious? Serious® None 43/191 32/193 RR  1.36|/60 more per|Very

(Bhattacharya (22.5%) (16.6%) (0.9 to| 1000 (from 17 |low

et al, 2008) 2.05) fewer to 174

more)

38/165 26/167 RR 1.48|75 more per
(23%) (15.6%) (0.94 to|1000 (from 9
Unexplained 2.32) fewer to 206
infertility only more)

Clinical pregnancy

1 RCT Serious * None None Serious® None 43/191 33/193 RR 1.32|55 more per|Low

(Bhattacharya (22.5%) (17.1%) (0.88 to|1000 (from 21

et al, 2008) 1.98) fewer to 168

more)

Multiple pregnancies

1 RCT Serious * None None Serious® None 1/43 2/33 RR 0.38|38 fewer per|Low

(Bhattacharya (2.3%) per| (6.1%) per|(0.04 to| 1000 (from 58

et al, 2008) pregnancy pregnancy 4.05) fewer to 185

more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies |Design |Limitations |Inconsistency | Indirectness |Imprecision | Other Ul without Expectant Relative Absolute Quality
considerations |ovarian Management* | (95% ClI) (95% CI)
stimulation
1/191 2/193 RR 0.51|5 fewer per
(0.52%)  per|(1%) per|(0.05 to| 1000 (from 10
woman woman 5.53) fewer to 47
more)
Multiple births
No evidence reported
Miscarriage
1 RCT |Serious® |None None Serious® None 9/55 14/46 RR  0.54(140 fewer per|Low
(Bhattacharya (16.4%)  per|(30.4%) per|(0.26 to| 1000 (from
et al, 2008) pregnancy pregnancy 1.13) 225 fewer to
40 more)
9/191 14/193 RR 0.65[25 fewer per
(4.7%) per| (7.3%) per|(0.29 to|1000 (from 52
woman woman 1.46) fewer to 33
more)
Ectopic pregnancy
1 RCT Serious * None None Serious® None 2/55 1/46 RR 1.67 |15 more per|Low
(Bhattacharya (3.6%) per| (2.2%) per|(0.16 to|1000 (from 18
et al, 2008) pregnancy pregnancy 17.86) fewer to 367
more)
2/191 1/193 RR 2.02|{5 more per
(1%) per | (0.52%) per|(0.18 to|1000 (from 4
woman woman 22.1) fewer to 109

more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies |Design |Limitations |Inconsistency | Indirectness |Imprecision | Other Ul without Expectant Relative Absolute Quality
considerations |ovarian Management* | (95% ClI) (95% CI)
stimulation
Pre-term birth
1 RCT |Serious® |None None Serious® None 6/43 5/31 RR  0.87|21 fewer per|Low
(Bhattacharya (14%) per live|(16.1%) per live | (0.29 to| 1000 (from
et al, 2008) birth birth 2.58) 115 fewer to
255 more)
6/191 5/193 RR 1.21|5 more per
(3.1%) per| (2.6%) per|(0.38 to| 1000 (from 16
woman woman 3.91) fewer to 75
more)
Treatment related hospital admissions
1 RCT |Serious® |None None Serious® None 0/163 2/160 RR 0.2(10 fewer per|Low
(Bhattacharya (0%) (1.3%) (0.01 to| 1000 (from 12
et al, 2008) 4.06) fewer to 38
more)
Abdominal pain
1 RCT Serious * None None Serious * None 12/164 5/159 RR 2.33[{42 more per|Low
(Bhattacharya (7.3%) (3.1%) (0.84 to|1000 (from 5
et al, 2008) 6.45) fewer to 171
more)
Vaginal bleeding
1 RCT Serious * None None Serious * None 10/164 4/159 RR 2.42(36 more per|Low
(Bhattacharya (6.1%) (2.5%) (0.78 to|1000 (from 6
et al, 2008) 7.57) fewer to 165

more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies |Design |Limitations |Inconsistency | Indirectness |Imprecision | Other Ul without Expectant Relative Absolute Quality
considerations |ovarian Management* | (95% ClI) (95% CI)
stimulation

Nausea

1 RCT |Serious® |None None Serious® | None 3/164 4/159 RR  0.73|7 fewer per|Low

(Bhattacharya (1.8%) (2.5%) (0.127 to| 1000 (from 21

et al, 2008) 3.2) fewer to 55
more)

Vomiting

1 RCT |Serious® |None None Serious * | None 0/164 0/158 Not Not calculable |Low

(Bhattacharya (0%) (0%) calculable

et al, 2008)

Headache

1 RCT Serious * None None Serious * None 4/191 6/193 RR 0.67 |10 fewer per|Low

(Bhattacharya (2.1%) (3.1%) (0.19 to| 1000 (from 25

et al, 2008) 2.35) fewer to 42
more)

Hot flushes

1 RCT Serious * None None Serious * None 0/164 4/159 RR 0.11|{22 fewer per|Low

(Bhattacharya (0%) (2.5%) (0.01 to| 1000 (from 25

et al, 2008) 1.99) fewer to 25
more)

Bloating

1 RCT Serious * None None Serious * None 6/164 0/158 RR  12.53|Not calculable |Low

(Bhattacharya (3.7%) (0%) (0.71 to

et al, 2008) 220.54)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies |Design |Limitations |Inconsistency | Indirectness |Imprecision | Other Ul without Expectant Relative Absolute Quality
considerations |ovarian Management* | (95% ClI) (95% CI)
stimulation
Process of treatment acceptable
1 RCT |Serious® |None None Serious® | None 155/162 123/153 RR  1.19|153 more per|Low
(Bhattacharya (95.7%) (80.4%) (1.09 to| 1000 (from 72
et al, 2008) 1.3) more to 241
more)
Outcome of treatment acceptable
1 RCT |Serious® |None None Serious® | None 117/159 82/148 RR  1.33(183 more per|Low
(Bhattacharya (73.6%) (55.4%) (1.12 to| 1000 (from 66
et al, 2008) 1.58) more to 321
more)
Anxiety
1 RCT Serious * None None Serious * None 22/173 31171 RR 0.7|54 fewer per|Low
(Bhattacharya (12.7%) (18.1%) (0.42 to| 1000 (from
et al, 2008) 1.16) 105 fewer to
29 more)
Depression
1 RCT Serious * None None Serious® None 2/172 4/170 RR 0.49(12 fewer per|Low
(Bhattacharya (1.2%) (2.4%) (0.09 to|1000 (from 21
et al, 2008) 2.66) fewer to 39
more)

* expectant management = 6 months during which no clinic or medical interventions were scheduled. Couples were given general advice about the need for regular intercourse, but nothing else.
! Blinding not possible.
% Live Birth recorded rather than live full-term singleton birth

®Imprecise results as results encompass significant negative effect, no effect and positive effect
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Table 1.12.2 GRADE findings for comparison of IUl with ovarian stimulation versus expectant management

Summary of findings

Quality assessment
No. of patients/women Effect
No. of Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Ul with Expectant Relative Absolute Quality
studies considerations | ovarian management | (95% ClI) (95% CI)
stimulation
Live full-term singleton birth (Unexplained infertility)
1(Steures et | RCT Serious* None Very serious | Very None 24/124 29/122 RR 0.81 | 45 fewer per | Very
al, 2006) 3.4 serious® (19.4%) (23.8%) (05 to | 1000 (from | low
1.32) 119 fewer to
76 more)
Live full-term singleton birth (Endometriosis)
1(Tummons | RCT Serious* None Serious” Serious® None 11/53 4/50 RR 259 | 127 more per | Low
et al, 1997) (20.8%) (8%) (0.88 to | 1000 (from 10
7.62) fewer to 530
more)
Live multiple birth (Unexplained infertility)
1(Steures et | RCT Serious* None Serious Very None 2/124 1/122 RR 197 | 8 more per | Very
al, 2006) serious® (1.6%) (0.82%) (0.18 to | 1000 (from 7 | low
21.42) fewer to 167
more)
Live multiple birth (Endometriosis)
1(Tummons | RCT Serious* None None Serious® None 4/53 0/50 RR 85 |- Low
et al, 1997) (7.5%) (0%) (047 to
153.95)
Ongoing singleton pregnancy (Unexplained infertility)
1(Steures et | RCT Serious* None Serious ® Very None 271127 33/126 RR 0.81 | 50 fewer per | Very
al, 2006) serious® (21.3%) (26.2%) (0.52 to | 1000 (from | low
1.27) 126 fewer to
71 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Ul with Expectant Relative | Absolute Quality
studies considerations | ovarian management (95% ClI) (95% CI)
stimulation
Multiple pregnancies (Unexplained infertility)
1(Steures et | RCT Serious* None Serious ® Very None 2/127 1/126 RR 198 | 8 more per | Very
al, 2006) serious® (1.6%) (0.79%) (0.18 to | 1000 (from 7 | low
21.61) fewer to 164
more)
Clinical pregnancy (Unexplained infertility)
1(Steures et | RCT Serious* None Serious ® Very None 42/127 40/126 RR 1.04 | 13 more per | Very
al, 2006) serious® (33.1%) (31.7%) (0.73 to | 1000 (from 86 | low
1.49) fewer to 156
more)
Miscarriage per clinical pregnancy (Unexplained infertility)
1(Steures et | RCT Serious* None Serious ’ Serious® None 13/42 6/40 RR 2.06 | 159 more per | Very
al, 2006) (31%) per | (15%) per | (0.87 to | 1000 (from 20 | low
pregnancy pregnancy 4.9) fewer to 585
more)
13/127 6/126 RR 2.15 | 55 more per
(10.2%) per | (4.8%) per | (0.84 to | 1000 (from 8
woman woman 5.48) fewer to 213
more)
OHSS (Endometriosis)
1(Tummons RCT Serious* None None Serious® None 0/53 0/50 - - Low
et al, 1997) (0%) (0%)

! Blinding of treatment not possible

% Mixed populations
% Steures: Only include couples with 30 to 40% chance of naturally conceiving within 1 year.
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“ Live birth reported instead of live full-term singleton birth
® Wide confidence intervals

Table 1.12.3 GRADE findings for comparison of IUl with ovarian stimulation versus IUl without ovarian stimulation for all types of infertility (unless otherwise stated)

Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Ul with IUl without Relative | Absolute Quality
studies considerations | ovarian stimulation | (95% CI) | (95% Cl)
stimulation
Live full-term singleton birth
2 (Goverde et | RCT Very None Serious’ None None 72/315 53/318 RR 1.37 | 62 more per | Very
al, 2005; serious™#%* (22.9%) (16.7%) 1 to | 1000 (from O | low
Guzick et al, 1.88) more to 147
1999) more)
Live full-term singleton birth (Unexplained infertility based on sub-group from main studies)
1 (Veltman- | Meta- Very None Serious’ None None 47/172 24/159 RR 1.83 | 125 more per | Very
Verhulst et al, | analysis | serious™** (27.3%) (15.1%) (1.18 to | 1000 (from | low
2006) of 2 2.84) 27 more to
studies 278 more)
Live full-term singleton birth (Male factor infertility based on sub-group from main studies)
1 (Bensdorp | Meta- Very None Serious® Serious® None 9/25 11/28 RR 0.92 | 31 fewer per | Very
et al, 2007) analysis | serious™*** (36%) (39.3%) (0.46 to | 1000 (from | low
of 2 1.83) 212 fewer to
studies 326 more)
Pregnancy rates
2 (Goverde et | RCT Very None Serious® None None 110/317 70/317 RR 1.57 | 126 more per | Very
al, 2005; serious®?34 (34.7%) (22.1%) (1.22 to | 1000 (from | low
Guzick et al, 2.03) 49 more to
1999) 227 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Ul with Ul without Relative Absolute Quality
studies considerations | ovarian stimulation (95% CI) (95% ClI)
stimulation
Pregnancy rates (Unexplained infertility based on sub-group from main studies)
2(Veltman- Meta- Very None Serious® None None 47/172 24/159 RR 1.83 | 125 more per | Very
Verhulst et al, | analysis | serious®?3* (27.3%) (15.1%) (1.18 to | 1000 (from | low
2006) of 2 2.84) 27 more to
studies 278 more)
Pregnancy rates (Male factor infertility based on sub-group from main studies)
1 (Bensdorp | Meta- Very None Serious® Serious® None 49/180 42/199 RR 1.3 | 63 more per | Very
et al, 2007) analysis | serious™*** (27.2%) (21.1%) (091 to | 1000 (from | low
of 3 1.85) 19 fewer to
studies 179 more)
Multiple births
2 (Goverde et | RCT Very Serious Very None None 33/154 2/93 RR 10.51 | 205 more per | Very
al, 2005; serious™#%* serious™® (21.4%) per | (2.2%) per | (253 to | 1000 (from | low
Guzick et al, pregnancy pregnancy 43.7) 33 more to
1999) 918 more)
33/550 2/553 RR 16.62 | 56 more per
(6%) per | (0.36%) per | (4.01 to | 1000 (from
woman woman 68.85) 11 more to
245 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Ul with IUl without | Relative | Absolute Quality
studies considerations | ovarian stimulation (95% ClI) (95% ClI)
stimulation
Ul with stimulation vs. IUI natural cycle
1 (Goverde et | RCT Very None Serious™ None None 9/33 1/28 RR 7.64 | 237 more per | Very
al, 2005) serious’?? (27.3%) per | (3.6%) per | (1.03 to | 1000 (from 1 | low
pregnancy pregnancy 56.63) more to 1000
more)
9/85 1/86 RR 9.11 | 94 more per
(10.6%) per | (1.2%) per | (1.18 to | 1000 (from 2
woman woman 70.32) more to 806
more)
Superovulation vs. no superovulation (Ul or ICSI)
1 (Guzick et | RCT Very None Serious™ None None 24/121 1/65 RR 12.89 | 183 more per | Very
al, 1999) serious’?? (19.8%) per | (1.5%) per | (1.78 to | 1000 (from | low
pregnancy pregnancy 93.15) 12 more to
1000 more)
24/465 1/467 RR 24.1 | 49 more per
(5.2%) per | (0.21%) per | (3.27 to | 1000 (from 5
woman woman 177.43) more to 378

more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Ul with IUl without | Relative | Absolute Quality
studies considerations | ovarian stimulation (95% ClI) (95% ClI)
stimulation
Pre-term birth per livebirth
1(Guzick et | RCT Serious™? None None Serious® None 9/50 2/30 RR 2.7 | 113 more per | Low
al, 1999) (18%) per | (6.7%) per | (0.62 to | 1000 (from
livebirth livebirth 11.67) 25 fewer to
711 more)
9/231 2/234 RR 4.56 | 30 more per
(3.9%) per | (0.85%) per | (1 to | 1000 (from O
woman woman 20.87) more to 170
more)
Stillbirth per pregnancy
1 (Guzick et | RCT Serious™? None None ® Serious® None 0/76 1/40 RR 0.18 | 21 fewer per | Low
al, 1999) (0%) (2.5%) (0.01 to | 1000 (from
4.26) 25 fewer to
82 more)
Miscarriage per pregnancy
1 (Guzick et | RCT Serious™? None None® Serious® None 22177 6/42 RR 2 | 143 more per | Low
al, 1999) (28.6%) per | (14.3%) per | (0.88 to | 1000 (from
pregnancy pregnancy 4.54) 17 fewer to
506 more)
22/230 6/232 RR 3.7 | 70 more per
(9.6%) per | (2.6%) per | (1.53 to | 1000 (from
woman woman 8.95) 14 more to
206 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Ul with IUl without | Relative | Absolute Quality
studies considerations | ovarian stimulation (95% ClI) (95% ClI)
stimulation
Miscarriage per woman (Male factor infertility sub-group from main studies)
1 (Cohlen et | RCT Very None None Serious® None 3/36 3/38 RR 1.06 | 5 more per | Very
al, 1999) serious’ (8.3%) (7.9%) (0.23 to | 1000 (from | low
4.89) 61 fewer to
307 more)
Ectopic pregnancy per pregnancy
1 (Guzick et | RCT Serious™? None None Serious® None 4177 2/42 RR 1.09 | 4 more per | Low
al, 1999) (5.2%) per | (4.8%) per| (0.21 to | 1000 (from
pregnancy pregnancy 5.71) 38 fewer to
224 more)
4/230 2/232 RR 2.02 |9 more per
(1.7%) per | (0.86%) per | (0.37 to | 1000 (from 5
woman woman 10.91) fewer to 85
more)
Ectopic pregnancy per woman (Unexplained infertility sub-group from main studies)
1 (Guzick et | RCT Very None None Serious® None 3/111 0/100 RR 6.31 | - Very
al, 1999) serious™® (2.7%) (0%) (0.33 to low
120.72)

! Blinding of women or practitioners was not possible.
2 High drop-out rate and not feasible to undertake ITT analysis
% In Guzick et al., 1999 no power analysis reported
“In Goverde et al., 2005 power calculation for pregnancy rate per cycle
® Wide confidence intervals due to low event rate
® In Guzick et al., 1999 the outcome '‘pregnancy' reported does not match a GDG/technical team agreed definition
" Combined 1UI and ICI group used.
8 Sub-group analysis so not powered to examine outcome
® Live hirth recorded rather than live full-term singleton birth
1% Multiple pregnancy reported rather than multiple births
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Table 1.15.1 GRADE findings for pre-treatment vs. no pre-treatment in women receiving IVF treatment for the first time

Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% CI) | (95% ClI)
Live full-term singleton birth
Combined oral contraceptive (antagonist protocol) vs. no pre-treatment (antagonist protocol)
1 (Smulders | Cochrane Serious ? - Serious ” Serious ° No 3/21  (14%) | 7/24 (29%) | Peto OR | 141 fewer | Very low
et al., 2010) review of 1 women women 0.4 per 1000
RCT (0.1 to| (from 248
1.7) fewer to 126
more)
Progesterone (agonist) vs. placebo or no treatment (agonist)
1 (Smulders | Cochrane Serious ? None Serious ” Serious ° No 24/110 19/112 Peto OR | 47 more per | Very low
et al., 2010) review of 2 (22%) (17%) 1.4 1000 (from
RCTs women women (0.7 to | 46 fewer to
2.6) 179 more)
Progesterone (antagonist) vs. placebo or no treatment (antagonist)
1 (Smulders | Cochrane Serious ? - Serious ” Serious ° No 5/23 (22%) | 7/24 (29%) | Peto OR | 73 fewer | Very low
et al., 2010) review of 1 women women 0.7 per 1000
RCT (0.2 to| (from 219
2.5) fewer to 216
more)
Oestrogen (antagonist) vs. no treatment (antagonist)
1 (Smulders | Cochrane Serious ? - Serious ” Serious ° No 3/25 (12%) | 7/24 (29%) | Peto OR | 163 fewer | Very low
et al., 2010) review of 1 women women 0.4 per 1000
RCT (0.1 to| (from 256
14 fewer to 76
more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% CI) | (95% ClI)
Clinical pregnancy
Combined oral contraceptive (agonist protocol) vs. no pre-treatment (agonist protocol)
1 (Smulders | Cochrane Serious ? - Serious ¢ Serious ° No 19/51 (37%) | 17/51 (33%) | Peto OR | 40 more per | Very low
et al., 2010) review of 1 women women 1.2 1000 (from
RCT (0.5 to | 124 fewerto
2.7) 237 more)
Combined oral contraceptive (antagonist protocol) vs. no pre-treatment (antagonist protocol)
2 (Nyboe | 1 RCT and | Serious ? None Serious ¢ Serious ° No 142/629 195/626 RR 0.7 | 87 fewer | Very low
Andersen et | a Cochrane (23%) (31%) (0.6 to | per 1000
al.,, 2011 and | review of 4 women women 0.9) (from 40
Smulders et | RCTs fewer to 125
al., 2010) fewer)
Progesterone (agonist) vs. placebo or no treatment (agonist)
1 (Smulders | Cochrane Serious ? None None None No 53/187 31/187 Peto OR | 114 more | Moderate
et al., 2010) review of 3 (28%) (17%) 2.0 per 1000
RCTs women women (1.2 to | (from 27
3.2) more to 221
more)
Progesterone (antagonist) vs. placebo or no treatment (antagonist)
1 (Smulders | Cochrane Serious ? - None Serious ° No 7123  (30%) | 11/24 (46%) | Peto OR | 149 fewer | Low
et al., 2010) review of 1 women women 0.5 per 1000
RCT (0.2 to| (from 333
1.7) fewer to 130

more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% CI) | (95% ClI)
Progesterone (no down-regulation) vs. placebo or no treatment (no down-regulation)
1 (Smulders | Cochrane Serious ? - None Serious ° No 3/21 (14%) 4/21 (19%) Peto OR | 46 fewer | Low
et al., 2010) review of 1 women women 0.7 per 1000
RCT (0.2 to| (from 159
3.6) fewer to 265
more)
Oestrogen (antagonist) vs. no treatment (antagonist)
1 (Smulders | Cochrane | Serious? Very serious © | None Serious ° No 20/72 (28%) | 22/67 (33%) | Peto OR | 50  fewer | Very low
et al., 2010) review of 2 women women 0.8 per 1000
RCTs (04 to| (from 172
1.6) fewer to 114
more)
Adverse pregnancy outcome
Combined oral contraceptive (antagonist protocol) vs. no pre-treatment (antagonist protocol) (miscarriages and/or stillbirths)
1 (Smulders | Cochrane Serious ? Serious ' None Serious ° No 35/420 (8%) | 29/427 (7%) | Peto OR | 16 more per | Very low
et al., 2010) review of 4 women women 1.3 1000 (from
RCTs (0.8 to | 15 fewer to
2.1) 66 more)
Not reported per clinical pregnancy
Progesterone (agonist) vs. placebo or no treatment (agonist) (miscarriages and/or stillbirths)
1 (Smulders | Cochrane Serious ? None None Serious ° No 9/110 (8%) | 4/112 (4%) | Peto OR | 39 more per | Low
et al., 2010) review of 2 women women 2.2 1000 (from
RCTs (0.7 to | 10 fewer to
6.7) 163 more)

Not reported per clinical pregnancy
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% CI) | (95% ClI)
Progesterone (antagonist) vs. placebo or no treatment (antagonist) (miscarriages and/or stillbirths)
1 (Smulders | Cochrane Serious ? - None Serious ° No 2/23 (9%) | 5/24 (21%) | Peto OR | 115 fewer | Low
et al., 2010) review of 1 women women 0.4 per 1000
RCT (0.1 to| (from 188
1.9) fewer to 127
more)
217 (29%) | 5/11 (46%) | Peto OR | 156 fewer
pregnancies | pregnancies | 0.5 per 1000
(0.2 to| (from 392
3.4) fewer to 283
more)
Progesterone (no down-regulation) vs. placebo or no treatment (no down-regulation) (miscarriages and/or stillbirths)
1 (Smulders | Cochrane Serious ? - None Serious ° No 1/21 (5%) | 1/21 (5%) | Peto OR | O fewer per | Low
et al., 2010) review of 1 women women 1.0 1000 (from
RCT (0.1 to | 45 fewer to
16.6) 405 more)
1/3 (33%) | 1/4 (25%) | Peto OR | 71 more per
pregnancies | pregnancies | 1.4 1000 (from
(0.1 to | 227 fewer to
30.5) 660 more)
Oestrogen (antagonist) vs. no treatment (antagonist) (miscarriages and/or stillbirths)
1 (Smulders | Cochrane Serious ? - None Serious ° No 1/25 (4%) | 5/24 (21%) | Peto OR | 154 fewer | Low
et al., 2010) review of 1 women women 0.2 per 1000
RCT (0.0 to| (from 198
1.2) fewer to 27
more)

Not reported per clinical pregnancy
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% CI) | (95% ClI)
Multiple pregnancies (the number of pregnancies with more than one fetus)
Combined oral contraceptive (antagonist protocol) vs. no pre-treatment (antagonist protocol)
1 (Smulders | Cochrane Serious ? - None Serious ° No 2/21 (10%) 1/24 (4%) | Peto OR | 50 more per | Low
et al., 2010) review of 1 women women 2.3 1000 (from
RCT (0.2 to | 32 fewer to
23.7) 465 more)
Not reported per clinical pregnancy
Progesterone (antagonist) vs. placebo or no treatment (antagonist)
1 (Smulders | Cochrane Serious ? - None Serious ° No 1/23 (4%) | 1/24 (4%) | Peto OR | 2 more per | Low
et al., 2010) review of 1 women women 1.0 1000 (from
RCT (0.1 to | 39 fewer to
17.2) 387 more)
1/7 (14%) | 1/11 (9%) | Peto OR | 50 more per
pregnancies | pregnancies | 1.6 1000 (from
(0.1 to | 82 fewer to
30.8) 664 more)
Oestrogen (antagonist) vs. no treatment (antagonist)
1 (Smulders | Cochrane Serious ? - None Serious ° No 0/25 (0%) | 1/24 (4%) | Peto OR | 36 fewer | Low
et al., 2010) review of 1 women women 0.1 per 1000
RCT (0.0 to | (from 42
6.6) fewer to 180
more)
0/4 (0%) | 1/11 (9%) | Peto OR | Not
pregnancies | pregnancies | 0.3 calculable
© to
21.5)
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Quality assessment

Summary of findings

No. of patients/women Effect

No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% CI) | (95% ClI)
Multiple births (the number of babies born from a multiple pregnancy)
No evidence was reported
Ovarian hyperstimulation syndrome (OHSS)
Combined oral contraceptive (antagonist protocol) vs. no pre-treatment (antagonist protocol)
1 (Smulders | Cochrane Serious ? - None Serious ° No 3/117  (3%) | 2/117 (2%) | Peto OR | 8 more per | Low
et al., 2010) review of 1 women women 15 1000 (from

RCT (0.3 to | 13 fewer to

8.8) 116 more)

Oestrogen (antagonist protocol) vs. no pre-treatment (antagonist protocol)
1 (Smulders | Cochrane Serious ? - None - No 0/16 (0%) | 0/6 (0%) | Not calculable Moderate
et al., 2010) review of 1 women women

RCT

Congenital abnormalities

No evidence reported

Patient satisfaction

No evidence reported

Health related quality of life

No evidence reported

Anxiety and/or depression

No evidence reported

& 12/23 studies did not report the method of randomisation used. Seven studies did not adhere to a power calculation, and in five other studies adherence to a power calculation was not clear
® May include pre-term births and births from multiple pregnancies — births from multiple pregnancies were counted as one live birth event per multiple pregnancy, regardless of the number of babies

born
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¢ 95% confidence intervals hit or cross 0.75 and 1, and/or 1 and 1.25
¢ This data includes ongoing pregnancy data when clinical pregnancy data was not reported in a study
® I” value is greater than 66%
12 value is greater than 33% but less than 66%

Table 1. 15.2 GRADE findings for pre-treatment vs. no pre-treatment in women with a previous low response to IVF treatment

Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% CI) | (95% ClI)
Live full-term singleton birth
Combined oral contraceptive (antagonist protocol) vs. no pre-treatment (antagonist protocol)
1 (Smulders | Cochrane Serious * - Serious " Serious © No 8/27 (30%) | 5/27 (19%) | Peto OR | 107 more per | Very
et al., 2010) | review of 1 women women 1.8 1000 (from 78 | low
RCT (0.5 to | fewer to 402
6.3) more)
Clinical pregnancy
Combined oral contraceptive (antagonist protocol) vs. no pre-treatment (antagonist protocol)
1 (Smulders | Cochrane Serious ? - Serious ¢ Serious © No 9/27 (33%) | 6/27 (22%) | Peto OR | 107 more per | Very
etal., 2010) | review of 1 women women 1.7 1000 (from 91 | low
RCT (0.5 to | fewer to 393
5.6) more)
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Qualit ; Summary of findings
uality assessmen

No. of patients/women Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative Absolute Quality
studies considerations (95% CI) | (95% ClI)

Adverse pregnancy outcome

Combined oral contraceptive (antagonist protocol) vs. no pre-treatment (antagonist protocol) (miscarriages and/or stillbirths)

1 (Smulders | Cochrane Serious ? - None Serious © No 1/27  (4%) | 1/27 (4%) | Peto OR | O fewer per | Low
et al., 2010) | review of 1 women women 1.0 1000 (from 35
RCT (0.1 to | fewer to 350
16.4) more)
1/9 (11%) | 1/6  (17%) | Peto OR | 53 fewer per
pregnancies | pregnancies | 0.6 1000 (from
(0.0 to | 161 fewer to
12.0) 540 more)
Multiple pregnancies (the number of pregnancies with more than one fetus)
Combined oral contraceptive (antagonist protocol) vs. no pre-treatment (antagonist protocol)
1 (Smulders | Cochrane Serious * - None Serious © No 2127 (7%) | 1/27 (4%) | Peto OR | 34 more per | Low
et al., 2010) | review of 1 women women 2.0 1000 (from 29
RCT (0.2 to | fewer to 399
20.1) more)
219  (22%) | 1/6  (17%) | Peto OR | 50 more per
pregnancies | preghancies | 1.4 1000 (from
(0.1 to | 145 fewer to
16.8) 604 more)

Multiple births (the number of babies born from a multiple pregnancy)

No evidence reported

Ovarian hyperstimulation syndrome (OHSS)

No evidence reported
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute
studies considerations (95% CI) | (95% ClI)

Quality

Congenital abnormalities

No evidence reported

Patient satisfaction

No evidence reported

Health related quality of life

No evidence reported

Anxiety and/or depression

No evidence reported

2 12/23 studies did not report the method of randomisation used. Seven studies did not adhere to a power calculation, and in five other studies adherence to a power calculation was not clear
e May include pre-term births and births from multiple pregnancies — births from multiple pregnancies were counted as one live birth event per multiple pregnancy, regardless of the number of babies

born

¢ 95% confidence intervals hit or cross 0.75 and 1, and/or 1 and 1.25
¢ This data includes ongoing pregnancy data when clinical pregnancy data was not reported in a study
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Table 1.15.3 GRADE findings for comparison of different types of pre-treatment

Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% Cl) | (95% ClI)
Live full-term singleton birth
Combined oral contraceptive (antagonist) vs. progesterone (antagonist) (first treatment)
1 (Smulders | Cochrane Serious ? - Serious " Serious © No 3/21 (14%) | 5/23 (22%) | Peto OR | 72 fewer per | Very
et al., 2010) review of 1 women women 0.6 1000  (from | low
RCT (0.1 to | 183 fewer to
2.8) 219 more)
Combined oral contraceptive (antagonist) vs. oestrogen (antagonist) (first treatment)
1 (Smulders | Cochrane Serious ? - Serious " Serious © No 3/21 (14%) | 3/25 (12%) | Peto OR | 23 more per | Very
et al., 2010) review of 1 women women 1.2 1000 (from 91 | low
RCT (0.2 to | fewer to 357
6.7) more)
Progestogen (antagonist) vs. oestrogen (antagonist) (first treatment)
1 (Smulders | Cochrane Serious ? - Serious " Serious © No 5/23 (22%) | 3/25 (12%) | Peto OR | 93 more per | Very
et al., 2010) review of 1 women women 2.0 1000 (from 63 | low
RCT (0.4 to | fewer to 429
8.9) more)
Clinical pregnancy
Combined oral contraceptive (antagonist) vs. progesterone (antagonist) (first treatment)
1 (Smulders | Cochrane Serious ? - None Serious © No 5/21 (24%) | 7/23 (30%) | Peto OR | 65 fewer per | Low
et al., 2010) review of 1 women women 0.7 1000 (from
RCT (0.2 to | 228 fewer to
2.7) 235 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% CI) | (95% CI)
Combined oral contraceptive (antagonist) vs. oestrogen (antagonist) (first treatment)
1 (Smulders | Cochrane Serious ? - None Serious © No 5/21 (24%) | 4/25 (16%) | Peto OR | 76 more per | Low
et al., 2010) review of 1 women women 1.6 1000 (from 93
RCT (0.4 to | fewer to 408
6.9) more)
Progestogen (antagonist) vs. oestrogen (antagonist) (first treatment)
1 (Smulders | Cochrane Serious ? - None Serious © No 7123 (30%) 4/25 (16%) Peto OR | 138 more per | Low
et al., 2010) review of 1 women women 2.2 1000 (from 59
RCT (0.6 to fewer to 457
8.4) more)
Adverse pregnancy outcome
Combined oral contraceptive (antagonist) vs. progesterone (antagonist) (miscarriages and/or stillbirths) (first treatment)
1 (Smulders | Cochrane Serious ? - None Serious © No 2/21 (10%) | 2/23  (9%) | Peto OR | 8 more per | Low
et al., 2010) review of 1 women women 11 1000 (from 74
RCT (0.1 to | fewer to 358
8.4) more)
2/5  (40%) | 2/7  (29%) | Peto OR | 105 more per
pregnancies | pregnancies | 1.6 1000 (from
(0.2 to | 226 fewer to
16.5) 583 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% CI) | (95% CI)
Combined oral contraceptive (antagonist) vs. oestrogen (antagonist) (miscarriages and/or stillbirths) (first treatment)
1 (Smulders | Cochrane Serious ? - None Serious © No 2/21 (10%) | 1/25 (4%) | Peto OR | 52 more per | Low
et al, 2010) | review of 1 women women 2.4 1000 (from 30
(Smulders et | RCT (0.2 to | fewer to 468
al., 2010) 24.8) more)
2/5 (40%) | 1/4  (25%) | Peto OR | 128 more per
pregnancies | pregnancies | 1.8 1000 (from
(0.1 to | 208 fewer to
25.3) 644 more)
Progestogen (antagonist) vs. oestrogen (antagonist) (miscarriages and/or stillbirths) (first treatment)
1 (Smulders | Cochrane Serious ? - None Serious © No 2123  (9%) | 1/25 (4%) | Peto OR | 44 more per | Low
et al., 2010) review of 1 women women 2.2 1000 (from 31
RCT (0.2 to | fewer to 440
22.2) more)
217 (29%) | 1/4  (25%) | Peto OR | 32 more per
pregnancies | pregnancies | 1.2 1000 (from
(0.1 to | 224 fewer to
16.3) 595 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% CI) | (95% CI)
Multiple pregnancies (the number of pregnancies with more than one fetus)
Combined oral contraceptive (antagonist) vs. progesterone (antagonist) (first treatment)
1 (Smulders | Cochrane Serious ? - None Serious © No 2/21 (10%) | 1/23  (4%) | Peto OR | 48 more per | Low
et al., 2010) review of 1 women women 2.2 1000 (from 34
RCT (0.2 to | fewer to 463
22.6) more)
2/5 (40%) | 1/7  (14%) | Peto OR | 227 more per
pregnancies | pregnancies | 3.5 1000 (from 98
(0.3 to | fewer to 738
44.5) more)
Combined oral contraceptive (antagonist) vs. oestrogen (antagonist) (first treatment)
1 (Smulders | Cochrane Serious ? - None Serious © No 2/21 (10%) | 0/25 (0%) | Peto OR | Not Low
et al., 2010) review of 1 women women 9.4 calculable
RCT (0.6 to
156.7)
2/5  (40%) | 0/4 (0%) | Peto OR | Not
pregnancies | pregnhancies | 7.8 calculable
04 to
154.3)
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Qualit ; Summary of findings
uality assessmen

No. of patients/women Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% CI) | (95% CI)
Progestogen (antagonist) vs. oestrogen (antagonist) (first treatment)
1 (Smulders | Cochrane Serious ? - None Serious © No 1/23  (4%) | 0/25 (0%) | Peto OR | Not Low
et al., 2010) review of 1 women women 8.1 calculable
RCT (0.2 to
407.6)
U7  (14%) | 0/4 (0%) | Peto OR | Not
pregnancies | pregnancies | 4.8 calculable
(01 +to
283)

Multiple births (the number of babies born from a multiple pregnancy)

No evidence was reported

Ovarian hyperstimulation syndrome (OHSS)

No evidence was reported

Congenital abnormalities

No evidence was reported

Patient satisfaction

No evidence was reported

Health related quality of life

No evidence was reported

Anxiety and/or depression

No evidence was reported

& 12/23 studies did not report the method of randomisation used. Seven studies did not adhere to a power calculation, and in five other studies adherence to a power calculation was not clear
® May include pre-term births and births from multiple pregnancies — births from multiple pregnancies were counted as one live birth event per multiple pregnancy, regardless of the number of babies born
¢ 95% confidence intervals hit or cross 0.75 and 1, and/or 1 and 1.25
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Table 1.15.4 GRADE findings for comparison of down regulated vs. non down regulated cycles (with or without clomifene citrate)

Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% (95% ClI)
Cl)
Live full-term singleton birth
Down-regulation (with clomifene citrate) vs. no down-regulation (with clomifene citrate)
1 (Long et | RCT Very - None Serious ¢ No 1/36 (3%) | 4/36 (11%) | RR 0.3 | 83 fewer | Very low
al., 1995) serious ™ ¢ women women (0.0 to | per 1000
2.1) (from 108

fewer to

126 more)
Clinical pregnancy
Down-regulation (without clomifene citrate) vs. no down-regulation (without clomifene citrate)
4 (Antoine et | RCTs Very None Serious ° None No 59/270 20/178 RR 2.0 | 116 more | Very low
al.,  1990; serious ™ ¢ (22%) (11%) (1.2 to | per 1000
Neveu et al., women women 3.2) (from 29
1987; Polson more  to
et al., 1991; 255 more)
van de
Helder et al.,
1990)

Down-regulation (with clomifene citrate) vs. no down-regulation (with clomifene citrate)

398




Appendix | — Grade tables

Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute | guality
studies considerations (95% (95% ClI)
Cl)
4 (Dhont et | RCTs Very Serious ' Serious ° Serious ¢ No 128/455 128/471 RR 1.1| 14 more | Verylow
al.,  1995; serious ™ ¢ (28%) (27%) (0.8 to | per 1000
Grochowski women women 1.5)° (from 65
et al., 1999, fewer to
Long et al, 122 more)
1995;
Weigert et
al., 2002)
Adverse pregnancy outcome
Down-regulation (with clomifene citrate) vs. no down-regulation (with clomifene citrate) (miscarriage)
1 (Long et| RCT Very - None Serious ¢ No 2/36 (6%) | 0/36 (0%) | RR 5.0 | Not Very low
al., 1995) serious ™ ¢ women women (0.3 to | calculable
100.6)
2/5 (40%) | 0/5 (0%) | RR 5.0 | Not
pregnancies | pregnancies | (0.3 to | calculable
83.7)
Down-regulation (with clomifene citrate) vs. no down-regulation (with clomifene citrate) (ectopic pregnancy)
1 (Long et | RCT Very - None Serious ¢ No 0/36 (0%) | 1/36 (3%) | RR 0.3 |19 fewer | Verylow
al., 1995) serious ™ ¢ women women (0.0 to | per 1000
7.9) (from 28
fewer to
192 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute | guality
studies considerations (95% (95% ClI)
Cl)
0/5 (0%) | 1/5 (20%) | RR 0.3 | 134 fewer
pregnancies | pregnancies | (0.0 to | per 1000
6.7) (from 196
fewer to
1000
more)
Down-regulation (with clomifene citrate) vs. no down-regulation (with clomifene citrate) (early pregnancy loss)
2 (Harrison | RCTs Very None None Serious ¢ Yes" 10/190 (5%) | 14/204 (7%) | RR 0.8 | 16 fewer | Very low
et al., 1994 serious ™ ¢ women women (0.4 to | per 1000
and Weigert 1.7) (from 45
et al., 2002) fewer to
47 more)
7141 (17%) 10/54 (19%) RR 0.9 | 15 fewer
pregnancies ' | pregnancies' | (0.4 to | per 1000
2.2)' (from 115
fewer to
224
more) '
Multiple pregnancies (the number of pregnancies with more than one fetus)
Down-regulation (without clomifene citrate) vs. no down-regulation (without clomifene citrate)
1 (Antoine et | RCT Very None None Serious ¢ No 5/90 (6%) 0/90 (0%) RR 11.0 | Not Very low
al., 1990) serious ™ ¢ Women women (0.6 to | calculable
196.0)
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Qualit ; Summary of findings
uality assessmen

No. of patients/women Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute | guality
studies considerations (95% (95% ClI)
Cl)
5/19 0/11 RR 6.6 | Not
pregnancies | pregnancies | (0.4 to | calculable
109.1)
Down-regulation (with clomifene citrate) vs. no down-regulation (with clomifene citrate)
2 (Harrison | RCTs Very Serious ' None Serious ¢ Yes" 8/210 (4%) | 10/214 (5%) | RR 0.9 | 7 fewer | Very low
et al., 1994; serious ™ ¢ women women (0.2 to | per 1000
Grochowski 3.1)° (from 36
et al., 1999) fewer to
100 more)
- 3/38 | T4l | RR 05|92 fewer
pregnancies’ | pregnancies’ | (0.1 to | per 1000
1.7)! (from 149
fewer to
113
more)
Multiple births (the number of babies born from a multiple pregnancy)
Down-regulation (with clomifene citrate) vs. no down-regulation (with clomifene citrate)
1 (Long et | RCT Very - None Serious ¢ No 2/3 (67%) | 0/4 (0%) | RR 6.3 | Not Very low
al., 1995) serious ™ ¢ babies babies (0.4 to | calculable

96.5)

Ovarian hyperstimulation syndrome (OHSS)

Down-regulation (with clomifene citrate) vs. no down-regulation (with clomifene citrate)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute | guality
studies considerations (95% (95% ClI)
Cl)
2 RCTs Very None None None No 17/300 (6%) | 4/318 (1%) | RR 4.2 | 41 more | Low
Grochowski serious ™ ¢ women women (1.5 to | per 1000
et al.,, 1999; 11.7) (from 6
Weigert et more  to
al., 2002) 135 more)
Congenital abnormalities
No evidence reported
Patient satisfaction
Down-regulation (without clomifene citrate) vs. no down-regulation (with clomifene citrate)
1 (Hojgaard | Questionnaire Serious - None None Yes' 60/64 (94%) | 139/141 RR 1.0 | 49 fewer | Moderate
et al,, (2001) women (99%) (0.9 to | per 1000
women 1.0) (from 108
fewer to
20 more)

Live full-term singleton birth

GnRH antagonist vs. long course GnRH agonist

Live full-term singleton birth

GnRH antagonist vs. long course GnRH agonist

® Blinding was not reported
® Allocation concealment not reported or inadequate
¢ A power calculation was not reported
495% confidence intervals hit or cross 0.75 and 1, and/or 1 and 1.25
¢ Definition of clinical pregnancy was not reported

" value is greater than 33% but less than 66%
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¢ Random effects model reported as I” value is greater than 33%

" The Harrison (1994) study had three arms — one received triptoerlin (GnRH agonist), the second buserelin (GnRH agonist), and the third clomifene citrate. The multiple pregnancy and pregnancy loss results were
the same for both of the GnRH agonist groups
'This is based on the Weigert et al. (2002) study only, as the Harrison et al. (1994) study did not report data per pregnancy

I This is based on the Grochowski et al. (1999) study only, as the Harrison et al. (1994) study did not report data per pregnancy

K Response rate was significantly higher in the clomifene citrate group

'This study was done as a follow up to a study by Ingerslev (2001) (comparison with unstimulated cycles) and unpublished data (comparison with CC cycles)

Table 1.15.5 GRADE findings for comparison of antagonist and agonist down-regulated protocols

Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
Live full-term singleton birth
GnRH antagonist vs. long course GnRH agonist
2 (Al-lnany et al., | 1 RCT and | Very None Serious ¢ None No 228/850 224/719 RR 09 | T " T very
2011 and DiLuigi | a serious * ¢ (27%) (31%) (0.8 to | 31 fewer per | low
etal., 2011) Cochrane women women 1.0) 1000 (from
review of 9 69 fewer to
RCTs 16 more)
GnRH antagonist + OCP vs. long course GnRH agonist
1 (Garcia- | RCT None - Serious ¢ Very No 51/115 53/113 RR 1.0 |23 fewer | Very
Velasco, 2011) serious ®' (44%) (47%) (0.7 to | per 1000 | low
women women 1.3) (from 136
fewer to
122 more)

Clinical pregnancy

GnRH antagonist vs. long course GnRH agonist (including low response)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
3 (Allnany et | 3 RCTs | Very None None None No 1091/4035 963/3111 RR 09|31 fewer | Low
al., 2011; DiLuigi | and a | serious *° (27%) (31%) (0.8 to | per 1000
et al, 2011; | Cochrane women women 1.0) (from 9
Devesa et al., | review of fewer to 50
2010; and | 41 RCTs fewer)
Tehraninejad et
al., 2011)
GnRH antagonist vs. long course GnRH agonist (low response only)
1 (Al-Inany et al., | Cochrane Very None None Serious ° No 67/473 80/446 OR 0.7 | 45 fewer | Very
2011) review of 6 | serious * ¢ (14%) (18%) (0.5 to| per 1000 | low
RCTs women women 1.0) (from 83
fewer to 3
more)
GnRH antagonist + OCP vs. long course GnRH agonist
2 (Al-lnany et al., | 1 RCT and | Very None None Serious ' No 293/761 312/703 RR 0.9 | 49 fewer | Very
2011, Garcia- | Cochrane | serious ®"° (39%) (44%) (0.8 to | per 1000 | low
Velasco, 2011) review of women women 1.0) (from 93
12 RCTs fewer to 4
more)
Adverse pregnancy outcome
GnRH antagonist vs. long course GnRH agonist (miscarriage)
1 (Al-Inany et al., | Cochrane Very None None Serious © No 92/2861 88/2040 OR 0.8 | 10 fewer | Very
2011) review of | serious *™¢ (3%) women | (4%) women | (0.6 to | per 1000 | low
26 RCTs 1.0) (from 19
fewer to 2
more)

404




Appendix | — Grade tables

Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
Cochrane 98/873 91/774 OR 1.0 | 4 fewer per
review of (11%) (12%) (0.7 to | 1000
27 RCTs pregnancies | pregnancies | 1.3) (from 32
fewer to 31
more)
GnRH antagonist + OCP vs. long course GnRH agonist (miscarriage)
1 (Garcia- | RCT None - None Very No 5/115 11/113 RR 05|54 fewer | Low
Velasco, 2011) serious ®' (4%) women | (10%) (0.2 to | per 1000
women 1.2) (from 82
fewer to 23
more)
5/56 11/64 RR 0.5 |83 fewer
(9%) (17%) (0.2 to | per 1000
pregnancies | pregnancies | 1.4) (from 139
fewer to 69
more)
GnRH antagonist vs. GnRH agonist (abortion)
1 (Tehraninejad | RCT Very - None Serious © No 18/150 9/150 RR 2.0 | 60 more | Very
et al., 2011) serious *° (12%) (6%) women | (0.9 to | per 1000 | low
women 4.3) (from 4
fewer to
199 more)
18/51 9/53 RR 2.1 | 183 more
(35%) (17%) (1.0 to | per 1000
pregnancies | pregnancies | 4.2) (from 5
fewer to
542 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
Multiple pregnancies (the number of pregnancies with more than one fetus)
GnRH antagonist + OCP vs. long course GnRH agonist
1 (Garcia- | RCT None - None Very No 15/115 18/113 RR 0.8 |29 fewer | Low
Velasco, 2011) serious ®' (13%) (16%) (0.4 to | per 1000
women women 1.5) (from 91
fewer to 86
more)
15/56 18/64 RR 1.0 |14 fewer
(27%) (28%) (0.5 to | per 1000
pregnancies | pregnancies | 1.7) (from 132
fewer to
200 more)
Multiple births (the number of babies born from a multiple pregnancy)
No evidence was reported
Ovarian hyperstimulation syndrome (OHSS)
GnRH antagonist vs. long course GnRH agonist
1 (Al-lnany et al., | 1 RCT and | Very Very serious ¢ | None - No 110/3315 168/2402 RR 0.6 | 31 fewer | Very
2011 and | Cochrane serious * ¢ (3%) women | (7%) women | (0.4 to | per 1000 | low
Tehraninejad et | review of 0.8) h (from 15
al., 2011) 29 RCTs fewer to 43
fewer)

Congenital abnormalities

No evidence was reported
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute
considerations (95% CI) | (95% ClI)

Quality

Patient satisfaction

No evidence was reported

Health related quality of life

No evidence was reported

Anxiety and/or depression

No evidence was reported

2 Blinding was not clearly reported in all studies
® Allocation concealment was not clearly reported in all studies

¢ Method of randomisation was not clearly reported in all studies

d May include births from multiple pregnancies and/or pre-term births
€ 95% confidence intervals hit or cross 0.75 and 1.0, and/or 1.0 and 1.25
A power calculation was performed, but not enough couples were recruited into the study

9 1” value is greater 66%

" A random effects model is reported as the I” value is greater than 33%
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Table 1.15.6 GRADE finding for comparison of different types of down-regulation protocol (including long, short, ultra-short, and stop protocols)

Quality assessment

Summary of findings

No. of patients/women Effect

No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% CI) | (95% ClI)
Live full-term singleton birth
Long vs. short protocol
1 Cochrane Very None Serious ¢ Serious © No 271124 17/127 OR 1.8 | 84 more per | Very
(Maheshwari review of 3 | serious " ° (22%) (13%) (0.9 to | 1000 (from 8 | low
et al., 2011) RCTs women women 3.5) fewer to 217

more)
Long vs. ultra-short protocol
1 Cochrane Serious * - Serious ¢ Serious © No 15/76 (20%) | 9/74 (12%) | OR 1.8 | 76 more per | Very
(Maheshwari review of 1 women women (0.7 to | 1000 (from | low
et al., 2011) RCTs 4.4) 31 fewer to

255 more)
Long (luteal) vs. long (follicular)
1 Cochrane Very - Serious ¢ Serious ° No 17/96 (18%) | 13/127 OR 1.9 | 75 more per | Very
(Maheshwari review of 1 | serious ®° women (10%) (0.9 to | 1000 (from | low
etal., 2011) RCTs women 4.1) 12 fewer to

216 more)
Clinical pregnancy
Long vs. short protocol
1 Cochrane Very Serious ' None None No 176/725 126/712 OR 1.5 | 66 more per | Very
(Maheshwari | review of | serious *™°¢ (24%) (18%) (1.2 to | 1000 (from | low
etal., 2011) 17 RCTs women women 1.9)° 21 more to

116 more)
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Quality assessment

Summary of findings

No. of patients/women Effect

No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% ClI) | (95% ClI)
Long vs. ultra-short protocol
1 Cochrane Very None None Serious ° No 25/113 18/117 OR 1.6 | 67 more per | Very
(Maheshwari | review of 2 | serious *™°© (22%) (15%) (0.8 to | 1000 (from | low
etal., 2011) RCTs women women 3.0) 27 fewer to

203 more)
Long (luteal) vs. long (follicular)
1 Cochrane Very Serious ' None Serious © No 66/281 64/288 OR 1.1 | 12 more per | Very
(Maheshwari | review of 4 | serious *™°© (23%) (31%) (0.7 to| 1000 (from | low
etal., 2011) RCTs women women 1.6)° 50 fewer to

90 more)
Long (continued GnRHa) vs. long (stop GnRHa)
1 Cochrane Very None None Serious © No 21/132 26/132 OR 0.8 | 38 fewer per | Very
(Maheshwari review of 3 | serious ®° (16%) (20%) (0.4 to | 1000 (from | low
et al., 2011) RCTs women women 1.4) 106 fewer to

65 more)
Long (continued GnRHa) vs. long (reduced dose GnRHa)
1 Cochrane Very None None Serious © No 58/156 57/155 OR 1.0 |5 more per | Very
(Maheshwari review of 3 | serious ®° (37%) (37%) (0.6 to | 1000 (from | low
et al., 2011) RCTs women women 1.6) 96 fewer to

116 more)

Adverse pregnancy outcomes

No evidence was reported

Multiple pregnancies (the number of pregnancies with more than one fetus)

No evidence was reported
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute
studies considerations (95% CI) | (95% CI)

Quality

Multiple births (the number of babies born from a multiple pregnancy)

No evidence was reported

Ovarian hyperstimulation syndrome (OHSS)

No evidence was reported

Congenital abnormalities

No evidence was reported

Patient satisfaction

No evidence was reported

Health related quality of life

No evidence was reported

Anxiety and/or depression

No evidence was reported

@ Blinding was not clearly reported in all studies

® Allocation concealment was not clearly reported in all studies

¢ Method of randomisation was not clearly reported in all studies

4 May include births from multiple pregnancies and/or pre-term births

€ 95% confidence intervals hit or cross 0.75 and 1.0, and/or 1.0 and 1.25
12 value is greater than 33% but less than 66%

9 A fixed effects model is reported in the Cochrane review as a Peto Odds Ratio was used. When recalculated as a random effects statistic, no difference in the odds ratio or absolute effect was

found
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Table 1.15.7 GRADE findings for comparison of unstimulated IVF vs. stimulated IVF

Quality assessment

Summary of findings

No. of patients/women Effect

No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% CI) | (95% ClI)
Live full-term singleton birth
CC + hCG vs. natural cycle IVF + hCG
1 RCT Very - Serious ¢ Serious © No 2/16 (13%) | 0/14 (0%) | RR 4.4 | Not Very low
(MacDougall serious ™ ¢ women women (0.2 to | calculable
et al., 1994) 84.8)
Clinical pregnancy
CC + hCG vs. natural cycle IVF + hCG
2 (Ingerslev | RCTs Very None Serious ' None No 22/84 (26%) | 4/78 (5%) | RR 4.7 | 188 more | Very low
et al., 2001, serious ™ ¢ women women (1.8 to | per 1000
MacDougall 12.2) (from 40
et al., 1994) more to

576 more)
GnRH agonist + FSH vs. natural cycle IVF + hCG (low response)
2 (Morgia et | RCT Very None Serious ° Serious ° No 9/77 (12%) | 9/66 (14%) | RR 0.9 | 16 fewer | Very low
al., 2004; serious ™ ¢ women women (0.4 to | per 1000
Ragni et al, 2.1) (from 86
2000) fewer to

143 more)

Adverse pregnancy outcome

No evidence reported
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% CI) | (95% CI)
Multiple pregnancies (the number of pregnancies with more than one fetus)
CC + hCG vs. natural cycle IVF + hCG
1 (Ingerslev | RCT Serious ° - None Serious ° No 2/68 (3%) | 0/64 (0%) | RR 4.7 | Not Low
et al., 2001) women women (0.2 to | calculable
96.3)
2/20 (10%) | 0/4 (0%) | RR 1.2 | Not
pregnancies | pregnancies | (0.07 to | calculable
21.1)
Multiple births (the number of babies born from a multiple pregnancy)
No evidence reported
Ovarian hyperstimulation syndrome (OHSS)
No evidence reported
Congenital abnormalities
No evidence reported
Patient satisfaction
GnRH agonist + FSH/hMG + hCG vs. natural cycle or CC stimulated IVF + hCG
1 (Hojgaard | Questionnaire | Serious h - None None Yes' 60/64 (94%) | 139/141 RR 1.0 | 49 fewer | Moderate
et al., 2001) women (99%) (0.9 to | per 1000
women 1.0) (from 108
fewer to
20 more)

Health related quality of life

No evidence reported
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Qualit ; Summary of findings
uality assessmen

No. of patients/women Effect

No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% CI) | (95% ClI)
Anxiety and/or depression
No evidence reported

# Blinding was not reported

® Allocation concealment was not reported

¢ Power analysis was not reported

4 May include pre-term births

€ 95% confidence intervals hit or cross 0.75 and 1, and/or 1 and 1.25

" Clinical pregnancy defined in one study as ‘live intrauterine pregnancy’ and in the other it was not defined

9 Clinical pregnancy defined in one study as ‘ultrasound demonstration of the gerstational sac 4 weeks after embryo transfer’

n Response rate was significantly higher in the clomifene citrate group

" This study was done as a follow up to a study by Ingerslev (2001) (comparison with unstimulated cycles) and unpublished data (comparison with CC cycles)

Table 1.15.8 GRADE findings for comparison of urinary vs. recombinant gonadotrophins

Summary of findings
Quality assessment
No. of patients/women Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% ClI) (95% ClI)
Live full-term singleton birth
rFSH vs. urinary gonadotrophins
1 (Van | Cochrane Very None Serious ” None No 894/3796 868/3543 OR 1.0 | 9 fewer per | Very
Wely et | review of 29 | serious? (24%) (24%) (0.9 to | 1000 low
al., 2011) RCTs women 1.1) (from 29
women
fewer to 11
more)
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Quality assessment

Summary of findings

No. of patients/women Effect

No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative Absolute Quality
studies considerations (95% CI) (95% ClI)
Clinical pregnancy
rFSH vs. urinary gonadotrophins
1 (Van | Cochrane Very Very serious © | None None No 1353/4864 1301/4618 OR 1.0 | 4 fewer per | Very
Wely et | review of 42 | serious? (28%) (28%) (0.9 to | 1000 low
al., 2011) RCTs women women 1.1) d (from 21

fewer to 14

more)
Adverse pregnancy outcome
rFSH vs. urinary gonadotrophins (miscarriage)
1 (Van | Cochrane Very None None Serious °© No 192/3329 166/3334 OR 1.2 | 8 fewer per | Very
Wely et | review of 30 | serious? (6%) (5%) (0.9 to | 1000 low
al., 2011) RCTs women women 1.4) (from 20

fewer to 5

more)

Not reported per clinical pregnancy
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative Absolute Quality
studies considerations (95% CI) (95% ClI)
Multiple pregnancies (the number of pregnancies with more than one fetus)
rFSH vs. urinary gonadotrophins
1 (Van | Cochrane Very None None None No 232/3150 260/3179 OR 0.9 | 8 fewer per | Low
Wely et | review of 25 | serious? (7%) (8%) (0.8  to | 1000
al., 2011) RCTs women women 1.1) (from 20
fewer to 5
more)
232/906 260/989 OR 1.0 | 6 fewer per
(26%) (26%) (0.8 to | 1000
pregnancies pregnancies 1.2) (from 43
fewer to 35
more)
Multiple births (the number of babies born from a multiple pregnancy)
No evidence was reported
Ovarian hyperstimulation syndrome (OHSS)
rFSH vs. urinary gonadotrophins
1 (Van | Cochrane Very None None Serious °© No 92/3994 (2%) | 73/3746 (2%) | OR 1.2 | 4 more per | Very
Wely et | review of 33 | serious? women women (0.9 to | 1000 low
al., 2011) RCTs 1.6) (from 2
fewer to 12
more)

Congenital abnormalities

No evidence was reported
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% CI) (95% ClI)
Patient satisfaction
No evidence was reported
Health related quality of life
No evidence was reported
Anxiety and/or depression
No evidence was reported
# No studies were double blinded. Method of randomisation was unclear for some studies. Method of allocation concealment was unclear for some studies
® For some studies in the review, this was reported as ongoing pregnancy (>20 weeks). This may include preterm births and births from multiple pregnancies
¢ |2 value was higher than 66%
d Despite a high I” value, this is not reported as a random effects statistic in the Cochrane review. A fixed effects Peto odds ratio analysis was used
© 95% confidence intervals hit or cross 0.75 and 1, and/or 1 and 1.25
Table 1.15.9 GRADE findings for comparison of specific recombinant vs. specific urinary gonadotrophins
Summary of findings
Quality assessment
No. of patients/women Effect
No. of studies Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
Live full-term singleton birth
rFSH vs. hMG/hp-hMG
1 (Van Wely et | Cochrane | Very None Serious ¢ Serious °© No 359/1604 406/1593 OR 0.8 | 32 fewer | Verylow
al., 2011) Review of | serious *" ¢ (22%) (25%) (0.7 to | per 1000
11 trials women women 1.0% (from 2
fewer to
57 fewer)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
rFSH vs. pFSH
1 (Van Wely et | Cochrane | Very None Serious ¢ Serious © No 171/825 103/605 OR 1.3 36 more | Very low
al., 2011) Review of | serious *™°¢ (21%) (17%) 10 to per 1000
5 trials women women 1 '7) (from 4
' fewer to
85 more)
rFSH vs. hp-FSH
1 (Van Wely et | Cochrane | Very None Serious ¢ None No 364/1367 359/1345 OR 10 |4 more | Very low
al., 2011) Review of | serious *™°¢ (27%) (27%) (0.9 to | per 1000
13 trials women women 1.2) (from 20
fewer to
28 more)
rFSH vs. uFSH
1 (Kahn et al, | RCT Very - Serious " Serious °© No 49/147 38/115 RR 1.0 3 more | Very low
1999) serious "¢ (33%) (33%) (0.7 to | per 1000
women women 1.4) (from 96
fewer to
142 more)
rFSH vs rFSH + hCG
2 (Blockell et al., | RCTs Very | None None Very _ Yes 14/57 17/55 RR 0.8 | 65 fewer | Verylow
2009; Check et serious "9 serious ©’ (24.6%) (30.9%) (0.4 to | per 1000
al., 2008) 1.5) (from 176
fewer to
139 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
rFSH vs. rFSH + hMG
1 (Sohrabvand | RCT Very |- Serious " Serious © Yes ™ 6/32 (19%) | 6/32 (19%) | RR 1|0 fewer | Very low
etal., 2010) serious " " women women (0.4 to | per 1000
! 2.8) (from 120
fewer to
332 more)
Clinical pregnancy
rFSH vs. hMG/hp-hMG
2 (Gomes et al., | 1 RCT | Very None Serious " None No 507/1917 563/1892 RR 0.9 | 33 fewer | Very low
2007; and Van | and serious & ° (26%) (30%) (0.8 to | per 1000
Wely et al, | Cochrane | ©9 women women 1.0)%® (from 6
2011) Review of fewer to
12 trials 57 fewer)
rFSH vs. hCG
1 (Gomes et al., | RCT Very - Serious " Serious °© Yes ° 3/17 (18%) | 6/17 (35%) | RR 0.5 | 176 fewer | Very low
(2007) serious &' women women (0.2 to | per 1000
1.7) (from 300
fewer to
240 more)
rFSH + rLH vs. uhMG
1 (Pacchiarotti | RCT Very - Serious " Serious °© No 15/62 (24%) | 17/60 (28%) | RR 0.9 | 42 fewer | Very low
et al., 2010) serious &' women women (0.5 to | per 1000
1.6) (from 150
fewer to
156 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
rFSH + hCG vs. rFSH + rLH
1 (Drakakis et | RCT Very - Serious ? None Yes ¢ 16/60 (27%) | 6/60 (10%) | RR 2.7 | 167 more | Very low
al., 2009) serious "¢ women women (.1 to | per 1000
6.4) (from 12
more  to
535 more)
rFSH vs. pFSH
1 (Van Wely et | Cochrane | Very None None Serious © No 244/891 150/669 OR 13|49 more | Verylow
al., 2011) Review of | serious *™°¢ (27%) (22%) (1.0 to | per 1000
7 trials women women 1.7) (from 5
more  to
99 more)
rFSH vs. hp-FSH
2 (Aboulghar et | 1 RCT | Very None Serious " None No 627/2115 615/2116 RR 1019 more | Very low
al., 2010 and | and serious ™ ¢ (30%) (29%) (0.9 to | per 1000
Van Wely et al., | Cochrane women women 1.1) (from 17
2011) Review of fewer to
23 trials 38 more)
rFSH vs. uFSH
4 (Coelingh | RCTs Very | None Serious " Serious ® Yes' 105/292 74/219 RR 1.1 |24 more | Verylow
Bennink et al., serious Kl (36%) (33.8%) (0.8 to | per 1000
1998; Kahn et ! 1.4) (from 54
al,, 1999; Raga fewer to
et al, 1999; 118 more)
Tanbo et al,
2001)

419




Fertility (appendices)

Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
rFSH vs. hFSH
2 (Gholami et | RCTs Very | None Serious ° Serious © Yes' 42/118 47/122 RR 0.9 | 27 fewer | Very low
al., 2010; serious %"/ (35.6%) (38.5%) (0.7 to | per 1000
Selman et al., 1.3) (from 127
2010) fewer to
112 more)
rFSH vs. rFSH + hFSH
1 (Selman et al., | RCT Serious ¢ - Serious " Serious © Yes " 21/65 (32%) | 27/63 (43%) | RR 0.8 | 107 fewer | Very low
2010) women women (0.5 to | per 1000
1.2) (from 223
fewer to
81 more)
rFSH + hFSH vs. hFSH
1 (Selman et al., | RCT Serious ¢ - Serious " Serious ® Yes “ 27/63 (43%) | 23/60 (38%) | RR 1.1 | 46 more | Very low
2010) women women (0.7 to | per 1000
1.7) (from 103
fewer to
276 more)
rFSH + hp-FSH vs. hp-FSH
1 (Battaglia et | RCT Very - None Serious °© Yes " 5/20 (25%) | 2/18 (11%) | RR 2.3 | 139 more | Very low
al., 2000) serious "¢ women women (0.5 to | per 1000
10.2) (from 56
fewer to
1000
more)

420




Appendix | — Grade tables

Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
rFSH vs. rFSH + hMG
6 (Check et al., | RCTs Very | None Serious Serious © Yes * 146/496 66/253 RR 1.0|5 fewer | Verylow
2008; De serious ok (29%) (26%) (0.8 to | per 1000
Placido et al, ! women women 1.3) (from 65
2001; Devesa et fewer to
al., 2010; 73 more)
Drakakis et al.,
2005; Loutradis
et al, 2003;
Sohrabvand et
al., 2010)
rFSH vs. rFSH + hCG
1 (Ashrafi et al., | RCT Serious ' - None None No 14/27 26/51 RR 1.0 | 10 more | Moderate
2011) (52%) (51%) (0.7 to | per 1000
women women 1.6) (from 178
fewer to
306 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
Adverse pregnancy outcome
rFSH vs. uFSH (abortions before 12 weeks after hCG administration)
1 (Coelingh | RCT Serious ' - None Serious © Yes' 10/105 6/67 (9%) | RR 1.1 |5 more | Low
Bennink et al., (10%) women (0.4 to | per 1000
1998) women 2.8) (from 53
fewer to
160 more)
10/32 (31%) | 6/19 (32%) | RR 1.0 | 3  fewer
pregnancies | pregnancies | (0.4 to | per 1000
2.3) (from 180
fewer to
407 more)
rFSH vs. hFSH (miscarriage)
2 (Gholami et | RCTs Very | None None Serious °© Yes' 5/118 (4%) | 6/122 (5%) | RR 0.9 | 7 fewer | Very low
al., 2010; serious "9 women women (0.3 to | per 1000
Selman et al., 2.7) (from 36
2010) fewer to
86 more)
5/42 (12%) | 6/47 (13%) | RR 0.9 |9 fewer
pregnancies | pregnancies | (0.3 to | per 1000
2.8) (from 88
fewer to
234 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
rFSH vs. rFSH + hFSH (abortion)
RCT Serious ¢ - None Serious © Yes " 3/65 (5%) | 4/63 (6%) | RR 0.7 | 17 fewer | Low
1 (Selman et al. women women (0.2 to | per 1000
3.1) (from 53
2010)
fewer to
135 more)
3/21 (14%) | 4/27 (15%) | RR 1.0 |6 fewer
pregnancies | pregnancies | (0.2 to | per 1000
3.9) (from 113
fewer to
422 more)
rFSH + hFSH vs. hFSH (abortion)
1 (Selman et al., | RCT Serious ¢ - None Serious © Yes u 4/63 (6%) | 3/60 (5%) | RR 1.3 |13 more | Low
2010) women women (0.3 to | per 1000
5.4) (from 35
fewer to
222 more)
4127 (15%) | 3/23 (13%) | RR 1.1 | 18 more
pregnancies | pregnancies | (0.3 to | per 1000
4.6) (from 94
fewer to
464 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
rFSH vs rFSH + hCG (miscarriage)
1 (Blockeel et | RCT Serious ¢ - None Serious ® Yes 3/35  (9%) | 3/35  (9%) | RR 1|0 fewer | Very low
al., 2009) women women (0.2 to | per 1000
4.6) (from 67
fewer to
310 more)
Not reported per clinical pregnancy
rFSH vs rFSH + hCG (ectopic pregnhancy)
1 (Blockeel et | RCT Serious ¢ - None Serious ® Yes* 135 (3%) | 0/35 (0%) | RR 3| Not Very low
al., 2009) women women (0.1 to | calculable
71.2)
Not reported per clinical pregnancy
rFSH vs. rFSH + hMG (abortion)
1 (De Placido et | RCT Very - None Serious °© Yes” 2/23  (8%) | 1/20 (5%) | RR 1.7 | 37 more | Very low
al., 2001) serious "¢ women women (0.2 to | per 1000
17.8) (from 42
fewer to
839 more)
2/8  (25%) | 1/10 (10%) | RR 2.5 | 150 more
pregnancies | pregnancies | (0.3 to | per 1000
22.9) (from 73
fewer to
1000
more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
rFSH vs. hCG (miscarriage)
1 (Gomes et al., | RCT Very - None Serious © Yes ° 1/17  (6%) | 3/17 (18%) | RR 0.3 | 118 fewer | Very low
2007) serious &' women women (0.0 to | per 1000
2.9) (from 169
fewer to
334 more)
1/3  (33%) | 3/6 (50%) | RR 0.7 | 165 fewer
pregnancies | pregnancies | (0.1 to | per 1000
4.0) (from 445
fewer to
1000
more)
Multiple pregnancies (the number of pregnancies with more than one fetus)
rFSH vs. rFSH + hMG
1 (Check et al., | RCT Very - None Serious °© No 2/22  (9%) | 220 (10%) | RR 0.9 |9 fewer | Very low
2008) serious "9 women women (0.1 to | per 1000
5.9) (from 86
fewer to
486 more)
217 (29%) | 2/10 (20%) | RR 1.4 | 86 more
pregnancies | pregnancies | (0.3 to | per 1000
7.9) (from 148
fewer to
1000
more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
rFSH vs. rFSH + hCG
1 (Ashrafi et al., | RCT Serious ' - None None No 4/27 3/51 RR 25|89 more | Moderate
2011) (15%) (6%) women | (0.6 to | per 1000
women 10.4) (from 23
fewer to
555 more)
4/14 3/26 RR 25| 171 more
(29%) (12%) (0.6 to | per 1000
pregnancies | pregnancies | 9.5) (from 42
fewer to
985 more)
Multiple births (the number of babies born from a multiple pregnancy)
No evidence reported
Ovarian hyperstimulation syndrome (OHSS)
rFSH vs. hMG/hp-hMG
1 (Van Wely et | Cochrane | Very None None Serious °© No 27/1604 27/1593 OR 10| 0 fewer | Verylow
al., 2011) Review of | serious *" ¢ (2%) (2%) (0.6 to | per 1000
11 trials women women 1.7) (from 7
fewer to
12 more)
rFSH vs. pFSH
1 (Van Wely et | Cochrane | Very None None Serious °© No 24/855 (3%) | 9/635 (1%) | OR 1.8 | 11 more | Very low
al., 2011) Review of | serious *" ¢ women women (0.9 to | per 1000
6 trials 3.6)° (from 1
fewer to
35 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% ClI)
rFSH vs. hp-FSH
1 (Van Wely et | Cochrane | Very None None Serious © No 41/1535 37/1518 OR 1.1 |3 more | Very low
al., 2011) Review of | serious *™°¢ (3%) women | (2%) women | (0.7 to | per 1000
16 trials 1.8) (from 7
fewer to
18 more)
rFSH vs. rFSH + hCG
1 (Ashrafi et al., | RCT Serious ' - None None No 4/27 0/54 RR 17.7 | Not
2011) (15%) (0%) women | (0.9 to | calculable
women 316.9)

Congenital abnormalities

No evidence reported

Patient satisfaction

No evidence reported

Health related quality of life

No evidence reported

Anxiety and/or depression

No evidence reported

# Not all studies clearly reported blinding
® Not all studies clearly reported allocation concealment
¢ Not all studies clearly reported the method of randomisation used
4 Also includes ongoing pregnancies (beyond 20 weeks) where live birth rate was not reported
€ 95% confidence intervals hit or cross 0.75 and 1, and/or 1 and 1.25
" A power calculation was not reported
9 Blinding was not reported in at least one study
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n May include preterm births and births from multiple pregnancies

" Method of randomisation was not reported

A power calculation was performed but not enough women were recruited

¥ One study only included women less than 36 years old

' Allocation concealment not reported

™ Only included women aged 20 to 35 and with a BMI of 18 to 30

" Clinical pregnancy not defined in at least one study

° Only included women aged 25 to 35

P Clinical pregnancy defined as endometrial gestational sac with a transvaginal ultrasound scan

9 Only included women aged 36 to 42 years old with a BMI =< 32

" One study only included women with a BMI of 19 to 32

® Clinical pregnancy not defined in one study. Defined as ‘cardiac activity after 7 weeks’ in the other study.

' One study only included women aged 27 to 38 and BMI between 20 and 26. The other study only included women under 37 years.
“ Only included women aged 27 to 38 and BMI between 20 and 26

¥ Excluded women with a BMI > 30

*“ Clinical pregnancy not defined in two studies. Confirmed at 8 weeks in one study. Confirmed at 4 weeks with ultrasound in one study.
* One study only included women aged 20 to 35 and with a BMI of 18 to 30. Other study excluded women with BMI > 29
¥ Excluded women with BMI > 29

? Calculated in RevMan as OR 2.0 (0.9 to 4.4) with an absolute effect of 14 more per 1000 (from 1 fewer to 45 more)

# this result was significantly in favour of hMG at 2 decimal places

% this result was significantly in favour of hMG at 2 decimal places
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Table 1.15.10 GRADE findings for comparisons of a) urinary vs. urinary gonadotrophins and b) recombinant vs. recombinant gonadotrophins

Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% CI)
Live full-term singleton birth
rhFSH vs. rhFSH + rhLH
2 (Matorras et al., | RCTs Serious " Very serious ° Serious ¢ Serious ® Yes' 15/125 (12%) | 18/118 (15%) | RR 0.8 | 32 fewer | Very
2009; Tarlatzis et women women (0.2 to | per 1000 | low
al., 2006) 3.2)9 (from 122
fewer to
339 more)
rhFSH vs. hMG
1 (Quigley et al, | RCT None - Serious ¢ Serious © No 4/48 (8%) | 2/50 (4%) | RR 2.1 | 43 more | Low
1988) women women (0.4 to | per 1000
10.9) (from 24
fewer to
394 more)
Clinical pregnancy
pFSH vs. pFSH + hMG
1 (Balasch et al, | RCT Very - Serious Serious ° No 13/92 (14%) | 11/96 (12%) | RR 1.2 | 26 more | Very
1996) serious ™ ™' women women (0.6 to | per 1000 | low
2.6) (from 48
fewer to
184 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% CI)
hp-FSH vs. hp-FSH + hMG
2 (Balasch et al, | RCTs Very Serious Serious Serious ° No 22/149 (15%) | 23/148 (16%) | RR 1.0 | 6 more
1996; and Ku et al., serious a b women women (0.4 to | per 1000 Ver
2003) h,i 2.5)9 (from 87 y
low
fewer to
233 more)
rhFSH vs. rhFSH + rhLH
6 (Balasch et al., | RCTs Very . Serious Serious ' Serious © No 148/462 157/513 RR 1.1 | 15 more | Very
2001; Barrenetxea serious * "' (32%) (31%) (0.8 to | per 1000 | low
et al., 2008; women women 1.4)° (from 67
Fabregues et al., fewer to
(2011); Marrs et al., 125 more)
2004; Matorras et
al., 2009; Tarlatzis
et al., 2006)
rhFSH + rhLH vs. rhLH
1 (Dunerin et al, | RCT Very - Serious Serious © Yes " 24/75 (32%) | 23/71 (32%) | RR 1.0 | 3 fewer | Very
2008) serious ™ ™' women women (0.6 to | per 1000 | low
1.6) (from 123
fewer to
188 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% CI)
rFSH vs. rFSH + rLH
7 (Caserta et al, | RCTs Very Serious Serious " Very Yes P 183/957 221/951 RR 0.8 | 49 fewer | Very
2011; Ferraretti et serious b serious ©° (19%) (23%) (0.6 to | per 1000 | low
al., (2004; hi women women 1.1) (from 100
Griesinger et al, fewer to
2005; Kovacs et al., 28 more)
2010; Levi-Setti et
al., 2006;
NyboeAndersen et
al., 2008; Pezzuto et
al., 2010)
hCG vs. hMG
1 (Gomes et al., | RCT Very . - Serious Serious © Yes ¢ 6/17 (35%) | 6/17 (35%) | RR 1|0 fewer | Very
2007) serious ™" women women (0.4 to | per 1000 | low
2.5) (from 212
fewer to
522 more)
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Summary of findings
Quality assessment
No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% CI)
Adverse pregnancy outcome
pFSH vs. pFSH + hMG (clinical abortion)
1 (Balasch et al, | RCT Very - None Serious ° No 2/92 (2%) | 2/96 (%) | RR 1.0 |1 more
1996) serious ™ ™' women women (0.2 to | per 1000
7.3) (from 18

fewer to
130 more) Very

2113  (15%) | 2/11 (18%) | RR 0.9 | 27 fewer | loW
pregnancies pregnancies (0.1 to | per 1000

5.1) (from 156
fewer to
738 more)

Hp-FSH vs. hp-FSH + hMG (clinical abortion)
1 (Balasch et al, | RCT Very - None Serious © No 2/123  (2%) | 4/129 (3%) | RR 0.5 | 15 fewer
1996) serious ™ ™' women women (0.1 to | per 1000
2.8) (from 28
fewer to

56 more) Very

2/16  (13%) | 4/21 (19%) | RR 0.7 | 65 fewer low
pregnancies pregnancies (0.1 to | per 1000
3.2) (from 164
fewer to
410 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% CI)
rFSH vs. rFSH + rLH (abortion)
1 (Ferraretti et al., | RCT Very - None Serious ° Yes' 145  (2%) | 2141  (5%) | RR 0.5 | 26 fewer
2004) serious ™ ™' women women (0.0 to | per 1000
4.8) (from 47
fewer to
187 more) Very
1711 (9%) | 2/22  (9%) |[RR 1[0 fewer | lOW
women women (0.1 to | per 1000
9.9) (from 82
fewer to
805 more)
rFSH vs. rFSH + rLH (miscarriage before 12 weeks)
1 (Griesinger et al., | RCT Very - None Serious ° Yes ® 3/65 (5%) | 8/62 (13%) | RR 0.4 | 83 fewer
2005) serious ™ ™' women women (0.1 to | per 1000
1.3) (from 116 Very
fewer 1o | |ow
37 more)

Not reported per clinical pregnancy
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% CI)
rhFSH vs. rhFSH + rhLH (miscarriage)
1 (Fabregues et al.,, | RCT Serious ' - None Serious ° No 4/62 6/125 RR 1.3 |16 more
2011) (7%) women | (5%) women | (0.4 to | per 1000
4.6) (from 29
fewer to
172 more)
Low
4/22 6/31 RR 0.9 | 12 fewer
(18%) (19%) (0.3 to | per 1000
pregnancies pregnancies 2.9) (from 135
fewer to
375 more)
rhFSH + rhLH vs. rhLH (miscarriage)
1 (Tarlatzis et al, | RCT Serious ” - None Serious ° No 4/57 (7%) | 3/55 (5%) | RR 1.29 | 16 more
2006) women women (0.3 to | per 1000
5.5) (from 38
fewer to
245 more)
Low
4/14  (29%) | 3/9 (33%) | RR 0.9 | 47 fewer
pregnancies pregnancies (0.3 to | per 1000
3.0) (from 250
fewer to
653 more)

434




Appendix | — Grade tables

Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% CI)
hCG vs. hMG (miscarriage)
1 (Gomes et al., | RCT Very . - None Serious ° Yes ¢ 3/17 (18%) | 0/17  (0%) | RR 7 | Not
2007) serious ™" women women (0.4 to | calculable
126.0)
Very
36 (50%) | 0/6 (%) | RR 7 | Not low
pregnancies pregnancies (0.4 to | calculable
111.9)
Multiple pregnancies (the number of pregnancies with more than one fetus)
rhFSH vs. rhFSH + rhLH
1 (Fabruegues etal., | RCT Serious ' - None Serious © No 6/62 6/125 RR 2.0 49 more
2011) (10%) (5%) women | (0.7to per 1000
women 6.0) (from 15
fewer to
240 more)
Low
6/22 6/31 RR 1.41 | 79 more
(27%) (19%) (0.52to | per 1000
pregnancies pregnancies 3.8) (from 93
fewer to
542 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% CI)
rFSH vs. rFSH + rLH
1 (NyboeAndersen RCT Serious ' - None Very No 16/261 (6%) 20/265 (8%) RR 0.8 14 fewer
et al., 2008) serious & " women women (0.4t0 per 1000
1.5) (from 43
fewer to
40 more)
16/88 20/83 RR 0.8 | 60 fewer Very
(18%) (24%) (0.4to | per1000 | low
pregnancies | pregnancies 1.4) (from
140
fewer to
84 more)
Multiple births (the number of babies born from a multiple pregnancy)
No evidence reported
Ovarian hyperstimulation syndrome (OHSS)
pFSH vs. pFSH + hMG
1 (Balasch et al, | RCT Very - None Serious ° No 1/92 (1%) | 2/96 (2%) | RR 0.5 | 10 fewer | Very
1996) serious ™ ™' women women (0.1 to | per 1000 | low
5.7) (from 20
fewer to
97 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% CI)
Hp-FSH vs. hp-FSH + hMG
1 (Balasch et al, | RCT Very - None Serious ° No 2/123  (2%) | 3/129 (2%) | RR 0.7 | 7  fewer | Very
1996) serious ™ ™' women women (0.1 to | per 1000 | low
4.1) (from 20
fewer to
72 more)
rFSH vs. rFSH + rLH
1 (Caserta et al, | RCT Serious ” - None Serious ° No 6/521 1/518 RR 6.0 | 10 more | Low
2011) (1%) women | (0.2%) (0.7 to | per 1000
women 49.4) (from 1
fewer to
93 more)

Congenital abnormalities

No evidence reported

Patient satisfaction

No evidence reported

Health related quality of life

No evidence reported

Anxiety and/or depression

No evidence reported

% Randomisation was poorly conducted in at least one study

® A power calculation was not clearly reported in at least one study

® The I value is greater than 66%

 May include preterm births and births from multiple pregnancies

© 95% confidence intervals hit or cross 0.75 and 1, and/or 1 and 1.25

437




Fertility (appendices)

fone study was restricted to those of a BMI of 18 to 30
9 Random effects model is reported as I value > 33%
" Allocation concealment was not clearly reported in at least one study
: Blinding was not clearly reported in at least one study
I Definition of clinical pregnancy not reported

¥ The I value is greater than 33% but less than 66%
"One study reported pregnancy confirmed by presence of fetal sac and heart beat on day 35 after oocyte retrieval. One study only included women over 40 years old
™ This was a multi-centre trial — authors report that luteal phase support may have varied across centres

" Clinical pregnancy was not defined in one study. Defined as ongoing gestation > 12 weeks in two studies

° One study reported a power calculation but did not recruit enough women

P One study only included women with a BMI =< 27, one 18 to 35, one 20 to 25

9 Women were only included if they were 25-35 years old

" Only included women with a BMI =<27

* Only included women with a BMI of 18 to 35

Table 1.15.11 GRADE findings for comparison of dosages of FSH/rFSH for ovarian stimulation

Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative Absolute
considerations (95% ClI) (95% ClI)

Quality

Live full-term singleton birth

Low dose step-up FSH (75 IU/day for 6 days, increased by 37.5 IU/day thereafter) vs. step-down FSH (225 IU/day for 3 days then decreased to 150 |U/day for three days)

(low response)

1 (Koundouros
et al., 2008)

RCT

Very
serious > ¢

Serious * ¢

Serious '

No

13/75 (17%)
women

11/75 (15%)
women

RR 1.2
(0.6 to
2.5)

26 more
per 1000
(from 63
fewer to
216 more)

Very low
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative Absolute Quality
considerations (95% ClI) (95% ClI)

150 IU rFSH vs. 225 |U rFSH
1 (Yong et al, | RCT Very - Serious ¢ Serious ' Yes ¢ 7160 (12%) | 9/63 (14%) | RR 0.8 | 26 fewer | Very low
2003) serious " women women (0.3 to | per 1000

2.1) (from 97

fewer to
150 more)

Clinical pregnancy
150 IU rFSH vs. 200 IU rFSH
3 (Cavagna et | RCTs Very None Serious " Serious ' Yes' 79/318 73/319 RR 1.1 |18 more | Very low
al., 2006; serious ™ ¢ (24.8%) (22.9%) (0.8  to | per 1000
Harrison et al., 1.4) (from 41
2001; Out et al., fewer to 98
2004) more)
100 IU rFSH vs. 200 IU rFSH
5 (De Jong et | RCTs Very None Serious ™! Serious ' Yes 93/460 92/455 RR 1 | O fewer per | Very low
al., 2000; serious ™ ¢ (20%) (20%) (0.8 to | 1000
Hoomans et al., women women 1.3) (from a7
2002; Out et al., fewer to 59
1999; Out et al, more)

2001; Tan et al.,
2005)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative Absolute
considerations (95% ClI) (95% ClI)

Quality

Low dose step-up FSH (75 IU/day for 6 days, increased by 37.5 IU/day thereafter) vs. step-down FSH (225 IU/day for 3 days then decreased to 150 IU/day for three days)

(low response)

1 (Koundouros | RCT Very - Serious ' Serious ' No 18/75 (24%) | 20/75 (27%) | RR 0.9 | 27 fewer | Very low
et al., 2008) serious ™ ¢ women women (0.5 to | per 1000
1.6) (from 128
fewer to
149 more)
300 IU rFSH vs. 400 IU rFSH
1 (Harrison et | RCT Very - None Serious ' No 2124 (8%) | 2124  (8%) | RR 1 | O fewer per | Very low
al., 2001) serious " women women (0.2 to | 1000
6.5) (from 71
fewer to
461 more)
150 IU rFSH vs. 300 IU rFSH
1 (Klinkert et al., | RCT Very - Very Very No 3/26 (11.5%) | 1/26 (3.8%) RR 3.0 | 77 more | Very low
2005) serious ™ serious ™' serious "™ (0.3  to | per 1000
27.0) (from 26
fewer to
1000 more)
150 IU rFSH vs. 250 rFSH
2 (Latin- | RCTs Serious * None None Serious ' Yes " 44/268 42/276 RR 1.1 |12 more | Low
American, 2001; (16%) (15%) (0.7 to | per 1000
Out et al., 2000) women women 1.6) (from 41
fewer to 90
more)

440




Appendix | — Grade tables

Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative Absolute Quality
considerations (95% ClI) (95% ClI)

Individual dose (100 to 250 IU) rFSH vs. 150 IU rFSH
1 (Popovic- | RCT Very - Serious " Serious ' No 48/131 32/131 RR 1.5 | 122 more | Very low
Todorovic et al., serious " (37%) (24%) (2.0 to | per 1000
2003) women women 2.2) (from 7

more to

288 more)
150 IU rFSH vs. 225 |U rFSH
1 (Wikland et al., | RCT Very - Serious " Serious ' No 21/60 (35%) | 24/60 (40%) | RR 0.9 | 48 fewer | Very low
(2001) serious ™ ¢ women women (0.6  to| per 1000

1.4) (from 180

fewer to

156 more)
Low dose FSH (between 37.5 IU and 75 IU) vs. standard dose FSH (between 112.5 IU and 225 1U)
1 (Zhu et al, | RCT Very - None Serious ' Yes ° 33/60 (57%) | 31/60 (60%) | RR 11|31 more | Very low
2009) serious " women women (0.8 to | per 1000

1.5) (from 124
fewer to
253 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative Absolute
considerations (95% ClI) (95% ClI)

Quality

Adverse pregnancy outcome

Low dose step-up FSH (75 IU/day for 6 days, increased by 37.5 IU/day thereafter) vs. step-down FSH (225 IU/day for 3 days then decrease of 150 IU/day for three days)
(low response) (miscarriage)

1 (Koundouros | RCT Very - Serious © Serious ' No 7175 (9%) | 9/75 (12%) | RR 0.8 | 26 fewer | Very low
et al., 2008) serious ™ ¢ women women (0.3  to| per 1000
2.0) (from 83
fewer to
118 more)
7/18 (39%) | 9/20 (45%) | RR 0.9 | 63  fewer
pregnancies | pregnancies | (0.4 to | per 1000
1.8) (from 266
fewer to
378 more)
100 IU rFSH vs. 200 IU rFSH (miscarriage)
2 (Hoomans et | RCTs Very None None Serious ' Yes 3/254  (1%) | 10/255 (4%) | RR 0.3 | 27  fewer | Very low
al., 2002; Out et serious ¢ women women (0.1 to | per 1000 L
al., 2001) 1.1) from 36| W
fewer to 2
more)
None 3/49  (6%) | 10/45 (22%) | RR 0.3 | 162 fewer
pregnancies | pregnancies | (0.1 to | per 1000
0.9) (from 18
fewer to
204 fewer)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative Absolute Quality
considerations (95% ClI) (95% ClI)
150 IU rFSH vs. 250 rFSH (extra-uterine pregnancy)
1 (Latin- | RCT None - None Serious ' Yes " 1/201  (1%) | 0/203 (0%) | RR 3.0 | Not Moderate
American women women (0.1 to | calculable
Puregon IVF 73.9)
study group,
2001)
1/34 (3%) | 0/33 (0%) | RR 2.9 | Not
pregnancies | pregnancies | (0.1 to | calculable
69.1)
100 IU rFSH vs. 200 IU rFSH (ectopic pregnancy and/or miscarriage)
2 (Out et al, | RCTs Serious ? Serious ° None Serious ' Yes 13/198 (7%) | 5/193 (3%) | RR 22|32 more | Very low
1999; Tan et al,, women women (0.5 to | per 1000 Moderate
2005) 10.8) " (from 14
fewer to
254 more)
1 (Out et al, - None 10/16 (63%) | 2/23  (9%) | RR 7.2 | 538 more
1999) pregnancies | pregnhancies | (1.8 to | per 1000
28.5) (from 70
more to
1000 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative Absolute Quality
considerations (95% ClI) (95% ClI)
150 IU rFSH vs 200 rFSH (miscarriage and/or ectopic pregnancy)
1 (Out et al, | RCT Serious ? - None Serious ' Yes 8/132 (6%) | 9/132 (7%) | RR 0.9 | 8 fewer per | Low
1999) women women (0.4 to | 1000
2.2) (from 44
fewer to 84
more)
8/41 (20%) | 9/32 (28%) | RR 0.7 | 87  fewer
pregnancies | pregnancies | (0.3 to | per 1000
1.6) (from 197
fewer to
169 more)
Individual dose (100 to 250 IU) rFSH vs. 150 IU rFSH (biochemical pregnancy, abortion, or extrauterine pregnancy)
1 (Popovic- | RCT Very - None Serious ' No 11/131 (8%) | 15/131 RR 0.7 | 31  fewer | Very low
Todorovic et al., serious ™ ¢ women (11%) (0.4  to | per 1000
2003) women 1.5) (from 74
fewer to 62
more)
None 11/48 (23%) | 15/32 (47%) | RR 0.5 | 239 fewer
pregnancies | pregnancies | (0.3 to | per 1000
0.9) (from 37
fewer to
347 fewer)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative Absolute Quality
considerations (95% ClI) (95% ClI)
150 IU rFSH vs. 225 IU rFSH (miscarriage or extrauterine pregnancies)
1 (Wikland et al., | RCT Very - None Serious ' No 6/60 (10%) | 9/60 (15%) | RR 0.7 | 49  fewer | Very low
2001) serious ™ ¢ women women (0.3  to | per 1000
1.8) (from 113
fewer to
114 more)
6/21 (28.6%) | 9/24 (37.5%) | RR 0.8 | 90  fewer
pregnancies | pregnancies | (0.3 to | per 1000
1.8) (from 251
fewer to
292 more)
150 IU rFSH vs. 225 IU rFSH (miscarriage)
1 (Yong et al, | RCT Very - None Serious ' Yes P 1/60 (2%) | 1/63 (2%) | RR 1.1 | 1 more per | Very low
2003) serious " women women (0.1 to | 1000
16.4) (from 15
fewer to
245 more)

Not reported per clinical pregnancy

445




Fertility (appendices)

Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative Absolute
considerations (95% ClI) (95% ClI)

Quality

Multiple pregnancies (the number of pregnancies with more than one fetus)

Low dose step-up FSH (75 IU/day for 6 days, increased by 37.5 IU/day thereafter) vs. step-down FSH (225 IU/day for 3 days then decrease of 150 IU/day for three days)

(low response)

1 (Koundouros | RCT Very - Serious © Serious ' No 4/74  (5%) | 5/75 (7%) | RR 0.8 | 13  fewer | Very low
et al., 2008) serious ™ ¢ women women (0.2 to| per 1000
2.9) (from 51
fewer to
127 more)
4/18 (22%) | 5/20 (20%) | RR 0.9 | 28  fewer
pregnancies | pregnancies | (0.3 to | per 1000
2.8) (from 180
fewer to
452 more)
100 IU rFSH vs. 200 IU rFSH
1 (Hoomans et | RCT Very - None Serious ' Yes 9/163 (6%) | 9/167 (5%) | RR 1.0 | 1 more per | Very low
al., 2002) serious " women women (0.4 to | 1000
2.5) (from 31
fewer to 82
more)
9/32 (28%) | 9/30 (30%) | RR 0.9 | 18 fewer
pregnancies | pregnancies | (0.4 to | per 1000
2.0) (from 171
fewer to
312 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative Absolute Quality
considerations (95% ClI) (95% ClI)
150 IU rFSH vs. 300 IU rFSH
1 (Klinkert et al., | RCT Very - Serious ' Serious " No 0/26 (0%) | 0/26  (0%) | Not Not Very low
2005) serious ™ ¢ women women calculable | calculable
0/3 (0%) 0/1 (0%) | Not Not
. pregnancies | calculable | calculable
pregnancies
150 IU rFSH vs. 250 rFSH
1 (Latin- | RCT None - None Serious ' Yes ™*® 16/201 (8%) | 9/203 (4%) | RR 1.8 | 35  more | Moderate
American women women (0.8 to | per 1000
Puregon IVF 4.0) (from 8
study group, fewer to
2001) 132 more)
16/34 (47%) | 9/33 (27%) | RR 1.7 | 199 more
pregnancies | pregnancies | (0.9 to | per 1000
3.3) (from 30
fewer to
638 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative Absolute Quality
considerations (95% ClI) (95% ClI)
150 IU rFSH vs. 225 IU rFSH
2 (Wikland et al., | RCTs Very None None Serious ' Yes P 5/120 (4.2%) | 8/123 (6.5%) | RR 0.6 | 23  fewer | Very low
2001; Yong et serious ™ ¢ (0.2 to| per 1000
al., 2003) 1.9) (from 51
fewer to 58
more)
5/28 (17.9%) | 8/33 (24.2%) | RR 0.8 | 61 fewer
(0.3t02) per 1000
(from 175
fewer to
242 more)

Multiple births (the number of babies born from a multiple pregnancy out of the total number of babies born)

Low dose step-up FSH (75 IU/day for 6 days, increased by 37.5 IU/day thereafter) vs. step-down FSH (225 IU/day for 3 days then decreased to 150 IU/day for three days)

(low response)

1 (Koundouros | RCT Very - Serious °© Serious ' No 8/21 10/21 RR 0.8|95 fewer | Verylow
et al., 2008) serious ™ ¢ (38%) (48%) (0.4 to | per 1000
babies babies 1.6) (from 290

fewer to

295 more)
Ovarian hyperstimulation syndrome (OHSS)
150 IU FSH vs. 200 IU FSH
2 (Cavagna et | RCTs Very NA None Serious ' Yes' 8/172 (5%) | 10/168 (6%) | RR 0.8 | 12  fewer | Very low
al.,, 2006; and serious ¢ women women (0.3 to | per 1000
Out et al., 2004) 2.0) (from 40

fewer to 57

more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative Absolute
considerations (95% ClI) (95% ClI)

Quality

Low dose step-up FSH (75 IU/day for 6 days, increased by 37.5 IU/day thereafter) vs. step-down FSH (225 IU/day for 3 days then decreased to 150 IU/day for three days)

(low response)

1 (Koundouros | RCT Very - Serious © Serious ' No 3/75 (4%) | 8/75 (11%) | RR 0.4 | 66 fewer | Very low
et al., 2008) serious ™ ¢ women women (0.1  to| per 1000
1.4) (from 96

fewer to 38

more)
100 IU rFSH vs. 200 IU rFSH
3 (Hoomans et | RCTs Very None Serious ' Yes 8/351 (2%) | 9/350 (3%) | RR 1.0 | O fewer per | Very low
al. 2002; Out et serious ™ ¢ women women (0.3  to | 1000
al., 2001; Tan et 4.0) (from 19
al. 2005) fewer to 76

more)
150 IU rFSH vs. 300 IU rFSH
1 (Klinkert et al., | RCT Very - Serious ' Serious " No 0/26 (0%) | 0/26  (0%) | Not Not Very low
2005) serious ™ ¢ women women calculable | calculable
150 IU rFSH vs. 250 rFSH
1 (Latin- | RCT None - None Serious ' Yes " 5/201 (3%) | 8/203 (4%) | RR 0.6 | 15 fewer | Moderate
American women women (0.2 to | per 1000
Puregon IVF 2.0) (from 31
study group, fewer to 35
2001) more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative Absolute Quality
considerations (95% ClI) (95% ClI)
150 IU rFSH vs. 225 IU rFSH
1 (Yong et al., | RCT Very - None Serious ' Yes P 0/60 (0%) | 4/63  (6%) | RR 0.1 |56 fewer | Very low
2003) serious " women) women (0.0 to | per 1000
2.1) (from 63
fewer to 71
more)
Low dose FSH (between 37.5 IU and 75 IU) vs. standard dose FSH (between 112.5 IU and 225 1U)
1 (Zhu et al, | RCT Very - None Serious ' Yes ° 4/60 (7%) | 12/60 (20%) | RR 0.3 | 134 fewer | Very low
2009) serious " women women (0.1 to | per 1000
1.0) (from 4
fewer to
178 fewer)

Congenital abnormalities

No evidence reported

Patient satisfaction

No evidence reported

Health related quality of life

No evidence reported

Anxiety and/or depression

No evidence reported

 Power calculation not reported
® blinding not reported
¢ Method of randomisation not reported
4 May include preterm births and/or births from multiple pregnancies
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¢ Women were under the age of 30, had PCOS

95% confidence intervals hit or cross 0.75 and 1, and/or 1 and 1.25

9 Women were only included if aged 23 to 41 with a BMI < 34

n Pregnancy not defined in at least one study

"One study only included women under 35 years with a BMI between 19 and 29. The other study only included women with a BMI between 18 and 29.
] Pregnancy defined in one study as ‘ongoing pregnancy’ (>12 weeks gestation)

k Studies only included women with a BMI between 18 and 29

'Women were aged 41 to 46 years

™ A power calculation was reported but not enough women were recruited

" Women were only recruited if aged 30 to 39 years with a BMI of 18 to 29 (in both studies)

° Only women under 35 years were included
P Only included women aged 23 to 41 years with a BMI < 34
9% value is greater than 33% but less than 66%
" Random effects model reported as I > 33%

® Included 17 twins, 5 triplets, and 4 quadruplet pregnancies

Table 1.15.12 GRADE findings for comparison of Unstimulated IVF vs. stimulation with clomifene citrate and/or gonadotrophins (no IVF/ICSI)

Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative Absolute
studies considerations (95% CI) (95% ClI)

Quality

Live full-term singleton birth

No evidence reported

Clinical pregnancy

No evidence reported

Adverse pregnancy outcome

No evidence reported

Multiple pregnancies (the number of pregnancies with more than one fetus)

No evidence reported
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative Absolute
studies considerations (95% CI) (95% ClI)

Quality

Multiple births (the number of babies born from a multiple pregnancy)

No evidence reported

Ovarian hyperstimulation syndrome (OHSS)

No evidence reported

Congenital abnormalities

No evidence reported

Patient satisfaction

No evidence reported

Health related quality of life

No evidence reported

Anxiety and/or depression

No evidence reported
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Table 1.15.13 GRADE findings for comparison of GhRH agonist + gonadotrophins IVF/ICSI cycles vs. clomifene citrate + gonadotrophins (+ GnRH antagonist) IVF/ICSI cycles

Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% CI) | (95% CI)
Live full-term singleton birth
GnRH agonist + hMG vs. CC + hMG
1 (Long et al., | RCT Very - None Serious ¢ No 1/36 (3%) | 4/36 (11%) | RR 0.3 | 83 fewer | Very low
1995) serious ¢ women women (0.0 to | per 1000
2.1) (from 108

fewer to

126 more)
GnRH agonist + hMG/FSH vs. CC + hMG + GnRH antagonist
1 (Lin et al, | RCT Serious ? - Serious © Serious ¢ No 21/60 (35%) | 22/60 (37%) | RR 1.0 | 18 fewer | Very low
2006) women women (0.6 to | per 1000

1.5) (from 150

fewer to

198 more)
Clinical pregnancy
GnRH agonist + hMG vs. CC + hMG
3 (Dhont et | RCTs Very Serious ' Serious ° Serious ¢ No 87/315 741317 RR 1.2 |44 more | Verylow
al., 1995; serious ¢ (27.6%) (23.3%) (0.8 to | per 1000
Grochowski et 1.7)h (from 44
al., 1999; fewer to
Long et al, 173 more)
1995)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% CI) | (95% CI)
GnRH agonist + gonadotrophins vs. CC + hMG + GnRH antagonist
2 RCTs Very None None Serious ¢ No 55/160 62/160 RR 0.9 | 43 fewer | Verylow
(Karimzadeh serious * ¢ (34%) (39%) (0.7 to | per 1000
and Lin, 2006) women women 1.2) (from 132
fewer to
70 more)
GnRH agonist + rFSH vs. CC + rFSH + rLH + corticosteroid
1 Weigert et | RCT Very - None Serious ¢ No 41/140 54/154 RR 0.8 | 56 fewer | Verylow
al., 2002) serious * ¢ (29%) (35%) (0.6 to | per 1000
women women 1.2) (from 140
fewer to
60 more)
Adverse pregnancy outcome
GnRH agonist + hMG vs. CC + hMG (miscarriage)
1 (Long et al., | RCT Very - None Serious ¢ No 2/36  (6%) | 0/36  (0%) | RR 5.0 | Not Very low
1995) serious * ¢ women women (0.3 to | calculable
100.6)
2/5  (40%) | 0/5 (0%) | RR 5.0 | Not
pregnancies | pregnancies | (0.3 to | calculable
83.7)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% CI) | (95% CI)
GnRH agonist + hMG vs. CC + hMG (ectopic)
1 (Long et al., | RCT Very - None Serious ¢ No 0/36 (0%) | 1/36 (3%) | RR 0.3 | 19 fewer | Very low
1995) serious * ¢ women women (0.0 to | per 1000
7.9) (from 28
fewer to
192 more)
0/5 (0%) | 1/5 (20%) | RR 0.3 | 134 fewer
pregnancies | pregnancies | (0.0 to | per 1000
6.7) (from 196
fewer to
1000
more)
GnRH agonist (triptorelin) + hMG vs. CC + hMG (pregnancy loss)
1 (Harrison et | RCT Serious © - None Serious ¢ Yes' 3/50 (6%) | 4/50 (8%) | RR 0.8 | 20 fewer | Low
al., 1994) women women 0.2 to | per 1000
3.2) (from 66
fewer to
174 more)
Not reported per clinical pregnancy
GnRH agonist (buserelin) + hMG vs. CC + hMG (pregnancy loss)
1 (Harrison et | RCT Serious © - None Serious ¢ Yes' 3/50 (6%) | 4/50 (8%) | RR 0.8 | 20 fewer | Low
al., 1994) women women (0.2 to | per 1000
3.2) (from 66
fewer to
174 more)

Not reported per clinical pregnancy
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% CI) | (95% CI)
GnRH agonist + hMG/FSH vs. CC + hMG + GnRH antagonist (abortion or stillbirth)
1 (Lin et al, | RCT Serious ? - None Serious ¢ No 3/60 (5%) | 3/60 (5%) | RR 1|0 fewer | Low
2006) women women (0.2 to | per 1000
4.8) (from 40
fewer to
188 more)
3/24 (13%) | 3/25 (12%) | RR 1.0 | 5 more
pregnancies | pregnancies | (0.2 to | per 1000
4.7) (from 92
fewer to
439 more)
GnRH agonist + rFSH vs. CC + rFSH + rLH + corticosteroid (early pregnancy losses)
1 (Weigert et | RCT Very - None Serious ¢ No 71140 (5%) | 10/154 (6%) | RR 0.8 | 15 fewer | Very low
al., 2002) serious ¢ women women (0.3 to | per 1000
2.0) (from 45
fewer to
63 more)
7141 (17%) | 10/54 (19%) | RR 0.9 | 15 fewer
pregnancies | pregnancies | (0.4 to | per 1000
2.2) (from 115
fewer to
224 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% CI) | (95% CI)
Multiple pregnancies (the number of pregnancies with more than one fetus)
GnRH agonist + hMG vs. CC + hMG
1 (Grochowski | RCT Very - None Serious ¢ Yes' 71164 (4%) | 3/160 (2%) | RR 2.3 | 24 more | Very low
et al., 1999) serious *° women women (0.6 to | per 1000
8.7) (from 7
fewer to
143 more)
7141 (17%) | 3/38 (8%) | RR 2.2 | 92 more
pregnancies | pregnancies | (0.6 to | per 1000
7.8) (from 32
fewer to
534 more)
GnRH agonist (triptorelin) + hMG vs. CC + hMG
1 (Harrison et | RCT Serious © - None Serious ¢ Yes' 5/50 (10%) | 3/50 (6%) | RR 1.7 | 40 more | Low
al., 1994) women women (0.4 to | per 1000
6.6) (from 35
fewer to
336 more)
Not reported per clinical pregnancy
GnRH agonist (buserelin) + hMG vs. CC + hMG
1 (Harrison et | RCT Serious © - None Serious ¢ Yes' 5/50 (10%) | 3/50 (6%) | RR 1.7 | 40 more | Low
al., 1994) women women (0.4 to | per 1000
6.6) (from 35
fewer to
336 more)

Not reported per clinical pregnancy
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% CI) | (95% CI)
Multiple births (the number of babies born from a multiple pregnancy)
GnRH agonist + hMG vs. CC + hMG
1 (Long et al., | RCT Very - None Serious ¢ No 213 (67%) | 0/4 (0%) | RR 6.3 | Not Very low
1995) serious ¢ babies babies (0.4 to | calculable
96.5)
Ovarian hyperstimulation syndrome (OHSS)
GnRH agonist + hMG vs. CC + hMG
1 (Grochowski | RCT Very - None None No 5/160 41/164 RR 0.1 | 220 fewer | Low
et al., 1999) serious *° (3%) (25%) (0.1 to | per 1000
women women 0.3) (from 172
fewer to
237 fewer)
GnRH agonist + gonadotrophins vs. CC + hMG + GnRH antagonist
2 RCTs Very None None None No 9/160 (6%) | 1/160 (1%) | RR 6.3 | 33 more | Low
(Karimzadeh serious *° women women (2.2 to | per 1000
and Lin, 2006) 35) (from 1
more  to
212 more)
GnRH agonist + rFSH vs. CC + rFSH + rLH + corticosteroids
1 (Weigert et | RCT Very - None None No 12/140 (9%) | 4/154 (3%) | RR 3.3 | 60 more | Low
al., 2002) serious * ¢ women women (1.1 to | per 1000
10.0) (from 2
more  to
234 more)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% CI) | (95% CI)
Congenital abnormalities
No evidence reported
Patient satisfaction
GnRH agonist + FSH/hMG vs. natural cycle or CC stimulated IVF
1 (Hojgaard et | Questionnaire Serious - None None Yes' 60/64 (94%) | 139/141 RR 1.0 | 49 fewer | Moderate
al., 2001) women (99%) (0.9 to | per 1000
women 1.0) (from 108
fewer to
20 more)

Health related quality of life

No evidence reported

Anxiety and/or depression

No evidence reported

2 Blinding was not reported

® Allocation concealment not reported or inadequate

¢ A power calculation was not reported

9 959% confidence intervals hit or cross 0.75 and 1, and/or 1 and 1.25

¢ May include pre-term and multiple births

12 value is greater than 33% but less than 66%
9 Definition of clinical pregnancy was not reported

" Random effects model reported as I value is greater than 33%

"This study had three arms — one received triptoerlin (GnRH agonist), the second buserelin (GnRH agonist), and the third clomifene citrate. The multiple pregnancy and pregnancy loss results were

the same for both of the GnRH agonist groups

Al multiple pregnancies were twin pregnancies

k Response rate was significantly higher in the clomifene citrate group

'This study was done as a follow up to a study by Ingerslev (2001) (comparison with unstimulated cycles) and unpublished data (comparison with CC cycles)
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Table 1.15.14 GRADE findings for comparison of adjuvant growth hormone for women with a previous low response

Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% Cl) | (95% CI)
Live full-term singleton birth
Growth hormone + GnRH agonist + FSH and/or hMG + hCG vs. GnRH agonist + FSH and/or hMG + hCG
1 (Duffy et | Cochrane None None Serious ? Serious " Yes © 6/23 (26%) | 0/15 (0%) | OR 5.8 | Not estimable | Low
al., 2010) review (2 women women (0.7 to
RCTs) 50.4) ¢
Clinical pregnancy
Growth hormone + GnRH agonist + FSH and/or hMG + hCG vs. GnRH agonist + FSH and/or hMG + hCG
1 (Duffy | Cochrane None None Serious ° Serious " Yes © 19/62 (31%) | 8/54 (15%) | OR 2.6 | 163 more per | Low
et al., | review (4 women women (1.0 to | 1000 (from O
2010) RCTs) 6.5) more to 728
more)
Adverse pregnancy outcome
No evidence reported
Multiple pregnancies (the number of pregnancies with more than one fetus)
Growth hormone + GnRH agonist + FSH + hCG vs. placebo + GnRH agonist + FSH + hCG (using 4 IU GH group only)
1 (Suikkari | RCT Very - None Serious” Yes" 1/10 (10%) | 0/6 (0%) | RR 1.9 | Not estimable | Very
et al., serious "¢ women women 0.1 to low
1996) 40.6)
172 (50%) | 0/0 (0%) | Not estimable

pregnancies

pregnancies
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
studies considerations (95% Cl) | (95% CI)
Growth hormone + GnRH agonist + FSH + hCG vs. placebo + GnRH agonist + FSH + hCG (using 12 IU GH group only)
1 RCT Very - None NA No 0/6 (0%) | 0/6 (0%) | Not estimable Low
(Suikkari serious "¢ women women
et al., -
1996) 0/0 (0%) | 0/0 (0%) | Not estimable

pregnancies | pregnancies
Growth hormone + hMG + GnRH agonist + hCG + hCG vs. placebo + hMG + GnRH agonist + hCG + hCG
1 (Owen | RCT Very . - None Serious " Yes! 2/13 (15%) | 0/12 (0%) | RR 4.6 | Not estimable | Very
et al., serious " 9! women women (03 to low
1991) 87.9)

2/4  (50%) | 0/1 (0%) | RR 2 | Not estimable

pregnancies | pregnancies | (0.2 to

25.8)
Multiple births (the number of babies born from a multiple pregnancy)
Growth hormone + GnRH agonist + FSH + hCG vs. placebo + GnRH agonist + FSH + hCG (using 4 IlU GH group only)
1 RCT Very - None NA Yes 1/2  (50%) | 0/0 (0%) Not estimable Low
(Suikkari serious "¢ babies )
babies

et al.,
1996)
Growth hormone + hMG + GnRH agonist + hCG + hCG vs. placebo + hMG + GnRH agonist + hCG + hCG
1 (Owen | RCT Very _ - None Serious " Yes' 4/6  (67%) | 0/1 (0%) | RR 2.6 | Not estimable | Very
et al., serious "9 babies babies (0.2 to low
1991) 30.2)

Ovarian hyperstimulation syndrome (OHSS)

No evidence was reported
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute
studies considerations (95% CI) | (95% CI)

Quality

Congenital abnormalities

No evidence was reported

Patient satisfaction

No evidence was reported

Health related quality of life

No evidence was reported

Anxiety and/or depression

No evidence was reported

# Live birth was not defined and may include preterm and/or births from multiple pregnancies
® 950 confidence intervals hit or cross 0.75 and 1, and/or 1 and 1.25
¢ Some studies in the review may have given drugs for pretreatment or luteal support but details were not reported
“The analysis in the Cochrane review shows the odds ratio was weighted 60/40 in favour of the Suikkari study, despite the Owen study including more women and being of better quality. No reason
was given for this weighting. When considered separately, neither study had a significant result. With weighting based on sample size alone, the OR is 11.51 (CI 0.6 to 221.4)
¢ Clinical pregnancy was not defined
f Blinding was not reported

9 A power calculation was not reported

" The one multiple pregnancy was a triplet pregnancy

" Allocation concealment was not reported

Ithe two multiple pregnancies were both twin pregnancies
¥ One of the babies born was from a triplet pregnancy. It is not reported what happened to the other two triplets
'Four of the six babies born were from twin pregnancies (two sets of twins)
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Table 1.15.15 GRADE findings for comparison of adjuvant DHEA for women with a previous low response

Quality assessment

Summary of findings

No. of patients/women Effect
No. of Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative Absolute (95% Quality
studies considerations (95% ClI) Cl)
Live full-term singleton birth
DHEA + GnRH agonist + rFSH + rhCG + progesterone vs. GnRH agonist + rFSH + rhCG + progesterone
1 (Wiser et | RCT Very - Serious ” Serious © Yes ¢ 6/17 (35%) | 1/16  (6%) | RR 5.7 | 291 more per | Very
al., 2010) serious ? women women (0.8 to | 1000 low
41.9) (from 15 fewer
to 1000 more)
Clinical pregnancy
DHEA + GnRH agonist + rFSH + rhCG + progesterone vs. GnRH agonist + rFSH + rhCG + progesterone
1 (Wiser et | RCT Very - None Serious © Yes ¢ 7117 (41%) | 3/16 (19%) | RR 2.2 | 225 more per | Very
al., 2010) serious ? women women (0.7t07.1) | 1000 low
(from 60 fewer
to 1000 more)
Adverse pregnancy outcome
DHEA + GnRH agonist + rFSH + rhCG + progesterone vs. GnRH agonist + rFSH + rhCG + progesterone (abortion)
1 (Wiser et | RCT Very - None Serious © Yes ¢ 1/17  (6%) | 2/16 (13%) | RR 0.5 | 66 fewer per | Very
al., 2010) serious ? women women (0.1t0 4.7) | 1000 low
(from 119 fewer
to 462 more)
17 (14%) | 2/13 (67%) | RR 0.2 | 527 fewer per
pregnancies | pregnancies | (0.0to 1.6) | 1000

(from 647 fewer
to 373 more)

Multiple pregnancies (the number of pregnancies with more than one fetus)

No evidence reported
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Qualit ; Summary of findings
uality assessmen

No. of patients/women Effect
No. of Design | Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative Absolute (95% Quality
studies considerations (95% ClI) Cl)

Multiple births (the number of babies born from a multiple pregnancy)

No evidence reported

Ovarian hyperstimulation syndrome (OHSS)

No evidence reported

Congenital abnormalities

No evidence reported

Patient satisfaction

No evidence reported

Health related quality of life

No evidence reported

Anxiety and/or depression

No evidence reported

2 Blinding not reported. Power analysis not conducted

® May include pre-term births

¢ 95% confidence intervals hit or cross 0.75 and 1.0, and/or 1.0 and 1.25

4 One woman conceived spontaneously 45 days after DHEA exposure, but before starting IVF treatment, and was included in the study group pregnancies
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Table 1.15.16 GRADE findings for comparison of different types of trigger

Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% CI)

Live full-term singleton birth
rhCG vs uhCG
2 (Youssefetal., | 1 RCT and | Very None Serious ® ' Serious ¢ No 205/565 221/573 RR 1.1 |31 more | Very
2011a; a serious & ° (36%) (39%) (0.9 to | per 1000 | low
Papanikolaou et | Cochrane cd women women 1.3) (from 27
al., 2010) review of 6 fewer to 96

RCTs more)
rhLH vs uhCG
1 (Youssef et al., | Cochrane Very None Serious ® ' Serious ¢ No 27/144 27/136 OR 09|11 fewer | Very
2011a) review of 2 | serious * ¢ (19%) (20%) (0.5 to | per 1000 | low

RCTs women women 1.8) (from 86

fewer to 97
more)

GnRH agonist vs. hCG
2 (Youssefetal.,, | 1 RCT and | Very Serious ' Serious ' None Yes' 51/270 85/262 RR 0.5 | 162 fewer | Very
2011b; a serious > " (19%) (32%) (0.3 to | per 1000 | low
Papanikolaou et | Cochrane women women 0.9) k (from 23
al., 2010) review of 4 fewer to

RCTs 237 fewer)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% CI)

Clinical pregnancy
rhCG vs uhCG
2 (Youssefetal.,, | 1 RCT and | Very None Serious "™ Serious ¢ No 263/708 192/617 RR 1.2 |62 more | Very
2011a; a serious ® ° (37%) (31%) (1.0 to | per 1000 | low
Papanikolaou et | Cochrane cd women women 1.4) (from 12
al., 2010) review of 7 more to

RCTs 121 more)
rhLH vs uhCG
1 (Youssef et al., | Cochrane Very None Serious ' Serious ¢ No 36/144 36/136 OR 0.9 |14 fewer | Very
2011a) review of 2 | serious * "¢ (25%) (27%) (0.5 to | per 1000 | low

RCTs women women 1.6) (from 102

fewer to 98
more)

GnRH agonist vs. hCG
3 (Youssefetal., | 2 RCTs | Very Serious ' Serious ™ " Serious ¢ Yes' 108/482 138/480 RR 0.7 | 80 fewer | Very
2011; and a | serious * ° (22%) (29%) (0.5 to | per 1000 | low
Papanikolaou et | Cochrane d.h women women 1.0) k (from 138
al.,, 2010; and | review of 8 fewer to 3
Segal et al. | RCTs fewer)

(1992)
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% CI)
Adverse pregnancy outcome
rhCG vs uhCG (miscarriage)
1 (Youssef et al., | Cochrane Very None None Serious ¢ No 26/599 (4%) | 32/507 (6%) | OR 0.7 | 20 fewer | Very
2011a) review of 7 | serious * "¢ women women (0.4 to | per 1000 | low
RCTs 1.2) (from 37
fewer to 9
more)
Not reported per clinical pregnancy
rhCG vs uhCG (abortion)
1 (Papanikolaou | RCT Serious ¢ - None Serious ¢ No 1/59 2/60 RR 05|16 fewer | Low
et al., 2010) (2%) women | (3%) women | (0.1 to | per 1000
5.5) (from 32
fewer to
149 more)
1/27 2/18 RR 03|74 fewer
(4%) (11%) (0.0 to | per 1000
pregnancies | pregnancies | 3.4) (from 108
fewer to
268 more)
rhLH vs uhCG (miscarriage)
1 (Youssef et al., | Cochrane Very None None Serious ¢ No 9/144 (6%) | 9/136 (7%) | OR 0.9 | 4 fewer per | Very
2011a) review of 2 | serious * ¢ women women (0.4 to | 1000 low
RCTs 2.4) (from 41
fewer to 82
more)

Not reported per clinical pregnancy
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% CI)
GnRH agonist vs. hCG (miscarriage)
1 (Youssef et al., | Cochrane Very None None None No 44/368 22/345 (6%) | OR 1.9 | 56 more | Low
2011b) review of 8 | serious " (12%) women (1.1 to | per 1000
RCTs women 3.2) (from 10
more to
124 more)
Not reported per clinical pregnancy
GnRH agonist vs hCG (pregnancy loss)
1 (Papanikolaou | RCT Very - Serious ? Serious ¢ Yes' 1/18  (6%) | 2/17 (12%) | RR 0.5 | 62 fewer | Very
etal, 2011 b) serious " women women (0.1 to | per 1000 | low
4.7) (from 112
fewer to
440 more)
1/4 2/4 RR 0.5 | 250 fewer
(25%) (50%) (0.1 to| per 1000
pregnancies | pregnancies | 3.6) (from 465
fewer to
1000
more)

Multiple pregnancies (the number of pregnancies with more than one fetus)

No evidence reported

Multiple births (the number of babies born from a multiple pregnancy)

No evidence reported
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute Quality
considerations (95% CI) | (95% CI)
Ovarian hyperstimulation syndrome (OHSS)
rhCG vs uhCG
1 (Youssef et al., | Cochrane Serious ? None None Serious ¢ No 11/324 (3%) | 6/225 (3%) | OR 1.3 | 7 more per | Low
2011a) review of 3 women women (0.5 to | 1000
RCTs 4.1) (from 14
fewer to 61
more)
rhLH vs uhCG
1 (Youssef et al., | Cochrane Very None None Serious ¢ No 15/144 17/136 OR 0.8 |21 fewer | Very
2011a) review of 2 | serious * "¢ (10%) (13%) (0.4 to | per 1000 | low
RCTs women women 1.7) (from 72
fewer to 70
more)
GnRH agonist vs. hCG
1 (Youssef et al., | Cochrane Very None None None No 0/266 (0%) | 7/238 (3%) | OR 0.1 | 28 fewer | Low
2011b) review of 5 | serious " women women (0.0 to | per 1000
RCTs 0.8) (from 29
fewer to 1
fewer)

Congenital abnormalities

No evidence reported

Patient satisfaction

No evidence reported
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Quality assessment

Summary of findings

No. of patients/women Effect
No. of studies Design Limitations | Inconsistency | Indirectness | Imprecision | Other Intervention | Comparator | Relative | Absolute
considerations (95% CI) | (95% CI)

Quality

Health related quality of life

No evidence reported

Anxiety and/or depression

No evidence reported

% Not all studies clearly reported blinding

® Not all studies clearly reported allocation concealment

° Not all studies clearly reported the method of randomisation
4 A power calculation was not reported in all studies

¢ If live birth rates were not reported then ongoing pregnancy was used, defined as the number of women who were pregnant for more than 12 weeks

" May include pre-term births and/or births from multiple pregnancies
995% confidence intervals hit or cross 0.75 and 1.0, and/or 1.0 and 1.25

" Clinicians were blind to group allocation until day of treatment
"1 value is greater than 33% but less than 66%

I The GnRH agonist group in one study received LH in addition to progesterone for luteal phase support. One of these births was from a multiple pregnancy that was reduced to a singleton

pregnancy
¥ Random effects model reported here as I* > 33%

' Clinical pregnancy defined as fetal heart activity on ultrasound assessment, trophoblastic tissue on pathologic examination at time of miscarriage or surgery for ectopic pregnancy in the Cochrane

review

™ Clinical pregnancy defined as cardiac activity present at 7 weeks gestation in the RCT

" Clinical pregnancy not defined
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Table 1.15.19 GRADE findings for comparison of numbers of embryos transferred

Quality assess