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Appendices
Appendix A: Scope

NATIONAL INSTITUTE FOR HEALTH AND
CARE EXCELLENCE

SCOPE
1 Guideline title

Menopause: diagnosis and management of menopause

1.1 Short title

Menopause

2 The remit

The Department of Health has asked NICE: 'to produce a clinical guideline on
the diagnosis and management of menopause’.

3 Clinical need for the guideline

3.1 Epidemiclogy

a) Menopause is a biological stage in a woman's life. It occurs when a
woman stops menstruating, and it marks the end of her natural
reproductive life. The changes associated with menopause oocur
when the ovaries begin to stop functioning. This includes the
cessation of egg (oocyte) maturation and of oestrogen and
progestercne secrefion.

b) A woman has a finite number of oocytes at birth, which declines
with each menstrual cycle. The menopause is characterised by the
eventual deplefion of a woman's oocyte store and cessation of
menstruation. Menstrual cycle irregularity often occurs before
periods stop completely.

c) Most tissues contain oestrogen receptors through which the

hormone exerts its effects. The most immediate changes resulting

National Collaborating Centre for Women and Children's Health
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d)

a)

from reduced ocestrogen levels are evident in the regulation of the
menstrual cycle. However, oestrogen depletion associated with the
menopause has many other effects on the body — for example,
causing vasomotor, musculoskeletal, urogenital and psychological
symptoms. It has also been shown to have an impact on the
function of other systems in later life, including bone and the
cardiovascular system. Oestrogen depletion explains some of the
differences in the incidence of osteoporosis between men and
Women.

Perimenopause, also called the menopausal transition, is the
interval in which a woman has irregular cycles of ovulation and
menstruation before the menopause.

A woman is defined as postmenopausal from 1 year after her last
period. Within the UK population, the mean age of women who
have a natural menopause is 51 years, although this can vary
depending on different factors, including lifestyle.

Cross-cultural studies have shown that the age of menopause and
its impact varies by ethnicity. For example, the US Study of
Women's Health Across the Mation reported in 2009 that, on
average, African—American women had more hot flushes than
white women, and Asian women (Japanese or Chinese) had the
fewest hot flushes of all ethnic groups surveyed. The same study
reported that early menopause (between 40 and 45 years of age)
affected 3.7% of African—American women, 2.9% of white women,

2.2% of Chinese women and 0.8% of Japanese women.

Premature ovarian insufficiency (also known as premature ovarian
failure or premature menopause) is usually defined as menopause
occurring before the age of 40 years. It can occur naturally or
iatrogenically (that is, as a result of treatment). Premature ovarian
insufficiency and early perimenopause (menopause between the

ages of 40 and 45 years) are associated with an increased risk of

National Collaborating Centre for Women and Children's Health
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3.2

mortality, and with serious morbidity including cardiovascular
disease, neurological disease, psychiatric disorders and
osteoporosis. Lower socioeconomic status has been associated
with premature ovarian insufficiency.

Many of the symptoms of the menopause are short lived and
lessen or disappear over time. The most common include
vasomotor symptoms (for example hot flushes and sweats), effects
on mood (for example low mood) and urogenital symptoms (for
example vaginal dryness). Of women responding to a postal survey
carried out in Scotland in 2009 about symptoms experienced in the
previous month, 47% reported hot flushes, 46% reported night
sweats and 26% reported vaginal dryness.

Postmenopausal women are at increased risk of a number of long-
term conditions, such as osteoporosis, cardiovascular disease and

changes in the vagina and bladder. This is partly a result of
oestrogen depletion.

There were more than 11 million women over the age of 45 years
in the UK according to the Office of Mational Statistics 2011
census. This number has been steadily increasing and is forecast
to continue to rise. The associated increase in the number of
women going through the menopause is expected to result in more
new referrals to secondary care — both of women needing short-
term symptom control and of women who have associated long-

term health issues.

Current practice

Two landmark studies, the Women's Health Initiative (2002) and
the Million Women Study (2003), reported on the risks and benefits
associated with the use of hormone replacement therapy (HRT).
The publication of these 2 studies was associated with a significant
reduction in women's use of HRT in the UK.

National Collaborating Centre for Women and Children's Health
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A retrospective GP database study (2010) reported that 18% of
women aged 4564 years consulted their GP at least once in 1996
for menopause-related symptoms, but this fell to 10% of women in
2005. Furthermore, a cross-sectional study in 2012 found that more
than 60% of women managed their mencpausal symptoms without
any contact with healthcare professionals, often through social
support and obtaining advice from friends, family and the intermet.

Variations in consultation patterns for menopausal symptoms
depend on many factors, including cultural, ethnic, educational and
psychosocial factors, as well as the impact of the symptoms on the
women. However, it is currently thought that more than one-third of
all women want more suppert for managing menopausal symptoms
from their GP or practice nurse.

The information and support offered to women during and after the
menopause is thought to be variable and, for some, inadequate. A
UK-based survey published in 2007 indicated that most women
would welcome more information about the menopause. To
improve the information provided, and to facilitate women being
able to make an informed choice, some professional groups have
suggested that all women should be invited for a health and
lifestyle consultation on their 50th birthday, which would include a
discussion of menopausal symptoms and possible long-term
sequelae of oestrogen depletion.

Treatments that have been used for menopause-related symptoms
include lifestyle advice, HRT, herbal remedies, other
complementary (alternative) therapies and antidepressants. In an
internet survey (hosted at www.menopausematters.org.uk between
2005 and 2006), nearly three-quarters of women reported they did
not know encugh about HRT to make informed choices, 85% felt
they did not know enough to make informed choices about
alternative therapies for menopause-related symptoms, and 95%

said they would try alternative therapies before HRT in the belief

National Collaborating Centre for Women and Children's Health
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that they are more ‘natural’ and because of concern over the health
risks of HRT.

There is published evidence that physician speciality is significantly
associated with HRT use. For example, in the USA women
receiving care from gynaecologists are 2.6 times more likely to use

HRT than that women receiving care from family physicians.

The use of HRT in the UK is strongly linked to socioeconomic
status, with women of lower socioeconomic status being less likely

to use HRT. Inequalities in referral rates have also been associated
with geography and age.

The long-term benefits and risks of HRT are not fully agreed. The
Women's Health Initiative study found that HRT prevents
osteoporotic fractures, but subsequent research suggested that
there is an association between prolonged HRT use and increased
rates of breast cancer and cardiovascular disease. However, the
association between HRT and cardiovascular disease has since
been disputed.

In summary, a large number of women in the UK experience
menopausal symptoms, which in many cases can significantly
affect their quality of life. Not all of these women seek medical
treatment, and for those who do there is considerable variation in
the help available.

The guideline

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

(see section 6, 'Further information’).

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.

National Collaborating Centre for Women and Children's Health
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The areas that will be addressed by the guideline are described in the
following sections.

4.1 Population

4.1.1 Groups that will be covered

a) Menopausal women (covering the perimenopause and
postmenopause).

b) Women with premature ovarian insufficiency (irrespective of
cause).

4.1.2 Groups that will not be covered

a) Women who are pregnant.

b) Women who are breastfeeding.

c) Men.

d) Transgender women.

4.2 Healthcare setting

a) All settings in which MHS care is received or commissioned.

4.3 Clinical management

4.3.1 Key clinical issues that will be covered

a) Diagnosis and classification of the stages of menopause.

b) Optimal clinical management of menopause-related symptoms,
including:

» treatments for symptomatic relief (specifically vasomotor,
musculoskeletal and psychological symptoms, and altered
sexual function), including:

— hormonal pharmaceutical treatments:

{ oesfrogen combined with progestogen (oral)

National Collaborating Centre for Women and Children's Health
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oestrogen combined with progestogen (transdermal)
oestrogen (oral)

oestrogen (transdermal)

oestrogen (depot)

progestogen alone

testosterone

tibolone

bio-identical hormones licensed for use in the UK

L~ T - D D D~ D~ D~ A

tissue-selective oestrogen complexes
# selective oestrogen-receptor modulators
— non-hormonal pharmaceutical treatments:
# selective serotonin reuptake inhibitors
& serotonin—noradrenaline reuptake inhibitors
#+ gabapentin
& clonidine
— non-pharmaceutical tfreatments:
& phytoestrogens
% herbal preparations (including black cohosh and red
clover)
% acupuncture
& lifestyle advice
— psychological therapies
# cognitive behavioural therapy
» risks and benefits of treatments
¢ timing of treatment
« monitoring of treatment
» duration of treatment

» treatment withdrawal strategies.

Mote that guideline recommendations will normally fall within
licensed indications. Exceptionally, and only if clearly supported by
evidence, use outside a licensed indication may be recommended.

The guideline will assume that prescribers will use a drug's

National Collaborating Centre for Women and Children's Health
13



Menopause
Scope

4.4

441

summary of product characteristics to inform decisions made with
individual patients.

Contribution of HRT in preventing long-term sequelae of the
menopause (especially osteoporosis and cardiovascular disease).

Diagnosis and management of premature ovarian insufficiency.

Clinical issues that will not be covered

Contribution of all other agents (excluding HET) in preventing long-

term sequelae of the menopause.

Systemic oestrogen-based hormonal treatment in women who have

an increased risk of, or are undergoing treatment for, breast
Cancer.

Treatment of long-term sequelae of oestrogen depletion caused by
menopause (especially osteoporosis and cardiovascular disease).

Premenopausal prevention of menopause-related symptoms
(specifically vasomotor, musculoskeletal, urogenital and
psychological symptoms and altered sexual function).

Investigation of the cause of premature ovarian insufficiency in
women presenting with primary amenorrhea.

Induction of puberty in children and young people.

Cost-effectiveness analysis of methods of contraception during the
menopause.

Main outcomes

Short-term outcomes (up to 5 years of treatment)

Changes in menopausal symptom scores derived from a

combination of menopausal symptoms (for example the Greene
Climacteric Scale [GCS]).

National Collaborating Centre for Women and Children's Health

14



Menopause
Scope

Reduction in frequency or intensity of:

» vasomotor symptoms
» musculoskeletal symptoms
» psychological symptoms

« alterations in sexual function.
Treatment-related adverse effects.

Health-related quality of life.

4.4.2 Long-term outcomes

4.5

Mortality.
Coronary events (myocardial infarction or coronary death).
Stroke (ischaemic or haemorrhagic) or transient ischaemic attack.

Venous thromboembolism (pulmonary embolism or deep vein
thrombaosis).

Breast cancer.

Osteoporotic fractures (hip and wrist fractures, clinically diagnosed
vertebral fractures, fotal clinically diagnosed fractures).

Cognitive function and dementia (including Alzheimer's disease).
Type 2 diabetes

Health-related quality of life.

Review questions

Review questions guide a systematic review of the literature. They address

only the key clinical issues covered in the scope, and usually relate to

interventions, diagnosis, prognosis, service delivery or patient experience.

Please note that these review questions are draft versions and will be finalised

with the Guideline Development Group.

National Collaborating Centre for Women and Children's Health
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4.5.1

4.5.2

Diagnosis and classification of the stage of
menopause

What is the accuracy of the following in the diagnosis of
perimenopause and menopause compared with clinical diagnosis:

» mensfrual cycle regularity
» symptoms (especially vasomotor symptoms)
« endocrine changes (specifically follicle-stimulating hormone,

anti-Mullerian hormone, oestrogen or inhibin B) and total antral
follicle count?

What is the effectiveness of classification systems such as STRAW

+10 compared with non-structured classification systems in the

diagnosis of menopause?

Optimal clinical management of short-term (up to 5

years) menopause-related symptoms

What information about the menopause do women find helpful?

What is the effectiveness (including risks and benefits) of different
therapies compared with placebo and each other for the relief of
individual menopause-related vasomotor symptoms, including:

« hormonal pharmaceutical treatments:
— oestrogen combined with progestogen (oral)
— oestrogen combined with progestogen (transdermal)
— oestrogen {oral)
— oestrogen (transdermal)
— oestrogen (depot)
- progestogen alone
— lissue-selective nestrogen complexes
— testosterone
— tibolone

— bio-identical hormones licensed for use in the UK

National Collaborating Centre for Women and Children's Health
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selective oesfrogen-receptor modulators

« non-hormonal pharmaceutical treatments:

selective serotonin reuptake inhibitors
serotonin—noradrenaline reuptake inhibitors
gabapentin

clonidine

« non-pharmaceutical freatments:

phytoestrogens
herbal preparations (including black cohosh and red clover)
acupuncture

lifestyle advice

» psychological therapies

cognitive behavioural therapy?

c) What is the effectiveness (including risks and benefits) of different

therapies compared with placebo for the relief of individual

menopause-related psychological symptoms, musculoskeletal

symptoms and altered sexual function, including:

« hormonal pharmaceutical treatments:

oestrogen combined with progestogen (oral)
oestrogen combined with progestogen (transdermal)
oestrogen (oral)

oestrogen (transdermal)

oestrogen (depot)

progestogen alone

tissue-selective cestrogen complexes

testosterone

tibolone

bio-identical hormones licensed for use in the UK

selective oestrogen-receptor modulators

» non-hormonal pharmaceutical freatments:

selective serotonin reuptake inhibitors

National Collaborating Centre for Women and Children's Health
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— serotonin—noradrenaline reuptake inhibitors
— gabapentin
— clonidine

» non-pharmaceutical tfreatments:

phytoestrogens

herbal preparations (including black cohosh and red clover)

acupuncture

lifestyle advice

» psychological therapies
— cognitive behavioural therapy?

At what intervals should clinical review be undertaken to assess the
effectiveness and safety of treatments and to determine when
women need to be referred to secondary care?

If HRT is found to be effective in 4.5.2b and 4.5 2c, the following question will
be addressed:

e)

453

In perimenopausal and postmenopausal women using HRT for
symptom relief, what is the effectiveness of an abrupt HRT

discontinuation strategy compared with a tapered HRT
discontinuation strategy?

Recognition and amelioration of the long-term
sequelae of oestrogen depletion caused by menopause -
specifically urogenital atrophy, osteoporosis and
cardiovascular disease

What is the long-term effectiveness of local oestrogens for the
treatment of urogenital atrophy?

What are the effects of HRT compared with placebo on the
subsequent development of cardiovascular disease (including
stroke) in women at different stages of the menopause?

What is the incidence of osteoporosis in:

National Collaborating Centre for Women and Children's Health
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« postmenopausal women who have used short-term HRT
» postmenopausal women who have used long-term HRT

» postmenopausal women who have not used HRT?

d) What are the effects of HRT administered for menopausal
symptoms on the subsequent incidence of breast cancer, venous
thromboembolism, early-onset dementia, sarcopenia and type 2
diabetes?

454 Diagnosis and management of premature ovarian
insufficiency

a) What is the accuracy of the following in the diagnosis of

premature ovarian insufficiency in women under 40 years with up to
12 months” amenorrhoea:

« menstrual cycle regularity
o symptoms (especially vasomotor symptoms)
» endocrine changes (specifically follicle-stimulating hormone,

anfi-Mallerian hormone, cestrogen or inhibin B) and total antral
follicle count?

b) What is the effectiveness of HRT compared with combined oral
contraceptives for the management of premature ovarian
insufficiency?

4.6 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
is the guality-adjusted life year ((QALY), and the costs considered will usually
be only from an NHS and personal social services (PS5) perspective.

Further detail on the methods can be found in 'The guidelines manual’ (see
‘Further information’).

National Collaborating Centre for Women and Children's Health
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4.7 Status

471 Scope

This is the final scope.

47.2 Timing

The development of the guideline recommendations will begin in August 2013.

Related NICE guidance

5.1 Published guidance

5.1.1 Related NICE guidance

Familial breast cancer. NICE clinical guideline 164 {2013)
Fertility. NICE clinical guideline 156 (2013).
Osteoporosis. NICE clinical guideline 146 (2012).

Epilepsy. NICE clinical guideline 137 (2012).
Patient experience in adult NHS services. NICE clinical guideline 138
(2011).

Alendronate, etidronate, risedronate. raloxifene, strontium ranelate and

teriparatide for the secondary prevention of osteoporotic fragility fractures

in postmenopausal women (amended). NICE technology appraisal 161
(2011).

Alendronate, etidronate, risedronate. raloxifene and strontium ranelate for

the primary prevention of osteoporotic fragility fractures in postmenopausal

women (amended). NICE technology appraisal 160 (2011).
Chronic heart failure. NICE clinical guideline 108 {2010).

Denosumab for the prevention of osteoporotic fractures in postmencpausal

women. NICE technology appraisal 204 (2010).

Depression in adults. NICE clinical guideline 90 (2009).

Advanced breast cancer. NICE clinical guideline 81 (2009).

Early and locally advanced breast cancer. NICE clinical guideline 80
(2009).

Heavy menstrual bleeding. MICE clinical guideline 44 (2007).

National Collaborating Centre for Women and Children's Health
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 Statins for the prevention of cardiovascular events. NICE technology
appraisal 94 (2006).

5.2 Guidance under development

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

+ Urinary incontinence. NICE clinical guideline. Publication expected
September 2013.

¢ Lipid modification (update). NICE clinical guideline. Publication expected
July 2014.

6 Further information

Information on the guideline development process is provided in the following
documents, available from the NICE website:

+ How NICE clinical guidelines are developed: an overview for stakeholders

the public and the NHS
+ The guidelines manual.

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

National Collaborating Centre for Women and Children's Health
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Abbott Healthcare Products Ltd

Acre Pharma LTD

Action Cancer - NI
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Allocate Software PLC

Association of Anaesthetists of Great Britain and Ireland
Barnsley Hospital NHS Foundation Trust

Barnsley Hospital NHS Foundation Trust

Bayer plc

Beehive Solutions Ltd

Belfast Health and Social Care Trust

Belfast Health and Social Care Trust

Besins Healthcare

Besins Healthcare

Boots

Brighton and Sussex University Hospital NHS Trust
British Acupuncture Council

British Association of Skin Camouflage

British Medical Association

British Medical Journal

British Menopause Society

British Menopause Society

British Menopause Society

British National Formulary

British Nuclear Cardiology Society

British Nuclear Cardiology Society

British Psychological Society

British Red Cross

Cambridge University Hospitals NHS Foundation Trust
Caplond Services

Capsulation PPS
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Care Quality Commission

Central London Community Health Care NHS Trust
Chadderton Health Centre

Chartered Physiotherapists Promoting Continence
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Cornwall Menopause Referral Service

Croydon Clinical Commissioning Group

Croydon Council

Croydon Health Services NHS Trust

Croydon University Hospital

Cumbria Partnership NHS Foundation Trust
CWHHE Collaborative CCGs

Daisy Network

Department of Health
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Appendix D: Review protocols

Question
Objectives

Language
Study design

Population

Stratified and
subgroup
analysis

Clinical
indicators
(index tests)

Target
condition/refere
nce standard

D.1 Diagnosis of perimenopause and menopause

What is the diagnostic accuracy of the following indicators (clinical and
biological manifestations) in the diagnosis of perimenopause and
menopause:

e age
e menopausal symptoms (especially vasomotor symptoms)

¢ endocrine changes (specifically follicle-stimulating hormone, anti-Mullerian
hormone, oestrogen or inhibin B)

o total antral follicle count

To determine the diagnostic accuracy of specific clinical indicators in diagnosing
different stages of menopause

English full text papers

¢ Diagnostic accuracy studies
e Cohort studies — prospective/retrospective
Women suspected to be menopausal or perimenopausal.

Stratified analysis will be performed based on the background population of

women, for example if women who are suspected to undergoing menopause will

be diagnosed from perimenopausal or from postmenopausal or from all women

with menopause (pre or postmenopausal)

o Age

e menopausal vasomotor symptoms

e endocrine features (in blood or urine)

o follicle-stimulating hormone (FSH)

e anti-Mullerian hormone

e oestrogen levels

¢ inhibin A and B

e ovarian ultrasound evaluation (including ovarian volume and total antral follicle
count)

Note: Any of these features in isolation or in combination will be considered as

diagnostic tools of menopause

Different levels of the above clinical indicators as reported by the authors will be

used as diagnostic tools.

Menopause defined as 12 or more months of amenorrhoea will be used as the
gold standard for diagnostic accuracy tests
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Question
Outcomes

Other criteria
for inclusion/
exclusion of
studies

Review
strategies

Equality

Question
Objectives

Language
Study design

Population and
directness

Stratified and
subgroup
analysis

Intervention

What is the diagnostic accuracy of the following indicators (clinical and
biological manifestations) in the diagnosis of perimenopause and
menopause:

e age
e menopausal symptoms (especially vasomotor symptoms)

¢ endocrine changes (specifically follicle-stimulating hormone, anti-Mullerian
hormone, oestrogen or inhibin B)

o total antral follicle count

o Sensitivity / specificity

o Likelihood ratio (positive and negative)

e Area under the curve (AUC)

Likelihood ratios and sensitivity/specificity will be prioritised.

GDG noted that there are associated risks (particularly psychological) to the
individual of both false positive and false negative tests.

The focus of this review is to investigate the role of clinical features as diagnostic
tools of different stages of menopause (pre, peri or post).

The GDG did not consider including prognostic studies looking at the role of
these clinical features to predict the menopause at a certain later time in
women’s life.

Appraisal of methodological quality:

e The Quality Assessment of Diagnostic Accuracy Studies version 2 (QUADAS-
2) checklists will be used.

Synthesis of data:
¢ Meta-analysis will be conducted where appropriate.

Equalities issues with be assessed according to processes described in NICE
guidelines manual (2012)

D.2 Classification systems for the diagnosis of menopause

What is the usefulness of formal classification systems compared with
non-structured classification systems in the diagnosis of menopause and
in guiding further treatment?

The aim of this question is to determine whether using a formal classification
system helps in the diagnosis of menopause and in guiding further investigation
and treatment for menopausal symptoms over using a clinical history alone

English
Only published full text papers
e Systematic reviews of RCTs
e RCTs

e Comparative cohort studies (only if RCTs unavailable or limited data to inform
decision making)

e Non comparative cohort studies
Women in menopause

Separate review will be performed for women with POI if data available

Any classification scheme of menopause stages including the following;
o STRAW (Stages of Reproductive Aging Workshop)

o STRAW + 10 (update of STRAW by including additional blood tests)

o RESTAGE ALGORITHYM (5 bleeding criteria for staging menopause)

Note: none of the above classification systems have been validated but are
consensus based
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Question
Comparator

Outcomes

Importance of
outcomes/critic
al outcomes

Other criteria
for inclusion/
exclusion of
studies

Review
strategies

Equality

What is the usefulness of formal classification systems compared with
non-structured classification systems in the diagnosis of menopause and
in guiding further treatment?

¢ no classification scheme

o clinical history (if retrospective studies)

e Correct diagnosis of menopause
e Guidance for further investigation or treatment
¢ Health related quality of life

e Correct diagnosis of menopause
¢ Guidance for further investigation or treatment

Studies that looking at diagnostic accuracy of individual clinical indicators
(included in classification tools) won’t be included for the purposes of this review.

Appraisal of methodological quality

e The methodological quality of each study will be assessed using NICE
checklists along with the quality of the evidence will be assessed by GRADE for
each outcome.

Synthesis of data

¢ Meta-analysis will be conducted where appropriate.

o Default MIDs will be used: 0.75 and 1.25 for dichotomous outcomes; 0.5 times
SD for continuous outcomes.

e Record any considerations for continuous data for example if final and change
scores will be pooled and if any study reports both, the method used in the
majority of studies will be analysed.

o |f studies only report p-values, this information will be plotted in GRADE tables
without an assessment of imprecision possible to be made.

Equalities issues with be assessed according to processes described in NICE
guidelines manual (2012)

D.3 Information and advice

Review
guestion for
update
Objectives

Language
Study design

Population

Intervention
(2nd part of
guestion)

Comparator

What are the information needs for women in menopause?

To identify what are the most common areas of information needs for women in

menopause and what are the most effective ways of delivering these

information.

English full text papers

For the first part of question:

Systematic reviews of qualitative studies, observational studies (ideally large

cohorts), qualitative studies (natural history data, patient reported outcomes).

For the second part of question:

RCTs or comparative cohort studies

Women in menopause (including peri-menopausal and post-menopausal)

Information (if available) will be presented separately for the following

subgroups:

¢ Women with Premature Ovarian Insufficiency (POI) including women with
iatrogenic menopause, particularly that due to cancer treatment or at risk of
cancer

e Women with natural menopause who present for symptom-relief

Any format of delivery information including written, oral communication, use of
websites regarding menopause

Delivery of information in different format than the one specified in the
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Review
guestion for
update

(2nd part of
guestion)
Clinical
outcomes

Other criteria for
inclusion/
exclusion of
studies

Review
strategies

Equality

Notes

Question
Objectives

Language
Study design

Population

Stratified/subgr
oup analyses

What are the information needs for women in menopause?
intervention.

1st part of question:

¢ Areas of information need

2nd part of question:

¢ Woman’s knowledge about menopause

e Number of visits to the health care professionals regarding menopause issues
Exclusion criteria:

¢ studies looking at women’s satisfaction with information provision

e studies including premenopausal women.

Appraisal of methodological quality

e The methodological quality of each study will be assessed using NICE
checklists.

Synthesis of data:

¢ Narrative summary will be undertaken for the first part of question and
quantitatively evidence synthesis for the second part of question.

Equalities issues with be assessed according to processes described in NICE

guidelines manual (November 2012) but the following subgroups have been

identified:

¢ Women who have English as a second language,

e WWomen from non UK cultures,

e Women with learning disabilities.

The GDG will consider the evidence on provision of information in relation to

existing NHS 5-yearly ‘health check’ during the menopause.

D.4 Managing short-term symptoms

What is the most clinical and cost effective treatment for the relief of
individual menopause-related symptoms for women in menopause?

The aim for this review will be to assess the relative effectiveness of all the main
treatments used to treat short term menopause-related symptoms in five clinical
categories:

e vasomotor

e psychological

¢ sexual function

o musculoskeletal.

¢ Adverse events (discontinuation, bleeding)

Network meta-analysis will be undertaken to allow simultaneous comparison
across treatments. If this is not possible then pair-wise comparisons will be
provided.

English full text papers

e Systematic reviews of randomised controlled trials (RCTs)
e RCTs (parallel and cross over trials)

Women with symptoms of menopause

Stratified analysis will be conducted for:

e Women without a uterus

e Women with a uterus

e Women at risk of breast cancer including hormonally treated breast cancer
(e.g. tamoxifen, aromatase inhibitors)

Subgroup analysis will be conducted for if data available:
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Question

Intervention

Comparator

Outcomes

Other criteria
for inclusion/
exclusion of
studies

What is the most clinical and cost effective treatment for the relief of
individual menopause-related symptoms for women in menopause?

Peri-menopausal women
Post-menopausal women

e Hormonal pharmaceutical treatments:
o oestrogen combined with progestogen/ progesterone (oral)
o oestrogen combined with progestogen/ progesterone (topical — patch, cream)
o oestrogen (oral)
o oestrogen (topical — patch, cream)
o oestrogen (depot)
o progestogen alone
tissue-selective oestrogen complexes
o testosterone
o tibolone
e bio-identical hormones licensed for use in the UK
o selective oestrogen-receptor modulators (oral)
o selective oestrogen-receptor modulators (topical — patch, cream)
¢ non-hormonal pharmaceutical treatments:
o selective serotonin reuptake inhibitors
o serotonin—noradrenaline reuptake inhibitors
o gabapentin
o clonidine
¢ non-pharmaceutical treatments:
o phytoestrogens(including red clover)
o herbal preparations (including black cohosh)
o acupuncture
o lifestyle advice
o Relaxation therapies (including yoga)
o psychological therapies
o cognitive behavioural therapy
All interventions listed above
e Placebo
e Sham acupuncture
Attention control (sham relaxation)
Frequency of hot flushes (including night sweats)
Frequency of sexual activity
Psychological symptoms
o Anxiety
o Low mood (not clinical depression)
Musculoskeletal symptoms
Safety outcomes
o Discontinuation
o Vaginal bleeding
Due to the number of available RCTs (~700) and the time and resource
constraint, papers will only be included if the primary inclusion criteria or outcome

matches the four areas of effectiveness area — vasomotor, sexual function,
musculoskeletal or psychological.

For the safety reviews, papers will be included if they report on safety
(discontinuation and vaginal bleeding) and they have also been included in the
effectiveness reviews (vasomotor, sexual function, psychological &
musculoskeletal).

Outcomes reported at different time points for treatment and comparator groups
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Question

Review
strategies

Equality

What is the most clinical and cost effective treatment for the relief of
individual menopause-related symptoms for women in menopause?

will be excluded
Data presented in graphical format will not be included.

Appraisal of methodological quality:

e The methodological quality of each study will be assessed using NICE
checklists along with the quality of the evidence will be assessed by GRADE for
each outcome.

Synthesis of data:

¢ Meta-analysis will be conducted where appropriate.

o Default MIDs will be used for imprecision assessment: 0.75 and 1.25 for
dichotomous outcomes and ratio of means; 0.5 times SD for continuous
outcomes.

Record any considerations for continuous data for example if final and change
scores will be pooled and if any study reports both, the method used in the
majority of studies will be analysed.

If studies only report p-values, this information will be plotted in GRADE tables
without an assessment of imprecision possible to be made

Specific statistical methods to be considered for the NMA:

For the outcome of vasomotor symptoms, we will report the relative effect of the
treatments in terms of ratio of mean values (RoM). This decision was made due
to the very different way the outcome of vasomotor symptoms has been reported
across studies. Since the RoM is unitless, its calculation can be carried out
regardless of the specific units used in individual trials. RoM uses the natural
logarithm scale to carry out such calculations, similar to statistical procedures for
binary effect measures (risk ratio and odds ratio), due to its desirable statistical
properties (Friedrich 2008).

Equalities issues with be assessed according to processes described in NICE
guidelines manual (2012)

D.4.1 Management short-term symptoms: network meta-analyses

Question
Objective

Population

Stratified analyses

Interventions

What is the most clinically effective treatment for the relief of
individual menopause-related symptoms for women at
menopause?

The aim for this review will be to assess the relative effectiveness of
all the main treatments used to treat short term menopause-related
symptoms in five clinical categories:

e vasomotor

psychological

sexual function

musculoskeletal.

o Adverse events (discontinuation, vaginal bleeding)

¢ Vasomotor symptoms, discontinuation and vaginal bleeding were
selected as the outcomes with the highest priority.

All women with menopause
Exclusion criterion: pre menopause women

e Peri or postmenopause women with uterus

e Peri or postmenopause women without uterus (hysterectomized)
e Women with a history or at risk of breast cancer.

Hormonal pharmaceutical treatments:

e oestrogen combined with progestogen/ progesterone (oral)

e oestrogen combined with progestogen/ progesterone (topical —
patch, cream)

e oestrogen (oral)

National Collaborating Centre for Women and Children's Health
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Question

Comparisons

Outcomes

Study design

What is the most clinically effective treatment for the relief of
individual menopause-related symptoms for women at
menopause?

e oestrogen (topical — patch, cream)
e oestrogen (depot)
e progestogen alone

Tissue-selective oestrogen complexes:

e testosterone

e tibolone bio-identical hormones licensed for use in the UK

¢ selective oestrogen-receptor modulators (oral)

¢ selective oestrogen-receptor modulators (topical — patch, cream)
non-hormonal pharmaceutical treatments:

selective serotonin reuptake inhibitors

serotonin—noradrenaline reuptake inhibitors

gabapentin

clonidine

Non-pharmaceutical treatments:

¢ phytoestrogens(including red clover)

¢ herbal preparations (including black cohosh)

e acupuncture

o lifestyle advice

¢ Relaxation therapies (including yoga)

¢ psychological therapies

e cognitive behavioural therapy

¢ All interventions listed above

e Placebo

The following outcomes at the end of treatment (unless end of
treatment is after 26 weeks follow-up) will be included:

¢ Frequency of vasomotor symptoms (modelled as a rate). We will
not consider severity of symptoms as part of this outcome due to
the variation in scores used to measure them.

¢ Hot flushes and night sweats will be included. Where a study
reports frequency of both hot flushes and night sweats they will be
added together (by treating them as independent outcomes) to give
an overall frequency of vasomotor symptoms.

¢ Discontinuation (modelled as OR) — assuming constant probability
of discontinuation after 4 weeks of treatment

¢ Vaginal bleeding (modelled as OR) — assuming constant probability
of bleeding after 4 weeks of treatment

Special considerations:

¢ Only studies which report the number of women with bleeding will
be included in the analysis. Studies reporting the total number of
bleeds will not be included, as we cannot ascertain the number of
bleeds per woman nor the number of women with bleeding.

e For HRT study arms we will take the latest time point possible that
is longer than 12 weeks and less than 26 weeks follow-up

e For non-HRT study arms we will take the latest time point possible
that is longer than 4 weeks and less than 26 weeks follow-up

Only RCTS will be considered for inclusion. Cross over RCTs will be

only considered if provided separated data on the first period or data
are reported in a linear mixed model that adjusts for treatment period
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Question

Population size and
directness

Review strategy

D.4.2 Urogenital atrophy

Question
Objectives

Language
Study design

What is the most clinically effective treatment for the relief of
individual menopause-related symptoms for women at
menopause?

and reports the coefficient for the effect of treatment vs placebo.

Exclusion criteria: studies with a duration of less than 4 weeks for non
HRT studies and less than 12 weeks for HRT studies, studies
including non UK license drugs.

Studies with indirect populations will be considered under the
following assumptions:

o Mixed population studies: we will only include mixed population
studies if more than 2/3 of the sample falls within the pre specified
strata.

e For the non HRT trials: if population not specified with regards to
hysterectomy status we will include studies in NMAs of women
with a uterus and women without a uterus because we would
assume that the efficacy of different non-HRT interventions would
be exchangeable across the two populations

o For HRT trials: if trials have not explicitly stated history of breast
cancer as an exclusion criterion, but have excluded current breast
cancer as an exclusion reason, then we would assume that the
trials would have excluded both types of breast cancer.

o If a trial does not explicitly state that women with breast cancer, a
history of breast cancer, or those who had contraindications to
HRT, were included/excluded, we will assume that the authors did
not include these patients.

e If a trial including breast cancer patients has specified that
premenopausal women as assessed before breast cancer
diagnosis were included, then this trial would still be included

¢ Within each population, treatment efficacy will be independent of
the cause of menopause (i.e. surgical vs natural).

Synthesis of data

o Network meta-analysis will be conducted using Winbugs codes
(DSU Bristol Unit)

o NMA will be based on final scores.

If final scores are not reported, in order to be included in the analysis
baseline values should be reported in addition to the change from
baseline values.

o We will use the ratio of means in reporting the frequency of VSM
symptoms (95% c.i)

o We will use the RRs (95% c.i.) for the report of results of bleeding,
discontinuation

Exclusion criteria:

We will exclude trials which reported change from baseline as a
percentage

We will exclude trials which reported outcomes in mean changes
without measure of variation (SD, SE, 95% ci)

What is the clinical effectiveness of local oestrogens and
ospemefine compared with placebo for menopause-related
vaginal/urogenital atrophy?

To determine if localised oestrogens and ospemefine are clinically
effective and safe in treating vaginal/urogenital atrophy.

English full text papers
Systematic reviews of RCTs
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Question

Population

Intervention

Comparator

Outcomes

Other criteria for inclusion/
exclusion of studies

Review strategies

What is the clinical effectiveness of local oestrogens and
ospemefine compared with placebo for menopause-related
vaginal/urogenital atrophy?

RCTs

Post-menopausal women with vaginal/urogenital atrophy
Subgroup analysis (if data available) on:

Women at high risk of cancer

e Local oestrogen (different preparations will be considered)

e Ospemefine

Short term duration defined as less than one year.

Long term duration defined as 1 year or longer.

¢ Placebo (this may include non-hormonal treatment, including
moisturisers and lubricants)

¢ No treatment

Short term outcomes

Efficacy outcomes:

e measurement of vaginal pH,

e maturation index (for parabasal, intermediate and superficial cells).

¢ Patient assessment of symptoms improvement (relating to atrophy,
dryness, dyspareunia (painful intercourse), itching and discomfort.

Safety outcomes:

o Assessment of endometrial stimulation (measured by the
progestagen (progesterone, progestogen) challenge test,
ultrasound measurement of endometrial thickness, hysteroscopic
appearance, or results from endometrial biopsy).

e Breast pain, which may be considered a surrogate marker (indirect
indicator) for systemic absorption, and blood oestradiol levels.

¢ Frequency of adverse events relating to treatment.

Acceptability.

o Withdrawal from the study because of adverse events relating to
treatment.

o Participant adherence to treatment.

o Health-related quality of life

Long term outcomes

o endometrial hyperplasia or cancer confirmed by biopsy.

o Symptom relief

o Health-related quality of life

Tissue selective oestrogen complexes were removed from the final

scope as they are not licensed for any preparation in the UK

Appraisal of methodological quality

The methodological quality of each study will be assessed using

NICE checklists along with the quality of the evidence will be

assessed by GRADE for each outcome.

Synthesis of data

Meta-analysis will be conducted where appropriate.

Default MIDs will be used: 0.75 and 1.25 for dichotomous outcomes;

0.5 times SD for continuous outcomes.

Record any considerations for continuous data for example if final

and change scores will be pooled and if any study reports both, the

method used in the majority of studies will be analysed.

If studies only report p-values, this information will be plotted in

GRADE tables without an assessment of imprecision possible to be
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Question

Equality

What is the clinical effectiveness of local oestrogens and
ospemefine compared with placebo for menopause-related
vaginal/urogenital atrophy?

made

Equalities issues with be assessed according to processes described
in NICE guidelines manual (2012)

D.5 Review and referral

Question
Objectives

Language
Study design

Population

Intervention
Comparator

Outcomes

Other criteria for inclusion/
exclusion of studies

Review strategies

Equality

At what intervals should clinical review be undertaken to assess
the effectiveness and safety of treatments to relieve menopausal
symptoms and to determine when women need to be referred to
specialist care?

This question aims to identify when is the optimum time to review the
effectiveness and safety of treatments that were given to women for
relief of menopausal symptoms so different management is
considered (for example

dose alteration, change of intervention, referral to specialist care)
English full text papers

e Randomised controlled trials

o Prospective longitudinal studies

o Retrospective register studies (if no other data available)
Women who are taking any one of the interventions for relieve of
menopausal symptoms

Studies in a UK setting

A specific pattern of follow up/clinical review schedule

A different pattern of follow up/clinical review schedule
Usual care

e Number of hospital unscheduled consultations

o Continuation with treatment

¢ health related quality of life (using validated measurement scales)
o Adverse events

Non UK studies will have limited generalibility.

Appraisal of methodological quality

The methodological quality of each study will be assessed using NICE
checklists along with the quality of the evidence will be assessed by
GRADE for each outcome.

Synthesis of data

Meta-analysis will be conducted where appropriate.

Default MIDs will be used: 0.75 and 1.25 for dichotomous outcomes;
0.5 times SD for continuous outcomes.

Record any considerations for continuous data for example if final and
change scores will be pooled and if any study reports both, the method
used in the majority of studies will be analysed.

If studies only report p-values, this information will be plotted in
GRADE tables without an assessment of imprecision possible to be
made

Equalities issues with be assessed according to processes described
in NICE guidelines manual (2012)
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D.6 Starting and stopping HRT

Question
Objectives

Language
Study design

Population

Intervention

Comparator

Outcomes

Other criteria for inclusion/
exclusion of studies

Review strategies

Equality

In perimenopausal and postmenopausal women using HRT for
vasomotor symptom relief, what is the clinical effectiveness of an
abrupt HRT discontinuation strategy compared with a tapered
HRT discontinuation strategy?

To determine the most clinically effective and acceptable strategy for
discontinuation to avoid reoccurrence of vasomotor symptoms
associated with HRT use.

English full text papers

e Systematic reviews of RCTs

e RCTs

e Comparative cohort studies

Women who are discontinuing HRT use for menopausal symptom

relief

Tapered withdrawal of HRT use

Note: The GDG want to be more inclusive and consider all possible

types of tapered withdrawal.

Abrupt withdrawal of HRT use (same regimen as used in intervention

arm)

The GDG wishes to take a more inclusive and consider all possible

types of abrupt withdrawal.

e Reoccurrence of menopausal symptoms

¢ Health related quality of life

e Resumption of HRT treatment

o Uptake of alternative treatment

o Acceptability of treatment to women (qualitative assessment if scale
not available)

None

Appraisal of methodological quality

The methodological quality of each study will be assessed using NICE
checklists along with the quality of the evidence will be assessed by
GRADE for each outcome.

Synthesis of data

Meta-analysis will be conducted where appropriate.

Default MIDs will be used: 0.75 and 1.25 for dichotomous outcomes;
0.5 times SD for continuous outcomes.

Record any considerations for continuous data for example if final and
change scores will be pooled and if any study reports both, the method
used in the majority of studies will be analysed.

If studies only report p-values, this information will be plotted in
GRADE tables without an assessment of imprecision possible to be
made.

Equalities issues with be assessed according to processes described
in NICE guidelines manual (2012)
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D.7.1

Menopause
Review protocols

Long-terms benefits and risks of HRT

Venous thromboembolism

Review question for
update

Objectives

Language
Study design

Population

Stratified/subgroup
analyses

Intervention or index test

Comparator or reference
standard

Clinical outcomes

Other criteria for inclusion/

exclusion of studies
Search strategies
Review strategies

Equality

What are the effects of HRT administered for menopausal
symptoms on the risk of developing venous thromboembolism

(VTE)?
To investigate if there is any risk associated with VTE for women
when HRT is taken for relieving menopausal symptoms

English full text papers

e Systematic reviews of RCTs

e Randomised controlled trials,

o Comparative cohort studies

All women on menopause aged 65 years or less
Subgroup analysis will be conducted if data available:
e Post-menopausal and perimenopausal women
o at different age ranges(under 50, 50-60, 60+)
Hormonal Replacement Treatment

e by type

e by duration

by timing

Placebo treatment
No HRT

Different durations of the same HRT (same HRT used in intervention
arm)

Different timing since stopping HRT (same HRT used in intervention
arm)

o VTE
¢ Mortality (overall or included condition specific mortality)
Pre-menopause women

See separate document

Appraisal of methodological quality

The methodological quality of each study will be assessed using NICE
checklists along with the quality of the evidence will be assessed by
GRADE for each outcome.

Synthesis of data

Meta-analysis will be conducted where appropriate.

Default MIDs will be used: 0.75 and 1.25 for dichotomous outcomes;
0.5 times SD for continuous outcomes.

Record any considerations for continuous data for example if final and
change scores will be pooled and if any study reports both, the method
used in the majority of studies will be analysed.

If studies only report p-values, this information will be plotted in
GRADE tables without an assessment of imprecision possible to be
made

Equalities issues with be assessed according to processes described
in NICE guidelines manual (November 2012)
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Review question for
update

Objectives

Language
Study design

Population

Stratified/subgroup
analyses

Intervention or index test

Comparator or reference
standard

Clinical outcomes

Other criteria for inclusion/

exclusion of studies
Review strategies

Equality

D.7.2 Cardiovascular disease (CVD)

What are the effects of HRT administered for menopausal
symptoms on the risk of development of cardiovascular disease
(including stroke)?

To investigate if there is any risk of developing cardiovascular disease
in women who received HRT for relief of menopausal symptoms.

English full text papers

e Systematic reviews of RCTs

e Randomised controlled trials,

o Comparative cohort studies

All women on menopause aged 65 years or less
Subgroup analysis will be conducted if data available:
e Post-menopausal and perimenopausal women
o at different age ranges(under 50, 50-60, 60+)
Hormonal Replacement Treatment

* by type

e by duration

by timing

Placebo treatment
No HRT

Different durations of the same HRT (same HRT used in intervention
arm)

Different timing since stopping HRT (same HRT used in intervention
arm)

Change in blood pressure

e Stroke

e Myocardial infarction

e Cardiac event composite scores
o Mortality — cardio related
Pre-menopause woman

Appraisal of methodological quality

The methodological quality of each study will be assessed using NICE
checklists along with the quality of the evidence will be assessed by
GRADE for each outcome.

Synthesis of data

Meta-analysis will be conducted where appropriate.

Default MIDs will be used: 0.75 and 1.25 for dichotomous outcomes;
0.5 times SD for continuous outcomes.

Record any considerations for continuous data for example if final and
change scores will be pooled and if any study reports both, the method
used in the majority of studies will be analysed.

If studies only report p-values, this information will be plotted in
GRADE tables without an assessment of imprecision possible to be
made

Equalities issues with be assessed according to processes described
in NICE guidelines manual (November 2012)
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Review question for
update

Objectives

Language
Study design

Population

Stratified/subgroup
analyses

Intervention or index test

Comparator or reference
standard

Clinical outcomes

Other criteria for inclusion/

exclusion of studies
Search strategies
Review strategies

Equality

Review question for
update

D.7.3 Development of Type 2 diabetes

What are the effects of HRT administered for menopausal
symptoms on the risk of developing type 2 diabetes?

What is the risk of developing Type 2 diabetes for women who
received HRT for menopausal symptoms?

English full text papers

Systematic reviews of randomised controlled trials (RCTs)
RCTs

Comparative cohort studies

All women on menopause aged 65 years or less
Subgroup analysis will be conducted if data available:
e Post-menopausal and perimenopausal women

o at different age ranges (under 50, 50-60, 60+)
Hormonal Replacement Treatment

* by type

e by duration

by timing

Placebo treatment

No HRT

Different durations of the same HRT (same HRT used in intervention
arm)

Different timing since stopping HRT (same HRT used in intervention
arm)

Type 2 diabetes
o Mortality (overall or included condition specific mortality)
Pre-menopause women

See separate document

Appraisal of methodological quality

The methodological quality of each study will be assessed using NICE
checklists along with the quality of the evidence will be assessed by
GRADE for each outcome.

Synthesis of data

Meta-analysis will be conducted where appropriate.

Default MIDs will be used: 0.75 and 1.25 for dichotomous outcomes;
0.5 times SD for continuous outcomes.

Record any considerations for continuous data for example if final and
change scores will be pooled and if any study reports both, the method
used in the majority of studies will be analysed.

If studies only report p-values, this information will be plotted in
GRADE tables without an assessment of imprecision possible to be
made

Equalities issues with be assessed according to processes described
in NICE guidelines manual (November 2012)

D.7.4 Management of Type 2 diabetes - control of blood sugar

What impact does use of HRT for menopausal symptoms have
on control of diabetes/glycaemic levels in those with type 2
diabetes?
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Review question for
update

Objectives

Language
Study design

Status
Population

Stratified and subgroup
analysis

Intervention

Comparator

Clinical outcomes

Importance of
outcomes/critical outcomes

Other criteria for inclusion/
exclusion of studies

Review strategies

What impact does use of HRT for menopausal symptoms have
on control of diabetes/glycaemic levels in those with type 2
diabetes?

What is the impact of HRT treatment glucose control

in menopausal women with type 2 diabetes:

English full text papers

o Systematic reviews of randomised controlled trials (RCTSs),
¢ RCTs and

e comparative cohort studies

Published full text articles (no limitation on year of publication)

All perimenopausal and post-menopausal women aged 65 years or
less

Subgroup analysis will be conducted in the presence of
heterogeneity for the following factors:

¢ Different stages of menopause (post-menopausal and
perimenopausal women)

o at different age ranges(under 50, 50-60, 60+)
Different type of HRT

Subgroup analysis will be performed based on two factors if data
available:

Duration of HRT use
Time since stopping HRT

If comparative cohort studies will be including, the following factors
are considered important confounders:

o Age

o Ethnicity

e Diabetes awareness

e Placebo

e No HRT

e HbAlc

e Hyperglycaemic episodes (self-monitoring, finger prick tests)
¢ Health related quality of life

¢ Mortality (overall or included condition specific mortality)
Adverse effects (complications resulting from diabetes)
HbAlc

Hyperglycaemic episodes (self-monitoring, finger prick tests)
Mortality (overall or included condition specific mortality)
Pre-menopause women

Appraisal of methodological quality

The methodological quality of each study will be assessed using
NICE checklists along with the quality of the evidence will be
assessed by GRADE for each outcome.

Synthesis of data

Meta-analysis will be conducted where appropriate.

Default MIDs will be used: 0.75 and 1.25 for dichotomous outcomes;
0.5 times SD for continuous outcomes.

Record any considerations for continuous data for example if final
and change scores will be pooled and if any study reports both, the
method used in the majority of studies will be analysed.

If studies only report p-values, this information will be plotted in
GRADE tables without an assessment of imprecision possible to be
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Review question for
update

Equality

D.7.5 Breast cancer

Review question for
update

Objectives

Language
Study design

Status
Population

Stratified/subgroup
analyses

Intervention or index test

Comparator or reference
standard

Clinical outcomes

Other criteria for inclusion/

exclusion of studies
Review strategies

Equality

What impact does use of HRT for menopausal symptoms have
on control of diabetes/glycaemic levels in those with type 2
diabetes?

made.

Equalities issues with be assessed according to processes described
in NICE guidelines manual (November 2012)

What are the effects of HRT administered for menopausal
symptoms on risk of developing breast cancer?

To investigate what is the risk of developing breast cancer for women
who had received HRT for menopausal symptoms.

English

Randomised controlled trials

Comparative cohort studies

Published articles (no limitation on year of publication)
All women on menopause aged 65 years or less
Subgroup analysis will be conducted if data available:
e Post-menopausal and perimenopausal women

o at different age ranges (under 50, 50-60, 60+)
Hormonal Replacement Treatment (HRT)

¢ by type (for example oestrogen alone versus oestrogen plus
progesterone or by route of administration ((oral vs transdermal)

e by duration

by timing

e Placebo treatment
e No HRT

¢ Different durations of the same HRT (same HRT used in
intervention arm)

¢ Different timing since stopping HRT (same HRT used in
intervention arm)

e Breast cancer
¢ Mortality from breast cancer
Pre-menopause women

Appraisal of methodological quality

The methodological quality of each study will be assessed using
NICE checklists along with the quality of the evidence will be
assessed by GRADE for each outcome.

Synthesis of data

Meta-analysis will be conducted where appropriate.

Default MIDs will be used: 0.75 and 1.25 for dichotomous outcomes;
0.5 times SD for continuous outcomes.

Record any considerations for continuous data for example if final
and change scores will be pooled and if any study reports both, the
method used in the majority of studies will be analysed.

If studies only report p-values, this information will be plotted in
GRADE tables without an assessment of imprecision possible to be
made.

Equalities issues with be assessed according to processes described
in NICE guidelines manual (November 2012)

National Collaborating Centre for Women and Children's Health

50



Menopause
Review protocols

D.7.6 Osteoporosis

Review question for
update

Objectives

Language
Study design

Population

Stratified/subgroup
analyses

Intervention or index test

Comparator or reference
standard

Clinical outcomes

Other criteria for inclusion/

exclusion of studies
Review strategies

Equality

What are the effects of HRT administered for menopausal
symptoms on the risk of development of osteoporosis?

To investigate what is the risk of development of osteoporosis for
women who have received HRT for relief of menopausal related
symptoms over variable lengths of time.

English full text papers

Systematic reviews of RCTs

RCTs

Comparative cohort studies

All women on menopause aged 65 years or less
Subgroup analysis will be conducted if data available:
e Post-menopausal and perimenopausal women
o at different age ranges (under 50, 50-60, 60+)
Hormonal Replacement Treatment

* by type

e by duration

by timing

Placebo treatment

No HRT

Different durations of the same HRT (same HRT used in
intervention arm)

Different timing since stopping HRT (same HRT used in
intervention arm)

Types of fracture:

o Vertebral

e Neck of femur (hip)

o Wrist

o Any fracture

* Non-vertebral fracture

o Mortality (fracture related)
None

Appraisal of methodological quality

The methodological quality of each study will be assessed using
NICE checklists along with the quality of the evidence will be
assessed by GRADE for each outcome.

Synthesis of data

Meta-analysis will be conducted where appropriate.

Default MIDs will be used: 0.75 and 1.25 for dichotomous outcomes;
0.5 times SD for continuous outcomes.

Record any considerations for continuous data for example if final
and change scores will be pooled and if any study reports both, the
method used in the majority of studies will be analysed.

If studies only report p-values, this information will be plotted in
GRADE tables without an assessment of imprecision possible to be
made

Equalities issues with be assessed according to processes described
in NICE guidelines manual (November 2012)
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D.7.7 Dementia

Review question for
update
Objectives

Language
Study design

Population

Stratified/subgroup
analyses

Intervention or index test

Comparator

Clinical outcomes

Other criteria for inclusion/

exclusion of studies
Review strategies

Equality

Review question for
update

Objectives

Language

What are the effects of HRT administered for menopausal
symptoms on the risk of dementia?

To identify what is the risk of developing dementia for women who
received HRT for menopausal symptoms

English full text papers

e Systematic reviews of Randomised controlled trials (RCTSs)
e RCTs,

o Comparative cohort studies

All menopausal women aged 65 years or less
Subgroup analysis will be conducted if data available:
e Post-menopausal and perimenopausal women

o at different age ranges (under 50, 50-60, 60+)
Hormonal Replacement Treatment

e by type

e by duration

by timing

e Placebo treatment
e No HRT

o Different durations of the same HRT (same HRT used in
intervention arm)

¢ Different timing since stopping HRT (same HRT used in
intervention arm)

e Dementia

o Mortality (overall or included condition specific mortality)

Pre-menopause women

Appraisal of methodological quality

The methodological quality of each study will be assessed using
NICE checklists along with the quality of the evidence will be
assessed by GRADE for each outcome.

Synthesis of data

Meta-analysis will be conducted where appropriate.

Default MIDs will be used: 0.75 and 1.25 for dichotomous outcomes;
0.5 times SD for continuous outcomes.

Record any considerations for continuous data for example if final
and change scores will be pooled and if any study reports both, the
method used in the majority of studies will be analysed.

If studies only report p-values, this information will be plotted in
GRADE tables without an assessment of imprecision possible to be
made.

Equalities issues with be assessed according to processes described
in NICE guidelines manual (November 2012)

D.7.8 Loss of muscle mass (sarcopenia)

What are the effects of HRT administered for menopausal
symptoms on the risk of sarcopenia?

To investigate what is the risk of developing sarcopenia for women
who received HRT for menopausal symptoms

English
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Review question for
update

Study design

Status
Population

Intervention or index test

Comparator

Clinical outcomes

Other criteria for inclusion/
exclusion of studies

Review strategies

Equality

What are the effects of HRT administered for menopausal
symptoms on the risk of sarcopenia?

Systematic reviews of randomised controlled trials (RCTSs),
RCTs,
Comparative cohort studies

Published articles (no limitation on year of publication)
All menopausal women aged 65 years or less
Subgroup analysis will be conducted if data available:
e Post-menopausal and perimenopausal women

at different age ranges (under 50, 50-60, 60+)
Hormonal Replacement Treatment

* by type

¢ by duration

by timing

¢ Placebo treatment

e No HRT

o Different durations of the same HRT (same HRT used in
intervention arm)

Different timing since stopping HRT (same HRT used in intervention

arm)

Sarcopenia

Pre-menopause women

Appraisal of methodological quality

The methodological quality of each study will be assessed using
NICE checklists along with the quality of the evidence will be
assessed by GRADE for each outcome.

Synthesis of data

Meta-analysis will be conducted where appropriate.

Default MIDs will be used: 0.75 and 1.25 for dichotomous outcomes;
0.5 times SD for continuous outcomes.

Record any considerations for continuous data for example if final
and change scores will be pooled and if any study reports both, the
method used in the majority of studies will be analysed.

If studies only report p-values, this information will be plotted in
GRADE tables without an assessment of imprecision possible to be
made.

Equalities issues with be assessed according to processes described
in NICE guidelines manual (November 2012)
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Review protocols

Premature ovarian insufficiency (POI)

Diagnosis of premature ovarian insufficiency

Question
Objectives

Language
Study design

Population

Stratified and
subgroup
analysis

Clinical
indicators
(index tests)

Target

condition/refere

nce standard
Outcomes

Other criteria
for inclusion/
exclusion of

What is the diagnostic accuracy of the following indicators (clinical and
biological manifestations) in the diagnosis of POI:

Menstrual irregularity
e age
menopausal symptoms (especially vasomotor symptoms)

endocrine changes (specifically follicle-stimulating hormone, anti-Mullerian
hormone, oestrogen or inhibin B)

e ovarian ultrasound evaluation

To determine the diagnostic accuracy of specific clinical indicators in diagnosing
POI

English full text papers

¢ Diagnostic accuracy studies

o Cohort studies — prospective/retrospective

Women suspected to be POI

Sugroup analysis if data available:

e women with a history of chemotherapy,

e women with certain autoimmune diseases,

¢ a family history of POI, and

o women with chromosomal abnormalities such as Turner Syndrome

Stratified analysis will be performed based on the background population of
women, for example if women who are suspected to undergoing menopause will
be diagnosed from perimenopausal or from postmenopausal or from all women
with menopause (pre or postmenopausal)

e Menstrual irregularity

o Age

e menopausal vasomotor symptoms

e endocrine features (in blood or urine)

o follicle-stimulating hormone (FSH)

e anti-Mullerian hormone

e oestrogen levels

¢ inhibin A and B

e ovarian ultrasound evaluation (including ovarian volume and total antral follicle
count)

Note: Any of these features in isolation or in combination will be considered as
diagnostic tools of menopause

Different levels of the above clinical indicators as reported by the authors will be
used as diagnostic tools.

Amenorrhoea

e Sensitivity / specificity

o Likelihood ratio (positive and negative)

e Area under the curve (AUC)

Likelihood ratios and sensitivity/specificity will be prioritised.

GDG noted that there are associated risks (particularly psychological) to the
individual of both false positive and false negative tests.

The focus of this review is to investigate the role of clinical features as diagnostic
tools of POI
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Question
studies

Review
strategies

Equality

What is the diagnostic accuracy of the following indicators (clinical and
biological manifestations) in the diagnosis of POI:

Menstrual irregularity
e age
menopausal symptoms (especially vasomotor symptoms)

endocrine changes (specifically follicle-stimulating hormone, anti-Mdillerian
hormone, oestrogen or inhibin B)

¢ ovarian ultrasound evaluation

The GDG did not consider including prognostic studies looking at the role of
these clinical features to predict the POI at a certain later time in women’s life.
Appraisal of methodological quality:

e The Quality Assessment of Diagnostic Accuracy Studies version 2 (QUADAS-
2) checklists will be used.

Synthesis of data:
¢ Meta-analysis will be conducted where appropriate.

Equalities issues with be assessed according to processes described in NICE
guidelines manual (2012)

D.8.2 Management of premature ovarian insufficiency

Question
Objectives

Language
Study design

Population

Intervention
Comparator
Outcomes

What is the clinical effectiveness of HRT compared with
combined oral contraceptives for the management of premature
ovarian insufficiency (POI)?

To compare the clinical effectiveness of combined oral
contraceptives with hormone replacement therapy (HRT) for women
with premature ovarian insufficiency (POI)?

English full text papers

o Systematic reviews of RCTs
e RCTs
o Comparative cohort studies

e Women (< 40 years of age) with POI for any reason.

o Women with Turner syndrome (TS) will be included as 90% of TS
women have primary amenorrhoea. The GDG considered TS as
the commonest congenital/genetic condition causing POI.

Note: Premature ovarian insufficiency (also known as premature
ovarian failure or premature menopause) is usually defined as
menopause occurring before the age of 40 years with a minimum of
6 months of amenorrhea and raised gonadotrophins (FSH) levels

Combined oral contraceptive

Hormone replacement therapy (HRT)

¢ Health related quality-of-life

e Bone density

o Cardio/metabolic risk markers (Insulin resistance/lipids)

e Changes in menopausal symptom (including vasomotor and sexual
function) scores derived from a combination of menopausal
symptoms

o Adverse effects (such as DVT, VTE and pulmonary embolism/
Breast tenderness)

e Discontinuation rate for any reason

Other criteria for inclusion/ Other congenital conditions other than Turner Syndrome.
exclusion of studies

Review strategies

Appraisal of methodological quality
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What is the clinical effectiveness of HRT compared with
combined oral contraceptives for the management of premature

Question ovarian insufficiency (POI)?

The methodological quality of each study will be assessed using
NICE checklists along with the quality of the evidence will be
assessed by GRADE for each outcome.

Synthesis of data

Meta-analysis will be conducted where appropriate.

Default MIDs will be used: 0.75 and 1.25 for dichotomous outcomes;
0.5 times SD for continuous outcomes.

Record any considerations for continuous data for example if final
and change scores will be pooled and if any study reports both, the
method used in the majority of studies will be analysed.

If studies only report p-values, this information will be plotted in
GRADE tables without an assessment of imprecision possible to be
made

Equality Equalities issues with be assessed according to processes described

in NICE guidelines manual (2012)

Appendix E: Search strategies

E.1 Diagnosis of perimenopause and postmenopause /
classification systems for the diagnosis of menopause

Database: Medline

#

O~NO UL WN PR

SEARCH

Exp *MENOPAUSE

*CLIMACTERIC/

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteri$).ti,ab.

"change of life".ti,ab.

reproductive ag?ing.ti,ab.

*PRIMARY OVARIAN INSUFFICIENCY/

((primary or prematur$ or hypergonadotrop$) adjl ovar$ adjl (insuffic$ or fail$ or incompet$)).ti,ab.
((gonadotrop$ or resist$) adjl ovar$ adjl syndrom$).ti,ab.

(POI or POF).ti,ab.

or/1-9

TERMINOLOGY AS TOPIC/

ALGORITHMS/

CLASSIFICATION/

or/11-13

and/10,14

exp *MENOPAUSE!/ or *CLIMACTERIC/ or *PRIMARY OVARIAN INSUFFICIENCY/
SEVERITY OF ILLNESS INDEX/

cl.fs.

or/17-18

and/16,19

"Stages of Reproductive Aging Workshop".ti,ab.

"Women's Ischemia Syndrome Evaluation".ti,ab.

ReSTAGE ti,ab.

"Study of Women's Health Across the Nation".ti,ab.

(TREMIN or "Menstrual and Reproductive Health Program” or "MRH Program").ti,ab.
"Melbourne Women's Midlife Health Project".ti,ab.

"Seattle Midlife Women's Health Study".ti,ab.

or/21-27

and/16,28

((stage? or staging or criteri$ or classif$ or algorithm? or taxonom$ or scale?) adj3 (menopaus$ or reproductive ag?ing
or climacteri$)).ti,ab.

0r/15,20,29-30

exp "SENSITIVITY AND SPECIFICITY"/
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33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60
61
62
63
64
65
66
67
68
69
70
71
72
73
74
75
76
77
78
79
80
81
82
83
84
85

(sensitivity or specificity).ti,ab.

((pre test or pretest or post test or posttest) adj probability).ti,ab.
(predictive value$ or PPV or NPV).ti,ab.

likelihood ratio$.ti,ab.

LIKELIHOOD FUNCTIONS/

(ROC curve$ or AUC).ti,ab.

(diagnos* adj2 (performance* or accurac* or utilit* or value* or efficien* or effectiveness)).ti,ab.
gold standard.ab.

or/32-40

exp MENSTRUATION DISTURBANCES/

((irregular$ or regular$ or nonregular$) adj3 (menstrua$ or period? or cycle?)).ti,ab.
oligomenorr?ea$.ti,ab.

HOT FLASHES/

hot fl#sh$.ti,ab.

SWEATING/

sweat$.ti,ab.

(vasomotor symptom? or VMS).ti,ab.

exp FOLLICLE STIMULATING HORMONE/

(follitropin? or follicle stimulating hormone? or FSH).ti,ab.
ANTI-MULLERIAN HORMONE/

(mu?llerian adj3 (inhibit$ or regress$)).ti,ab.
((antimu?llerian or anti mu?llerian) adj3 (hormone? or factor?)).ti,ab.
exp ESTROGENS/

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

exp INHIBINS/

inhibin b.mp.

OVARIAN FOLLICLE/

(antral follicle adj3 (count$ or number$)).ti,ab.

or/42-60

and/10,41,61

*MENOPAUSE/di or *PRIMARY OVARIAN INSUFFICIENCY/di [Diagnosis]
or/62-63

or/31,64

limit 65 to english language

LETTER/

EDITORIAL/

NEWS/

exp HISTORICAL ARTICLE/

ANECDOTES AS TOPIC/

COMMENT/

CASE REPORT/

(letter or comment* or abstracts).ti.

or/67-74

RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.
75 not 76

ANIMALS/ not HUMANS/

exp ANIMALS, LABORATORY/

exp ANIMAL EXPERIMENTATION/

exp MODELS, ANIMAL/

exp RODENTIA/

(rat or rats or mouse or mice).ti.

or/77-83

66 not 84

Database: Medline-in-process
# Searches

O~NO UL WN B

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteri$).ti,ab.

"change of life".ti,ab.

reproductive ag?ing.ti,ab.

((primary or prematur$ or hypergonadotrop$) adjl ovar$ adjl (insuffic$ or fail$ or incompet$)).ti,ab.
((gonadotrop$ or resist$) adjl ovar$ adjl syndrom$).ti,ab.

(POI or POF).ti,ab.

or/1-6

"Stages of Reproductive Aging Workshop".ti,ab.

"Women's Ischemia Syndrome Evaluation".ti,ab.

ReSTAGE.ti,ab.

"Study of Women's Health Across the Nation".ti,ab.

(TREMIN or "Menstrual and Reproductive Health Program" or "MRH Program").ti,ab.
"Melbourne Women's Midlife Health Project".ti,ab.
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14
15
16
17

18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40

"Seattle Midlife Women's Health Study".ti,ab.

or/8-14

and/7,15

((stage? or staging or criteri$ or classif$ or algorithm? or taxonom$ or scale?) adj3 (menopaus$ or reproductive ag?ing
or climacteri$)).ti,ab.

or/16-17

(sensitivity or specificity).ti,ab.

((pre test or pretest or post test or posttest) adj probability).ti,ab.

(predictive value$ or PPV or NPV).ti,ab.

likelihood ratio$.ti,ab.

(ROC curve$ or AUC).ti,ab.

(diagnos* adj2 (performance* or accurac* or utilit* or value* or efficien* or effectiveness)).ti,ab.
gold standard.ab.

or/19-25

((irregular$ or regular$ or nonregular$) adj3 (menstrua$ or period? or cycle?)).ti,ab.
oligomenorr?ea$.ti,ab.

hot fl#sh$.ti,ab.

sweat$.ti,ab.

(vasomotor symptom? or VMS).ti,ab.

(follitropin? or follicle stimulating hormone? or FSH).ti,ab.

(mu?llerian adj3 (inhibit$ or regress$)).ti,ab.

((antimu?llerian or anti mu?llerian) adj3 (hormone? or factor?)).ti,ab.

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

inhibin b.ti,ab.

(antral follicle adj3 (count$ or number$)).ti,ab.

or/27-37

and/7,26,38

or/18,39

Database: Cochrane Central Register of Controlled Trials
“#  Searches

©O©CoOoO~NOoO O~ WNPE

exp *MENOPAUSE/

*CLIMACTERIC/

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteri$).ti,ab.

"change of life".ti,ab.

reproductive ag?ing.ti,ab.

*PRIMARY OVARIAN INSUFFICIENCY/

((primary or prematur$ or hypergonadotrop$) adjl ovar$ adjl (insuffic$ or fail$ or incompet$)).ti,ab.
((gonadotrop$ or resist$) adjl ovar$ adjl syndrom$).ti,ab.

(POI or POF).ti,ab.

or/1-9

TERMINOLOGY AS TOPIC/

ALGORITHMS/

CLASSIFICATION/

or/11-13

and/10,14

exp *MENOPAUSE!/ or *CLIMACTERIC/ or *PRIMARY OVARIAN INSUFFICIENCY/
SEVERITY OF ILLNESS INDEX/

cl.fs.

or/17-18

and/16,19

"Stages of Reproductive Aging Workshop".ti,ab.

"Women's Ischemia Syndrome Evaluation®.ti,ab.

ReSTAGE ti,ab.

"Study of Women's Health Across the Nation".ti,ab.

(TREMIN or "Menstrual and Reproductive Health Program" or "MRH Program*").ti,ab.
"Melbourne Women's Midlife Health Project".ti,ab.

"Seattle Midlife Women's Health Study".ti,ab.

or/21-27

and/16,28

((stage? or staging or criteri$ or classif$ or algorithm? or taxonom$ or scale?) adj3 (menopaus$ or reproductive ag?ing
or climacteri$)).ti,ab.

0r/15,20,29-30

exp "SENSITIVITY AND SPECIFICITY"/

(sensitivity or specificity).ti,ab.

((pre test or pretest or post test or posttest) adj probability).ti,ab.

(predictive value$ or PPV or NPV).ti,ab.

likelihood ratio$.ti,ab.

LIKELIHOOD FUNCTIONS/

(ROC curve$ or AUC).ti,ab.
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39 (diagnos* adj2 (performance* or accurac* or utilit* or value* or efficien* or effectiveness)).ti,ab.
40 gold standard.ab.

41  0or/32-40

42  exp MENSTRUATION DISTURBANCES/

43  ((irregular$ or regular$ or nonregular$) adj3 (menstrua$ or period? or cycle?)).ti,ab.
44  oligomenorr?ea$.ti,ab.

45 HOT FLASHES/

46  hot fl#sh$.ti,ab.

47  SWEATING/

48  sweat$.ti,ab.

49  (vasomotor symptom? or VMS).ti,ab.

50 exp FOLLICLE STIMULATING HORMONE/

51  (follitropin? or follicle stimulating hormone? or FSH).ti,ab.

52  ANTI-MULLERIAN HORMONE/

53 (mu?Zllerian adj3 (inhibit$ or regress$)).ti,ab.

54  ((antimu?llerian or anti mu?llerian) adj3 (hormone? or factor?)).ti,ab.

55 exp ESTROGENS/

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

57  exp INHIBINS/

58 inhibin b.mp.

59 OVARIAN FOLLICLE/

60 (antral follicle adj3 (count$ or number$)).ti,ab.

61 or/42-60

62 and/10,41,61

63 *MENOPAUSE/di or *PRIMARY OVARIAN INSUFFICIENCY/di [Diagnosis]
64  or/62-63

65 or/31,64

Database: Cochrane Database of Systematic Reviews and Database of Abstracts of

Reviews of Effects
#  Searches

1 MENOPAUSE .kw.

2 CLIMACTERIC.kw.

3 (menopaus$ or postmenopaus$ or perimenopaus$ or climacteri$).tw,tx.

4 "change of life".tw,tx.

5 reproductive ag?ing.tw,tx.

6 PRIMARY OVARIAN INSUFFICIENCY .kw.

7 ((primary or prematur$ or hypergonadotrop$) adjl ovar$ adjl (insuffic$ or fail$ or incompet$)).tw,tx.

8 ((gonadotrop$ or resist$) adjl ovar$ adjl syndrom$).tw,tx.

9 (POI or POF).tw,tx.

10 or/1-9

11 TERMINOLOGY AS TOPIC.kw.

12 ALGORITHMS.kw.

13  CLASSIFICATION.kw.

14  or/11-13

15 and/10,14

16 (MENOPAUSE or CLIMACTERIC or PRIMARY OVARIAN INSUFFICIENCY).kw.

17 SEVERITY OF ILLNESS INDEX.kw.

18 and/16-17

19 "Stages of Reproductive Aging Workshop".tw,tx.

20 "Women's Ischemia Syndrome Evaluation".tw,tx.

21 ReSTAGE.tw,tx.

22  "Study of Women's Health Across the Nation".tw,tx.

23 (TREMIN or "Menstrual and Reproductive Health Program" or "MRH Program").tw,tx.

24 "Melbourne Women's Midlife Health Project".tw,tx.

25 "Seattle Midlife Women's Health Study".tw,tx.

26 0r/19-25

27 and/16,26

28  ((stage? or staging or criteri$ or classif$ or algorithm? or taxonom$ or scale?) adj3 (menopaus$ or reproductive ag?ing
or climacteri$)).tw,tx.

29  o0r/15,18,27-28

30 "SENSITIVITY AND SPECIFICITY".kw.

31 (sensitivity or specificity).tw,tx.

32  ((pre test or pretest or post test or posttest) adj probability).tw,tx.

33  (predictive value$ or PPV or NPV).tw,tx.

34 likelihood ratio$.tw,tx.

35 LIKELIHOOD FUNCTIONS.kw.

36 (ROC curve$ or AUC).tw,tx.

37 (diagnos$ adj2 (performance$ or accuracy$ or utilit$ or value or efficien$ or effectiveness)).tw,tx.
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38 gold standard.ab.

39 0r/30-38

40 MENSTRUATION DISTURBANCES.kw.

41  ((irregular$ or regular$ or nonregular$) adj3 (menstrua$ or period? or cycle?)).tw,tx.
42  oligomenorr?ea$.tw,tx.

43  HOT FLASHES.kw.

44 hot fl#sh$.tw,tx.

45  SWEATING.kw.

46 sweat$.tw,tx.

47  (vasomotor symptom? or VMS).tw,tx.

48 FOLLICLE STIMULATING HORMONE.kw.

49  (follitropin? or follicle stimulating hormone? or FSH).tw,tx.
50 ANTI-MULLERIAN HORMONE.kw.

51  (mu?llerian adj3 (inhibit$ or regress$)).tw,tx.

52  ((antimu?llerian or anti mu?llerian) adj3 (hormone? or factor?)).tw,tx.
53 ESTROGENS .kw.

54  (estrogen$ or oestrogen$).tw,tx.

55  INHIBINS.kw.

56 inhibin b.tw,tx.

57 OVARIAN FOLLICLE.kw.

58 (antral follicle adj3 (count$ or number$)).tw,tx.

59  0r/40-58
60 and/10,39,59
61 0or/29,60

Database: Heath Technology Assessment

am

exp *MENOPAUSE/

*CLIMACTERIC/

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteri$).tw.

"change of life".tw.

reproductive ag?ing.tw.

*PRIMARY OVARIAN INSUFFICIENCY/

((primary or prematur$ or hypergonadotrop$) adjl ovar$ adjl (insuffic$ or fail$ or incompet$)).tw.

((gonadotrop$ or resist$) adjl ovar$ adjl syndrom$).tw.

9 (POI or POF).tw.

10 or/1-9

11 TERMINOLOGY AS TOPIC/

12 ALGORITHMS/

13  CLASSIFICATION/

14  or/11-13

15 and/10,14

16  exp *MENOPAUSE/ or *CLIMACTERIC/ or *PRIMARY OVARIAN INSUFFICIENCY/

17 SEVERITY OF ILLNESS INDEX/

18 clfs.

19 or/17-18

20 and/16,19

21  “Stages of Reproductive Aging Workshop".tw.

22  "Women's Ischemia Syndrome Evaluation”.tw.

23 ReSTAGE.tw.

24  "Study of Women's Health Across the Nation".tw.

25 (TREMIN or "Menstrual and Reproductive Health Program" or "MRH Program").tw.

26  "Melbourne Women's Midlife Health Project".tw.

27  "Seattle Midlife Women's Health Study".tw.

28  or/21-27

29 and/16,28

30 ((stage? or staging or criteri$ or classif$ or algorithm? or taxonom$ or scale?) adj3 (menopaus$ or reproductive ag?ing
or climacteri$)).tw.

31 0r/15,20,29-30

32  exp "SENSITIVITY AND SPECIFICITY"/

33  (sensitivity or specificity).tw.

34  ((pre test or pretest or post test or posttest) adj probability).tw.

35  (predictive value$ or PPV or NPV).tw.

36 likelihood ratio$.tw.

37 LIKELIHOOD FUNCTIONS/

38 (ROC curve$ or AUC).tw.

39 (diagnos* adj2 (performance* or accurac* or utilit* or value* or efficien* or effectiveness)).tw.

40 gold standard.tw.

41  or/32-40

O~NO O~ WNPE
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42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60
61
62
63
64
65

exp MENSTRUATION DISTURBANCES/

((irregular$ or regular$ or nonregular$) adj3 (menstrua$ or period? or cycle?)).tw.
oligomenorr?ea$.tw.

HOT FLASHES/

hot fl#sh$.tw.

SWEATING/

sweat$.tw.

(vasomotor symptom? or VMS).tw.

exp FOLLICLE STIMULATING HORMONE/

(follitropin? or follicle stimulating hormone? or FSH).tw.
ANTI-MULLERIAN HORMONE/

(mu?llerian adj3 (inhibit$ or regress$)).tw.

((antimu?llerian or anti mu?llerian) adj3 (hormone? or factor?)).tw.
exp ESTROGENS/

(estrogen$ or oestrogen$).tw.

exp INHIBINS/

inhibin b.tw.

OVARIAN FOLLICLE/

(antral follicle adj3 (count$ or numbers)).tw.

or/42-60

and/10,41,61

*MENOPAUSE/di or *PRIMARY OVARIAN INSUFFICIENCY/di [Diagnosis]
or/62-63

or/31,64

Database: Embase

O~NO O~ WNPE

exp *'MENOPAUSE AND CLIMACTERIUM"/

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteri$).ti,ab.

"change of life".ti,ab.

reproductive ag?ing.ti,ab.

*PREMATURE OVARIAN FAILURE/

((primary or prematur$ or hypergonadotrop$) adjl ovar$ adjl (insuffic$ or fail$ or incompet$)).ti,ab.
((gonadotrop$ or resist$) adjl ovar$ adjl syndrom$).ti,ab.

(POI or POF).ti,ab.

or/1-8

CLINICAL CLASSIFICATION/

STAGING/

NOMENCLATURE/

CLASSIFICATION ALGORITHM/

or/10-13

and/9,14

exp *'MENOPAUSE AND CLIMACTERIUM"/ or *PREMATURE OVARIAN FAILURE/
exp DISEASE CLASSIFICATION/

and/16-17

"Stages of Reproductive Aging Workshop".ti,ab.

"Women's Ischemia Syndrome Evaluation”.ti,ab.

ReSTAGE ti,ab.

"Study of Women's Health Across the Nation".ti,ab.

(TREMIN or "Menstrual and Reproductive Health Program" or "MRH Program").ti,ab.
"Seattle Midlife Women's Health Study".ti,ab.

or/19-24

and/16,25

((stage? or staging or criteri$ or classif$ or algorithm? or taxonom$ or scale?) adj3 (menopaus$ or reproductive ag?ing
or climacteri$)).ti,ab.

or/15,18,26-27

"SENSITIVITY AND SPECIFICITY"/

(sensitivity or specificity).ti,ab.

((pre test or pretest or post test or posttest) adj probability).ti,ab.

(predictive value$ or PPV or NPV).ti,ab.

likelihood ratio$.ti,ab.

(ROC curve$ or AUC).ti,ab.

(diagnos* adj2 (performance* or accurac* or utilit* or value* or efficien* or effectiveness)).ti,ab.
gold standard.ab.

*DIAGNOSTIC ACCURACY!/ or DIAGNOSTIC TEST ACCURACY STUDY/

or/29-37

exp MENSTRUATION DISORDER/

((irregular$ or regular$ or nonregular$) adj3 (menstrua$ or period? or cycle?)).ti,ab.
oligomenorr?ea$.ti,ab.
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42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60
61
62
63
64
65
66
67
68
69
70
71
72
73
74
75
76
77
78
79
80
81
82

HOT FLUSH/

hot fl#sh$.ti,ab.

exp SWEATING/

sweat$.ti,ab.

VASOMOTOR DISORDER/

(vasomotor symptom? or VMS).ti,ab.

FOLLITROPIN/

(follitropin? or follicle stimulating hormone? or FSH).ti,ab.
MULLERIAN INHIBITING FACTOR/

(mu?llerian adj3 (inhibit$ or regress$)).ti,ab.
((antimu?llerian or anti mu?llerian) adj3 (hormone? or factor?)).ti,ab.
exp ESTROGEN/

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

INHIBIN B/

inhibin b.ti,ab.

OVARY FOLLICLE/ or exp OVARY FOLLICLE CELL/
(antral follicle adj3 (count$ or number$)).ti,ab.
or/39-58

and/9,38,59

exp *'MENOPAUSE AND CLIMACTERIUM"/di or *PREMATURE OVARIAN FAILURE/di [Diagnosis]
or/60-61

or/28,62

limit 63 to english language

conference abstract.pt.

letter.pt. or LETTER/

note.pt.

editorial.pt.

CASE REPORT/ or CASE STUDY/

(letter or comment* or abstracts).ti.

or/65-70

RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.
71 not 72

ANIMAL/ not HUMAN/

NONHUMAN/

exp ANIMAL EXPERIMENT/

exp EXPERIMENTAL ANIMAL/

ANIMAL MODEL/

exp RODENT/

(rat or rats or mouse or mice).ti.

or/73-80

64 not 81

E.2 Information and advice

Database: Medline
#  Searches

[y

MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/ or
PREMENOPAUSE/

PRIMARY OVARIAN INSUFFICIENCY/

(menopaus$ or perimenopaus$ or peri menopaus$ or postmenopaus$ or post menopaus$ or POF or POI).ti,ab.
((premature or primary) adj3 ovar$ adj3 (insuffici$ or failure?)).ti,ab.

CLIMACTERIC/

climacteric.ti,ab.

(change adj1 life).ti,ab.

or/1-7

PATIENT EDUCATION AS TOPIC/

HEALTH KNOWLEDGE, ATTITUDES, PRACTICE/

HEALTH COMMUNICATION/

HEALTH EDUCATION/ or CONSUMER HEALTH INFORMATION/ or HEALTH LITERACY/
HEALTH PROMOTION/

(inform$ or advice or advising).ti.

((menopaus$ or patient?) adj3 (inform$ or advice or advising or knowledge)).ab.
(information adj5 need?).ti,ab.

or/9-16

and/8,17

LETTER/

EDITORIAL/

NEWS/
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22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38

exp HISTORICAL ARTICLE/
ANECDOTES AS TOPIC/
COMMENT/

CASE REPORT/

(letter or comment* or abstracts).ti.
or/19-26

RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.
27 not 28

ANIMALS/ not HUMANS/

exp ANIMALS, LABORATORY/
exp ANIMAL EXPERIMENTATION/
exp MODELS, ANIMAL/

exp RODENTIA/

(rat or rats or mouse or mice).ti.
or/29-35

18 not 36

limit 37 to english language

Database: Medline-in-process
#  Searches

P RPOO~NOOOR~WDNER

= O

(menopaus$ or perimenopaus$ or peri menopaus$ or postmenopaus$ or post menopaus$ or POF or POI).ti,ab.
((premature or primary) adj3 ovar$ adj3 (insuffici$ or failure?)).ti,ab.

climacteric.ti,ab.

(change adjl life).ti,ab.

or/1-4

(health adj3 promot$).ti,ab.

(inform$ or advice or advising).ti.

((menopaus$ or patient?) adj3 (inform$ or advice or advising or knowledge or educat$)).ab.
(information adj5 need?).ti,ab.

or/6-9

and/5,10

Database: Cochrane Central Register of Controlled Trials
-—

MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/ or
PREMENOPAUSE/

PRIMARY OVARIAN INSUFFICIENCY/

(menopaus$ or perimenopaus$ or peri menopaus$ or postmenopaus$ or post menopaus$ or POF or POI).ti,ab.
((premature or primary) adj3 ovar$ adj3 (insuffici$ or failure?)).ti,ab.

CLIMACTERIC/

climacteric.ti,ab.

(change adj1 life).ti,ab.

or/1-7

PATIENT EDUCATION AS TOPIC/

HEALTH KNOWLEDGE, ATTITUDES, PRACTICE/

HEALTH COMMUNICATION/

HEALTH EDUCATION/ or CONSUMER HEALTH INFORMATION/ or HEALTH LITERACY/
HEALTH PROMOTION/

(inform$ or advice or advising).ti.

((menopaus$ or patient?) adj3 (inform$ or advice or advising or knowledge)).ab.

(information adj5 need?).ti,ab.

or/9-16

and/8,17

Database: Cochrane Database of Systematic Reviews and Database of Abstracts of
Reviews of Effects

HI

POoO~NOoOOhr~wWN

(MENOPAUSE or MENOPAUSE, PREMATURE or PERIMENOPAUSE or POSTMENOPAUSE or
PREMENOPAUSE).kw.

PRIMARY OVARIAN INSUFFICIENCY .kw.

(menopaus$ or perimenopaus$ or peri menopaus$ or postmenopaus$ or post menopaus$ or POF or POI).tw,tx.
((premature or primary) adj3 ovar$ adj3 (insuffici$ or failure?)).tw,tx.

CLIMACTERIC.kw.

climacteric.tw,tx.

(change adj1 life).tw,tx.

or/1-7

PATIENT EDUCATION AS TOPIC.kw.

HEALTH KNOWLEDGE, ATTITUDES, PRACTICE .kw.
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11
12
13
14
15
16
17
18

HEALTH COMMUNICATION.kw.

(HEALTH EDUCATION or CONSUMER HEALTH INFORMATION or HEALTH LITERACY).kw.
HEALTH PROMOTION.kw.

(inform$ or advice or advising).ti.

((menopaus$ or patient?) adj3 (inform$ or advice or advising or knowledge)).tw,tx.

(information adj5 need?).tw,tx.

or/9-16

and/8,17

Database: Health Technology Assessment

MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/ or
PREMENOPAUSE/

PRIMARY OVARIAN INSUFFICIENCY/

(menopaus$ or perimenopaus$ or peri menopaus$ or postmenopaus$ or post menopaus$ or POF or POI).tw.
((premature or primary) adj3 ovar$ adj3 (insuffici$ or failure?)).tw.

CLIMACTERIC/

climacteric.tw.

(change adj1 life).tw.

or/1-7

PATIENT EDUCATION AS TOPIC/

HEALTH KNOWLEDGE, ATTITUDES, PRACTICE/

HEALTH COMMUNICATION/

HEALTH EDUCATION/ or CONSUMER HEALTH INFORMATION/ or HEALTH LITERACY/
HEALTH PROMOTION/

(inform$ or advice or advising).ti.

((menopaus$ or patient?) adj3 (inform$ or advice or advising or knowledge)).tw.

(information adj5 need?).tw.

or/9-16

and/8,17

Database: Embase
“#  Searches

1

"MENOPAUSE AND CLIMACTERIUM"/ or CLIMACTERIUM/ or EARLY MENOPAUSE/ or MENOPAUSE/ or
POSTMENOPAUSE/

PREMENOPAUSE/

PREMATURE OVARIAN FAILURE/

(menopaus$ or perimenopaus$ or peri menopaus$ or postmenopaus$ or post menopaus$ or POF or POI).ti,ab.
((premature or primary) adj3 ovar$ adj3 (insuffici$ or failure?)).ti,ab.
climacteric.ti,ab.

(change adjl life).ti,ab.

or/1-7

PATIENT EDUCATION/

PATIENT INFORMATION/

MEDICAL INFORMATION/

INFORMATION DISSEMINATION/

HEALTH PROMOTION/ or HEALTH EDUCATION/

MEDICAL DECISION MAKING/

PATIENT DECISION MAKING/

INFORMATION SERVICE/

(inform$ or advice or advising).ti.

((menopaus$ or patient?) adj3 (educat$ or inform$ or advis$ or advice or knowledge)).ab.
(information adj5 need?).ti,ab.

or/9-19

and/8,20

conference abstract.pt.

letter.pt. or LETTER/

note.pt.

editorial.pt.

CASE REPORT/ or CASE STUDY/

(letter or comment* or abstracts).ti.

or/22-27

RANDOMIZED CONTROLLED TRIAL/ or random?*.ti,ab.

28 not 29

ANIMAL/ not HUMAN/

NONHUMAN/

exp ANIMAL EXPERIMENT/

exp EXPERIMENTAL ANIMAL/

ANIMAL MODEL/
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36
37
38
39
40

exp RODENT/

(rat or rats or mouse or mice).ti.
or/30-37

21 not 38

limit 39 to english language

Database: Psychinfo
# Seaches

O~NO O WN P

MENOPAUSE!/ or LIFE CHANGES/

(menopaus$ or perimenopaus$ or peri menopaus$ or postmenopaus$ or post menopaus$ or POF or POI).ti,ab.
((premature or primary) adj3 ovar$ adj3 (insuffici$ or failure?)).ti,ab.

climacteric.ti,ab.

(change adj1 life).ti,ab.

or/1-5

information needs.id.

INFORMATION/

exp NEEDS/

and/8-9

(inform$ or advice or advising).ti.

((menopaus$ or patient?) adj3 (inform$ or advice or advising or knowledge or educat$)).ab.
(information adj5 need?).ti,ab.

or/7,10-13

and/6,14

limit 15 to (human or female)

limit 16 to (0100 journal" or "0110 peer-reviewed journal" or "0500 electronic collection")

E.3 Managing short-term symptoms - clinical evidence

Database: Medline

o

1 MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/ or
PREMENOPAUSE/

2 PRIMARY OVARIAN INSUFFICIENCY/

3 (menopaus$ or perimenopaus$ or peri menopaus$ or postmenopaus$ or post menopaus$ or POF).ti,ab.

4 ((premature or primary) adj3 ovar$ adj3 (insuffici$ or failure?)).ti,ab.

5 CLIMACTERIC/

6 climacteric.ti,ab.

7 or/1-6

8 exp VASOMOTOR SYSTEM/

9 HOT FLASHES/

10 (hot adj (flash$ or flush$)).ti,ab.

11 (vasomotor adj symptom?).ti,ab.

12 SWEATING/

13 sweat$.ti,ab.

14 HYPERHIDROSIS/

15 (sleep adj3 disturb$).ti,ab.

16 "SLEEP INITIATION AND MAINTENANCE DISORDERS"/

17 insomnia?.ti,ab.

18 FEMALE UROGENITAL DISEASES/ or exp SEXUAL DYSFUNCTION, PHYSIOLOGICAL/ or VAGINISMUS/ or exp
VAGINITIS/ or exp VULVAR DISEASES/

19 VAGINAL DISEASES/

20 VAGINA/

21 ATROPHY/

22 and/20-21

23 DEHYDRATION/

24 ((vagin$ or vulva?) adj3 (atroph$ or dry$ or irritat$)).ti,ab.

25 (discomfort or uncomfortable or pain$ or dyspareunia).ti,ab.

26 SEXUAL DYSFUNCTION, PSYCHOLOGICAL/

27 SEXUAL BEHAVIOR/

28 LIBIDO/

29 libido.ti,ab.

30 DYSPAREUNIA/

31 ((altered or chang? or differ$) adj3 sexual adj3 (behavio?r$ or function$)).ti,ab.

32 MOOD DISORDERS/

33 (mood adj3 (disturbance or disorder)).ti,ab.

34 DEPRESSION/

35 ANXIETY/
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36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
58
54
55
56
57
58

59
60
61

62

63
64
65
66
67
68
69
70
71
72
73
74
75
76
7
78
79
80
81
82
83
84
85
86
87
88
89
90
91
92
93
94
95
96
97
98
99
100
101
102

Searches

AFFECTIVE SYMPTOMS/

STRESS, PSYCHOLOGICAL/

IRRITABLE MOOD/

(stress$ or emotion$ or depress$ or anxiety or anxious$).ti.
(stress$ or emotion$ or depress$ or anxiety or anxious$).ab. /freq=2
or/8-19,22-40

HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/
(hormon$ adj3 substit$).ti,ab.

(HRT or HT).ti,ab.

("menopausal hormone" adj2 therap$).ti,ab.

MHT .ti,ab.

exp ESTRIOL/

ESTROGENS/ or ESTROGENS, NON-STEROIDAL/
ESTRADIOL/ or ESTRAMUSTINE/

ETHINYL ESTRADIOL/ or ETHINYL ESTRADIOL-NORGESTREL COMBINATION/
(oestrogen? or estrogen? or estradiol?).ti,ab.
PROGESTOGENS/

progesta$.ti,ab.

MEDROXYPROGESTERONE ACETATE/

MPA ti,ab.

exp PROGESTERONE/

ETHISTERONE/

NORETHINDRONE/ or NORGESTREL/ or ETHINYL ESTRADIOL-NORGESTREL COMBINATION/ or
LEVONORGESTREL/ or NORPROGESTERONES/
drospirenone.ti,ab.

levonorgestrel.ti,ab.

(bedol or climaval or elleste or estraderm or estradot or evorel or femseven or oestrogel or progynoval or prognova
or sandrena or zumenon).ti,ab.

(angelig or climagest or climesse or clinorette or femoston or indivina or kliofem or kliovance or novofem or nuvelle or
tridestra or trisequens).ti,ab.

"cyclo-progynova".ti,ab.

(premique or premak).ti,ab.

hormonin.ti,ab.

TESTOSTERONE/

testosterone.ti,ab.

NORPREGENES/

(tibolone or livial).ti,ab.

exp SELECTIVE ESTROGEN RECEPTOR MODULATORS/
SERM?.ti,ab.

(bioidentical adj3 hormone adj3 therap$).ti,ab.

(bio identical adj3 hormone adj3 therap$).ti,ab.

BHRT. .ti,ab.

(natural adj3 hormone therap$).ti,ab.

(estrone or estriol).ti,ab.

CLONIDINE/

(clonidine or catapres or dixarit).ti,ab.

PLANT EXTRACTS/

PLANT PREPARATIONS/

botanical?.ti,ab.

(black adj cohosh?).ti,ab.

(cimicifuga or actaea or racemosas or bugbane or ranunculaceae).ti,ab.
remifemin.ti,ab.

TRIFOLIUM/

(red adj clover).ti,ab.

(trifolium adj3 (pratense? or repen?)).ti,ab.
PHYTOESTROGENS/

phyto?estrogen$.ti,ab.

ISOFLAVONES/

ESTROGENS, NON-STEROIDAL/

SOYBEANS/

(soybean or soy or soya).ti,ab.

(nonsteroidal adj (estrogen? or estrogen?)).ti,ab.
(nonsteroidal adj (estogen? or oestrogen?)).ti,ab.

exp SEROTONIN UPTAKE INHIBITORS/

(SSRI? or SNRI?).ti,ab.

PAROXETINE/

FLUOXETINE/

CYCLOHEXANOLS/

CITALOPRAM/

FLUVOXAMINE/
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103

104
105
106
107
108
109
110

111
112
113
114
115
116
117
118
119
120
121
122

123
124
125
126
127
128
129
130
131
132
133
134
135
136
137
138
139
140
141
142
143
144
145
146
147
148
149
150
151
152
153
154

(prozac or fluoxetine or sarafem or citalopram or cipramil or venlafaxine or fluvoxamine or faverin or escitalopram or
cipralex).ti,ab.

GAMMA-AMINOBUTYRIC ACID/

(gabapentin or neurotin).ti,ab.

exp ACUPUNCTURE THERAPY/

(acupuncture or acupressure).ti,ab.

(magnetic adj band?).ti,ab.

exp LIFE STYLE/

((advice or advising) adj3 (drinking or alcohol or smoking or smoke or weight loss or BMI or obese or obesity or
exercise or exercising or physical activ$)).ti,ab.

COGNITIVE THERAPY/

(cognitive adj3 (therap$ or psychotherap$)).ti,ab.

or/42-112

and/7,41,113

META-ANALYSIS/

META-ANALYSIS AS TOPIC/

(meta analy* or metanaly* or metaanaly*).ti,ab.

((systematic* or evidence*) adj2 (review* or overview*)).ti,ab.
(reference list* or bibliograph* or hand search* or manual search* or relevant journals).ab.
(search strategy or search criteria or systematic search or study selection or data extraction).ab.
(search* adj4 literature).ab.

(medline or pubmed or cochrane or embase or psychlit or psyclit or psychinfo or psycinfo or cinahl or science citation
index or bids or cancerlit).ab.

cochrane.jw.

or/115-123

randomized controlled trial.pt.

controlled clinical trial.pt.

randomi#ed.ab.

placebo.ab.

randomly.ab.

exp CLINICAL TRIALS AS TOPIC/

trial.ti.

0r/125-131

0r/124,132

and/114,133

LETTER/

EDITORIAL/

NEWS/

exp HISTORICAL ARTICLE/

ANECDOTES AS TOPIC/

COMMENT/

CASE REPORT/

(letter or comment* or abstracts).ti.

or/135-142

RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.

143 not 144

ANIMALS/ not HUMANS/

exp ANIMALS, LABORATORY/

exp ANIMAL EXPERIMENTATION/

exp MODELS, ANIMAL/

exp RODENTIA/

(rat or rats or mouse or mice).ti.

or/145-151

134 not 152

limit 153 to english language

Database: Medline-in-process
#  Searches

©O©oO~NOoOO P WNPE

(menopaus$ or perimenopaus$ or peri menopaus$ or postmenopaus$ or post menopaus$ or POF).ti,ab.
((premature or primary) adj3 ovar$ adj3 (insuffici$ or failure?)).ti,ab.
climacteric.ti,ab.

or/1-3

(hot adj (flash$ or flush$)).ti,ab.

(vasomotor adj symptom?).ti,ab.

sweat$.ti,ab.

(sleep adj3 disturb$).ti,ab.

insomnia?.ti,ab.

(sexual adj3 (dysfunction or impair$)).ti,ab.

((vagin$ or vulva?) adj3 (atroph$ or dry$ or irritat$)).ti,ab.
(discomfort or uncomfortable or pain$ or dyspareunia).ti,ab.
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#

13
14
15
16
17
18
19
20
21
22
28
24
25
26
27
28
29
30
31
32

33

34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60
61
62

63
64
65
66

67
68
69

Searches

libido.ti,ab.

((altered or chang? or differ$) adj3 sexual adj3 (behavio?r$ or function$)).ti,ab.
(mood adj3 (disturbance or disorder)).ti,ab.

(stress$ or emotion$ or depress$ or anxiety or anxious$).ti.

(stress$ or emotion$ or depress$ or anxiety or anxious$).ab. /freq=2
or/5-17

((hormon$ or estrogen or oestrogen) adj3 therap$).ti,ab.

(hormon$ adj3 substit$).ti,ab.

(HRT or HT).ti,ab.

("menopausal hormone" adj2 therap$).ti,ab.

MHT .ti,ab.

(oestrogen? or estrogen? or estradiol? or estriol).ti,ab.

progest$.ti,ab.

medroxyprogesterone acetate.ti,ab.

MPA . ti,ab.

ethisterone.ti,ab.

(norethindrone or norgestrel or ethinyl estradiol norgestrel combination or levonorgestrel or norprogesterones).ti,ab.
drospirenone.ti,ab.

levonorgestrel.ti,ab.

(bedol or climaval or elleste or estraderm or estradot or evorel or femseven or oestrogel or progynoval or prognova or
sandrena or zumenon).ti,ab.

(angelig or climagest or climesse or clinorette or femoston or indivina or kliofem or kliovance or novofem or nuvelle or
tridestra or trisequens).ti,ab.

"cyclo-progynova".ti,ab.

(premique or premak).ti,ab.

hormonin.ti,ab.

testosterone.ti,ab.

(tibolone or livial).ti,ab.

selective estrogen receptor modulator?.ti,ab.

SERM?.ti,ab.

(bioidentical adj3 hormone adj3 therap$).ti,ab.

(bio identical adj3 hormone adj3 therap$).ti,ab.

BHRT. .ti,ab.

(natural adj3 hormone therap$).ti,ab.

(estrone or estriol).ti,ab.

(clonidine or catapres or dixarit).ti,ab.

botanical?.ti,ab.

(black adj cohosh?).ti,ab.

(cimicifuga or actaea or racemosas or bugbane or ranunculaceae).ti,ab.
remifemin.ti,ab.

(red adj clover).ti,ab.

(trifolium adj3 (pratense? or repen?)).ti,ab.

phyto?estrogens$.ti,ab.

isoflavon$.ti,ab.

(nonsteroidal adj3 (estrogen? or oestrogen?)).ti,ab.

(non steroidal adj3 (estrogen? or oestrogen?)).ti,ab.

(soybean or soy or soya).ti,ab.

(nonsteroidal adj (estrogen? or estrogen?)).ti,ab.

(nonsteroidal adj (estogen? or oestrogen?)).ti,ab.

serontonin reuptake inhibitor?.ti,ab.

(SSRI? or SNRI?).ti,ab.

(prozac or fluoxetine or sarafem or citalopram or cipramil or venlafaxine or fluvoxamine or faverin or escitalopram or
cipralex).ti,ab.

(gabapentin or neurotin).ti,ab.

(acupuncture or acupressure).ti,ab.

(magnetic adj band?).ti,ab.

((advice or advising) adj3 (drinking or alcohol or smoking or smoke or weight loss or BMI or obese or obesity or
exercise or exercising or physical activ$)).ti,ab.

(cognitive adj3 (therap$ or psychotherap$)).ti,ab.

or/19-67

and/4,18,68

Database: Cochrane Central Register of Controlled Trials

#
1

absbownN

Searches

MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/ or
PREMENOPAUSE/

PRIMARY OVARIAN INSUFFICIENCY/

(menopaus$ or perimenopaus$ or peri menopaus$ or postmenopaus$ or post menopaus$ or POF).ti,ab.
((premature or primary) adj3 ovar$ adj3 (insuffici$ or failure?)).ti,ab.

CLIMACTERIC/
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19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58

59
60
61

62

63
64
65
66
67
68
69
70
71
72

Searches

climacteric.ti,ab.

or/1-6

exp VASOMOTOR SYSTEM/

HOT FLASHES/

(hot adj (flash$ or flush$)).ti,ab.

(vasomotor adj symptom?).ti,ab.

SWEATING/

sweat$.ti,ab.

HYPERHIDROSIS/

(sleep adj3 disturb$).ti,ab.

"SLEEP INITIATION AND MAINTENANCE DISORDERS"/
insomnia?.ti,ab.

FEMALE UROGENITAL DISEASES/ or exp SEXUAL DYSFUNCTION, PHYSIOLOGICAL/ or VAGINISMUS/ or exp
VAGINITIS/ or exp VULVAR DISEASES/

VAGINAL DISEASES/

VAGINA/

ATROPHY/

and/20-21

DEHYDRATION/

((vagin$ or vulva?) adj3 (atroph$ or dry$ or irritat$)).ti,ab.
(discomfort or uncomfortable or pain$ or dyspareunia).ti,ab.
SEXUAL DYSFUNCTION, PSYCHOLOGICAL/

SEXUAL BEHAVIOR/

LIBIDO/

libido.ti,ab.

DYSPAREUNIA/

((altered or chang? or differ$) adj3 sexual adj3 (behavio?r$ or function$)).ti,ab.
MOOD DISORDERS/

(mood adj3 (disturbance or disorder)).ti,ab.

DEPRESSION/

ANXIETY/

AFFECTIVE SYMPTOMS/

STRESS, PSYCHOLOGICAL/

IRRITABLE MOOD/

(stress$ or emotion$ or depress$ or anxiety or anxious$).ti.

(stress$ or emotion$ or depress$ or anxiety or anxious$).ab. /freq=2
or/8-19,22-40

HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/
(hormon$ adj3 substit$).ti,ab.

(HRT or HT).ti,ab.

("menopausal hormone" adj2 therap$).ti,ab.

MHT .ti,ab.

exp ESTRIOL/

ESTROGENS/ or ESTROGENS, NON-STEROIDAL/

ESTRADIOL/ or ESTRAMUSTINE/

ETHINYL ESTRADIOL/ or ETHINYL ESTRADIOL-NORGESTREL COMBINATION/
(oestrogen? or estrogen? or estradiol?).ti,ab.

PROGESTOGENS/

progesta$.ti,ab.

MEDROXYPROGESTERONE ACETATE/

MPA ti,ab.

exp PROGESTERONE/

ETHISTERONE/

NORETHINDRONE/ or NORGESTREL/ or ETHINYL ESTRADIOL-NORGESTREL COMBINATION/ or
LEVONORGESTREL/ or NORPROGESTERONES/
drospirenone.ti,ab.

levonorgestrel.ti,ab.

(bedol or climaval or elleste or estraderm or estradot or evorel or femseven or oestrogel or progynoval or prognova
or sandrena or zumenon).ti,ab.

(angelig or climagest or climesse or clinorette or femoston or indivina or kliofem or kliovance or novofem or nuvelle or
tridestra or trisequens).ti,ab.

"cyclo-progynova".ti,ab.

(premique or premak).ti,ab.

hormonin.ti,ab.

TESTOSTERONE/

testosterone.ti,ab.

NORPREGENES/

(tibolone or livial).ti,ab.

exp SELECTIVE ESTROGEN RECEPTOR MODULATORS/
SERM?.ti,ab.

(bioidentical adj3 hormone ad;j3 therap$).ti,ab.
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73 (bio identical adj3 hormone adj3 therap$).ti,ab.
74 BHRT. .ti,ab.
75 (natural adj3 hormone therap$).ti,ab.

76 (estrone or estriol).ti,ab.
7 CLONIDINE/
78 (clonidine or catapres or dixarit).ti,ab.

79 PLANT EXTRACTS/
80 PLANT PREPARATIONS/

81 botanical?.ti,ab.

82 (black adj cohosh?).ti,ab.

83 (cimicifuga or actaea or racemosas or bugbane or ranunculaceae).ti,ab.
84 remifemin.ti,ab.

85 TRIFOLIUM/

86 (red adj clover).ti,ab.

87 (trifolium adj3 (pratense? or repen?)).ti,ab.
88 PHYTOESTROGENS/

89 phyto?estrogens$.ti,ab.

90 ISOFLAVONES/

91 ESTROGENS, NON-STEROIDAL/

92 SOYBEANS/

93 (soybean or soy or soya).ti,ab.
94 (nonsteroidal adj (estrogen? or estrogen?)).ti,ab.
95 (nonsteroidal adj (estogen? or oestrogen?)).ti,ab.

96 exp SEROTONIN UPTAKE INHIBITORS/

97 (SSRI? or SNRI?).ti,ab.

98 PAROXETINE/

99 FLUOXETINE/

100 CYCLOHEXANOLS/

101 CITALOPRAM/

102  FLUVOXAMINE/

103 (prozac or fluoxetine or sarafem or citalopram or cipramil or venlafaxine or fluvoxamine or faverin or escitalopram or
cipralex).ti,ab.

104 GAMMA-AMINOBUTYRIC ACID/

105 (gabapentin or neurotin).ti,ab.

106 exp ACUPUNCTURE THERAPY/

107 (acupuncture or acupressure).ti,ab.

108 (magnetic adj band?).ti,ab.

109 exp LIFE STYLE/

110 ((advice or advising) adj3 (drinking or alcohol or smoking or smoke or weight loss or BMI or obese or obesity or
exercise or exercising or physical activ$)).ti,ab.

111 COGNITIVE THERAPY/

112 (cognitive adj3 (therap$ or psychotherap$)).ti,ab.

113 or/42-112

114 and/7,41,113

Database: Cochrane Database of Systematic Reviews and Database of Abstracts of

Reviews of Effects
#

[y

(MENOPAUSE or MENOPAUSE, PREMATURE or PERIMENOPAUSE or POSTMENOPAUSE or

PREMENOPAUSE).kw.

2 PRIMARY OVARIAN INSUFFICIENCY .kw.

3 (menopaus$ or perimenopaus$ or peri menopaus$ or postmenopaus$ or post menopaus$ or POF).tw, tx.

4 ((premature or primary) adj3 ovar$ adj3 (insuffici$ or failure?)).tw,tx.

5 CLIMACTERIC.kw.

6 climacteric.tw,tx.

7 or/1-6

8 VASOMOTOR SYSTEM.kw.

9 HOT FLASHES .kw.

10 (hot adj (flash$ or flush$)).tw,tx.

11 (vasomotor adj symptom?).tw,tx.

12 SWEATING .kw.

13 sweat$.tw,tx.

14 HYPERHIDROSIS .kw.

15 (sleep adj3 disturb$).tw,tx.

16 "SLEEP INITIATION AND MAINTENANCE DISORDERS" .kw.

17 insomnia?.tw,tx.

18 (FEMALE UROGENITAL DISEASES or SEXUAL DYSFUNCTION, PHYSIOLOGICAL or VAGINISMUS or
VAGINITIS or VULVAR DISEASES).kw.

19 VAGINAL DISEASES .kw.
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20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57

58
59
60

61

62
63
64
65
66
67
68
69
70
71
72
73
74
75
76
7
78
79
80
81
82
83
84
85
86

Searches

VAGINA kw.

ATROPHY .kw.

and/20-21

DEHYDRATION.tw,tx.

((vagin$ or vulva?) adj3 (atroph$ or dry$ or irritat$)).tw,tx.
(discomfort or uncomfortable or pain$ or dyspareunia).tw,tx.
SEXUAL DYSFUNCTION, PSYCHOLOGICAL.kw.

SEXUAL BEHAVIOR.kw.

LIBIDO.kw.

libido.tw,tx.

DYSPAREUNIA .kw.

((altered or chang? or differ$) adj3 sexual adj3 (behavio?r$ or function$)).tw,tx.
MOOD DISORDERS.kw.

(mood adj3 (disturbance or disorder)).tw,tx.

DEPRESSION.kw.

ANXIETY .kw.

AFFECTIVE SYMPTOMS.kw.

STRESS, PSYCHOLOGICAL.kw.

IRRITABLE MOOD..kw.

(stress$ or emotion$ or depress$ or anxiety or anxious$).tw,tx.
or/8-19,22-39

(HORMONE REPLACEMENT THERAPY or ESTROGEN REPLACEMENT THERAPY).kw.
(hormon$ adj3 substit$).tw, tx.

(HRT or HT).tw,tx.

("menopausal hormone" adj2 therap$).tw,tx.

MHT.tw,tx.

ESTRIOL.kw.

(ESTROGENS or ESTROGENS, NON-STEROIDAL).kw.
(ESTRADIOL or ESTRAMUSTINE).kw.

(ETHINYL ESTRADIOL or ETHINYL ESTRADIOL-NORGESTREL COMBINATION).kw.
(oestrogen? or estrogen? or estradiol?).tw,tx.
PROGESTOGENS.kw.

progesta$.tw,tx.

MEDROXYPROGESTERONE ACETATE.kw.

MPA.tw,tx.

PROGESTERONE .kw.

ETHISTERONE.kw.

(NORETHINDRONE or NORGESTREL or ETHINYL ESTRADIOL-NORGESTREL COMBINATION or
LEVONORGESTREL or NORPROGESTERONES).kw.
drospirenone.tw,tx.

levonorgestrel.tw, tx.

(bedol or climaval or elleste or estraderm or estradot or evorel or femseven or oestrogel or progynoval or prognova
or sandrena or zumenon).tw,tx.

(angelig or climagest or climesse or clinorette or femoston or indivina or kliofem or kliovance or novofem or nuvelle or
tridestra or trisequens).tw,tx.

"cyclo-progynova".tw,tx.

(premique or premak).tw,tx.

hormonin.tw,tx.

TESTOSTERONE.kw.

testosterone.tw,tx.

NORPREGENES.kw.

(tibolone or livial).tw,tx.

SELECTIVE ESTROGEN RECEPTOR MODULATORS.kw.
SERM?.tw,tx.

(bioidentical adj3 hormone adj3 therap$).tw,tx.

(bio identical adj3 hormone adj3 therap$).tw,tx.

BHRT.tw,tx.

(natural adj3 hormone therap$).tw,tx.

(estrone or estriol).tw,tx.

CLONIDINE.kw.

(clonidine or catapres or dixarit).tw,tx.

PLANT EXTRACTS.kw.

PLANT PREPARATIONS. kw.

botanical?.tw,tx.

(black adj cohosh?).tw,tx.

(cimicifuga or actaea or racemosas or bugbane or ranunculaceae).tw,tx.
remifemin.tw, tx.

TRIFOLIUM.kw.

(red adj clover).tw,tx.

(trifolium adj3 (pratense? or repen?)).tw,tx.
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87
88
89
90
91
92
93
94
95
96
97
98
99
100
101
102

103
104
105
106
107
108
109

110
111
112
113

PHYTOESTROGENS kw.

phyto?estrogens$.tw,tx.

ISOFLAVONES.kw.

ESTROGENS, NON-STEROIDAL.kw.
SOYBEANS .kw.

(soybean or soy or soya).tw,tx.

(nonsteroidal adj (estrogen? or estrogen?)).tw,tx.
(nonsteroidal adj (estogen? or oestrogen?)).tw,tx.
SEROTONIN UPTAKE INHIBITORS.kw.

(SSRI? or SNRI?).tw,tx.

PAROXETINE.kw.

FLUOXETINE.kw.

CYCLOHEXANOLS.kw.

CITALOPRAM.kw.

FLUVOXAMINE.kw.

(prozac or fluoxetine or sarafem or citalopram or cipramil or venlafaxine or fluvoxamine or faverin or escitalopram or
cipralex).tw,tx.

GAMMA-AMINOBUTYRIC ACID.kw.

(gabapentin or neurotin).tw,tx.

ACUPUNCTURE THERAPY .kw.

(acupuncture or acupressure).tw,tx.

(magnetic adj band?).tw,tx.

LIFE STYLE.kw.

((advice or advising) adj3 (drinking or alcohol or smoking or smoke or weight loss or BMI or obese or obesity or
exercise or exercising or physical activ$)).tw,tx.
COGNITIVE THERAPY .kw.

(cognitive adj3 (therap$ or psychotherap$)).tw,tx.
or/41-111

and/7,40,112

Database: Health Technology Assessment

[y

MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/ or
PREMENOPAUSE/

PRIMARY OVARIAN INSUFFICIENCY/

(menopaus$ or perimenopaus$ or peri menopaus$ or postmenopaus$ or post menopaus$ or POF).tw.
((premature or primary) adj3 ovar$ adj3 (insuffici$ or failure?)).ti,ab.
CLIMACTERIC/

climacteric.tw.

or/1-6

exp VASOMOTOR SYSTEM/

HOT FLASHES/

(hot adj (flash$ or flush$)).tw.

(vasomotor adj symptom?).tw.

SWEATING/

sweat$.tw.

HYPERHIDROSIS/

(sleep adj3 disturb$).tw.

"SLEEP INITIATION AND MAINTENANCE DISORDERS"/

insomnia?.tw.

FEMALE UROGENITAL DISEASES/ or exp SEXUAL DYSFUNCTION, PHYSIOLOGICAL/ or VAGINISMUS/ or exp
VAGINITIS/ or exp VULVAR DISEASES/

VAGINAL DISEASES/

VAGINA/

ATROPHY/

and/20-21

DEHYDRATION/

((vagin$ or vulva?) adj3 (atroph$ or dry$ or irritat$)).tw.

(discomfort or uncomfortable or pain$ or dyspareunia).tw.

SEXUAL DYSFUNCTION, PSYCHOLOGICAL/

SEXUAL BEHAVIOR/

LIBIDO/

libido.tw.

DYSPAREUNIA/

((altered or chang? or differ$) adj3 sexual adj3 (behavio?r$ or function$)).tw.
MOOD DISORDERS/

(mood adj3 (disturbance or disorder)).tw.

DEPRESSION/

ANXIETY/

AFFECTIVE SYMPTOMS/
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37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57

58
59
60

61

62
63
64
65
66
67
68
69
70
71
72
73
74
75
76
7
78
79
80
81
82
83
84
85
86
87
88
89
90
91
92
93
94
95
96
97
98
99
100
101
102

103

Searches

STRESS, PSYCHOLOGICAL/

IRRITABLE MOOD/

(stress$ or emotion$ or depress$ or anxiety or anxious$).tw.
or/8-19,22-39

HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/
(HRT or HT).tw.

(hormon? adj3 substitut$).tw.

("menopausal hormone" adj2 therap$).tw.

MHT.tw.

exp ESTRIOL/

ESTROGENS/ or ESTROGENS, NON-STEROIDAL/
ESTRADIOL/ or ESTRAMUSTINE/

ETHINYL ESTRADIOL/ or ETHINYL ESTRADIOL-NORGESTREL COMBINATION/
(oestrogen? or estrogen? or estradiol?).tw.
PROGESTOGENS/

progesta$.tw.

MEDROXYPROGESTERONE ACETATE/

MPA.tw.

exp PROGESTERONE/

ETHISTERONE/

NORETHINDRONE/ or NORGESTREL/ or ETHINYL ESTRADIOL-NORGESTREL COMBINATION/ or
LEVONORGESTREL/ or NORPROGESTERONES/
drospirenone.tw.

levonorgestrel.tw.

(bedol or climaval or elleste or estraderm or estradot or evorel or femseven or oestrogel or progynoval or prognova
or sandrena or zumenon).tw.

(angelig or climagest or climesse or clinorette or femoston or indivina or kliofem or kliovance or novofem or nuvelle or
tridestra or trisequens).tw.

"cyclo-progynova".tw.

(premique or premak).tw.

hormonin.tw.

TESTOSTERONE/

testosterone.tw.

NORPREGENES/

(tibolone or livial).tw.

exp SELECTIVE ESTROGEN RECEPTOR MODULATORS/
SERM?.tw.

(bioidentical adj3 hormone adj3 therap$).tw.

(bio identical adj3 hormone adj3 therap$).tw.

BHRT.tw.

(natural adj3 hormone therap$).tw.

(estrone or estriol).tw.

CLONIDINE/

(clonidine or catapres or dixarit).tw.

PLANT EXTRACTS/

PLANT PREPARATIONS/

botanical?.tw.

(black adj cohosh?).tw.

(cimicifuga or actaea or racemosas or bugbane or ranunculaceae).tw.
remifemin.tw.

TRIFOLIUM/

(red adj clover).tw.

(trifolium adj3 (pratense? or repen?)).tw.
PHYTOESTROGENS/

phyto?estrogens.tw.

ISOFLAVONES/

ESTROGENS, NON-STEROIDAL/

SOYBEANS/

(soybean or soy or soya).tw.

(nonsteroidal adj (estrogen? or estrogen?)).tw.

(nonsteroidal adj (estogen? or oestrogen?)).tw.

exp SEROTONIN UPTAKE INHIBITORS/

(SSRI? or SNRI?).tw.

PAROXETINE/

FLUOXETINE/

CYCLOHEXANOLS/

CITALOPRAM/

FLUVOXAMINE/

(prozac or fluoxetine or sarafem or citalopram or cipramil or venlafaxine or fluvoxamine or faverin or escitalopram or
cipralex).tw.

GAMMA-AMINOBUTYRIC ACID/
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104
105
106
107
108
109

110
111
112
113

(gabapentin or neurotin).tw.

exp ACUPUNCTURE THERAPY/
(acupuncture or acupressure).tw.

(magnetic adj band?).ti,ab.

exp LIFE STYLE/

((advice or advising) adj3 (drinking or alcohol or smoking or smoke or weight loss or BMI or obese or obesity or
exercise or exercising or physical activ$)).tw.
COGNITIVE THERAPY/

(cognitive adj3 (therap$ or psychotherap$)).tw.
or/41-111

and/7,40,112

Database: Embase
“#  Searches

[uy

47

48
49
50
51
52

"MENOPAUSE AND CLIMACTERIUM"/ or CLIMACTERIUM/ or EARLY MENOPAUSE/ or MENOPAUSE/ or
POSTMENOPAUSE/

PREMENOPAUSE/

PREMATURE OVARIAN FAILURE/

(menopaus$ or perimenopaus$ or peri menopaus$ or postmenopaus$ or post menopaus$ or POF).ti,ab.
((premature or primary) adj3 ovar$ adj3 (insuffici$ or failure?)).ti,ab.
climacteric.ti,ab.

or/1-6

HOT FLUSH/

(hot adj (flash$ or flush$)).ti,ab.

(vasomotor adj symptom?).ti,ab.

SWEATING/

sweat$.ti,ab.

HYPERHIDROSIS/

SLEEP DISORDER/

((sleep$ or mood$) adj3 disturb$).ti,ab.

insomnia?.ti,ab.

UROGENITAL TRACT DISEASE/

VAGINA DISEASE/ or VAGINA ATROPHY/ or VAGINAL DISCOMFORT/ or VAGINAL DRYNESS/ or VAGINAL
PRURITUS/ or exp VAGINITIS/ or VULVOVAGINAL DISCOMFORT/
VAGINAL PAIN/

((vagin$ or vulva?) adj3 (atroph$ or dry$ or irritat$)).ti,ab.

(discomfort or uncomfortable or pain$ or dyspareunia).ti,ab.

exp FEMALE SEXUAL DYSFUNCTION/

LIBIDO DISORDER/

((altered or chang? or differ$) adj3 sexual adj3 (behavio?r$ or function$)).ti,ab.
MOOD DISORDER/

DEPRESSION/

ANXIETY/

EMOTIONAL DISORDER/

MENTAL STRESS/

IRRITABILITY/

(stress$ or emotion$ or depress$ or anxiety or anxious$).ti.

(stress$ or emotion$ or depress$ or anxiety or anxious$).ab. /freq=2

or/8-32

exp HORMONE SUBSTITUTION/ or ESTROGEN THERAPY/

(HRT or HT).ti,ab.

("menopausal hormone" adj2 therap$).ti,ab.

MHT .ti,ab.

ESTRIOL/

exp ESTROGEN/

(oestrogen? or estrogen? or estradiol?).ti,ab.

exp GESTAGEN/

progest$.ti,ab.

drospirenone.ti,ab.

levonorgestrel.ti,ab.

MPA.ti,ab.

(bedol or climaval or elleste or estraderm or estradot or evorel or femseven or oestrogel or progynoval or prognova
or sandrena or zumenon).ti,ab.

(angelig or climagest or climesse or clinorette or femoston or indivina or kliofem or kliovance or novofem or nuvelle or
tridestra or trisequens).ti,ab.

"cyclo-progynova".ti,ab.

(premique or premak).ti,ab.

hormonin.ti,ab.

TESTOSTERONE/

testosterone.ti,ab.
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53
54
55
56
57
58
59
60
61
62
63
64
65
66
67
68
69
70
71
72
73
74
75
76
7
78
79
80
81
82
83
84

85
86
87
88
89

90
91
92
93
94
95
96
97
98
99
100
101
102

103
104
105
106
107
108
109
110
111
112
113
114
115
116
117
118
119

Searches

TIBOLONE/

(tibolone or livial).ti,ab.

SELECTIVE ESTROGEN RECEPTOR MODULATOR/
SERM?.ti,ab.

(bioidentical adj3 hormone adj3 therap$).ti,ab.

(bio identical adj3 hormone adj3 therap$).ti,ab.

(natural adj3 hormone therap$).ti,ab.

BHRT.ti,ab.

ESTRONE/

CLONIDINE/

(clonidine or catapres or dixarit).ti,ab.

GABAPENTINE/

(gabapentin or neurontin).ti,ab.

PHYTOESTROGEN/

(phytoestrogen or phyto estrogen or phyto oestrogen).ti,ab.
SOYBEAN/

(soybean or soy or soya).ti,ab.

ISOFLAVONE/

ISOFLAVONE DERIVATIVE/

PLANT EXTRACT/

MEDICINAL PLANT/

ACTAEA RACEMOSA/

(black adj cohosh).ti,ab.

(cimicifuga or actaea or racemosas or bugbane or ranunculaceae).ti,ab.
remifemin.ti,ab.

RED CLOVER/

(red clover or trifolium).ti,ab.

ANTIESTROGEN/

(nonsteroidal adj (oestrogen$ or estrogen$)).ti,ab.

(non steroidal adj (oestrogen$ or estrogen$)).ti,ab.
SEROTONIN UPTAKE INHIBITOR/

(prozac or fluoxetine or sarafem or citalopram or cipramil or venlafaxine or fluvoxamine or faverin or escitalopram or
cipralex).ti,ab.

ACUPUNCTURE/

(acupuncture or acupressure).ti,ab.

(magnetic adj band?).ti,ab.

LIFESTYLE MODIFICATION/

((advice or advising) adj3 (drinking or alcohol or smoking or smoke or weight loss or BMI or obese or obesity or
exercise or exercising or physical activ$)).ti,ab.
COGNITIVE THERAPY/

(cognitive adj3 therap$).ti,ab.

CBT.ti,ab.

or/34-92

and/7,33,93

SYSTEMATIC REVIEW/

META-ANALYSIS/

(meta analy* or metanaly* or metaanaly*).ti,ab.
((systematic or evidence) adj2 (review* or overview*)).ti,ab.
(reference list* or bibliograph* or hand search* or manual search* or relevant journals).ab.
(search strategy or search criteria or systematic search or study selection or data extraction).ab.
(search* adj4 literature).ab.

(medline or pubmed or cochrane or embase or psychlit or psyclit or psychinfo or psycinfo or cinahl or science citation
index or bids or cancerlit).ab.

((pool* or combined) adj2 (data or trials or studies or results)).ab.
cochrane.jw.

0r/95-104

random*.ti,ab.

factorial*.ti,ab.

(crossover* or cross over*).ti,ab.

((doubl* or singl*) adj blind*).ti,ab.

(assign* or allocat* or volunteer* or placebo*).ti,ab.
CROSSOVER PROCEDURE/

SINGLE BLIND PROCEDURE/

RANDOMIZED CONTROLLED TRIAL/

DOUBLE BLIND PROCEDURE/

or/106-114

or/105,115

and/94,116

conference abstract.pt.

letter.pt. or LETTER/
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120
121
122
123
124
125
126
127
128
129
130
131
132
133
134
135
136

note.pt.

editorial.pt.

CASE REPORT/ or CASE STUDY/
(letter or comment* or abstracts).ti.
or/118-123

RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.
124 not 125

ANIMAL/ not HUMAN/
NONHUMAN/

exp ANIMAL EXPERIMENT/

exp EXPERIMENTAL ANIMAL/
ANIMAL MODEL/

exp RODENT/

(rat or rats or mouse or mice).ti.
or/126-133

117 not 134

limit 135 to english language

E.4 Managing short-term symptoms — health economic
evidence

Database: Medline
“#  Searches

OO ~NO O~ WNPE

ECONOMICS/

VALUE OF LIFE/

exp "COSTS AND COST ANALYSIS"/

exp ECONOMICS, HOSPITAL/

exp ECONOMICS, MEDICAL/

exp RESOURCE ALLOCATION/

ECONOMICS, NURSING/

ECONOMICS, PHARMACEUTICAL/

exp "FEES AND CHARGES"/

exp BUDGETS/

budget*.ti,ab.

cost*.ti,ab.

(economic* or pharmaco?economic*).ti,ab.

(price* or pricing*).ti,ab.

(financ* or fee or fees or expenditure* or saving*).ti,ab.
(value adj2 (money or monetary)).ti,ab.

resourc* allocat*.ti,ab.

(fund or funds or funding* or funded).ti,ab.

(ration or rations or rationing* or rationed).ti,ab.

ec.fs.

or/1-20

MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/ or
PREMENOPAUSE/

PRIMARY OVARIAN INSUFFICIENCY/

(menopaus$ or perimenopaus$ or peri menopaus$ or postmenopaus$ or post menopaus$ or POF).ti,ab.
((premature or primary) adj3 ovar$ adj3 (insuffici$ or failure?)).ti,ab.
CLIMACTERIC/

climacteric.ti,ab.

or/22-27

exp VASOMOTOR SYSTEM/

HOT FLASHES/

(hot adj (flash$ or flush$)).ti,ab.

(vasomotor adj symptom?).ti,ab.

SWEATING/

sweat$.ti,ab.

HYPERHIDROSIS/

(sleep adj3 disturb$).ti,ab.

"SLEEP INITIATION AND MAINTENANCE DISORDERS"/
insomnia?.ti,ab.

FEMALE UROGENITAL DISEASES/ or exp SEXUAL DYSFUNCTION, PHYSIOLOGICAL/ or VAGINISMUS/ or exp
VAGINITIS/ or exp VULVAR DISEASES/

VAGINAL DISEASES/

VAGINA/

ATROPHY/
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43
44
45
46
47
48
49
50
51
52
58
54
55
56
57
58
59
60
61
62
63
64
65
66
67
68
69
70
71
72
73
74
75
76
7
78
79

80
81
82

83

84
85
86
87
88
89
90
91
92
93
94
95
96
97
98
99
100
101
102
103
104
105
106
107
108
109

Searches

and/41-42

DEHYDRATION/

((vagin$ or vulva?) adj3 (atroph$ or dry$ or irritat$)).ti,ab.
(discomfort or uncomfortable or pain$ or dyspareunia).ti,ab.
SEXUAL DYSFUNCTION, PSYCHOLOGICAL/

SEXUAL BEHAVIOR/

LIBIDO/

libido.ti,ab.

DYSPAREUNIA/

((altered or chang? or differ$) adj3 sexual adj3 (behavio?r$ or function$)).ti,ab.
MOOD DISORDERS/

(mood adj3 (disturbance or disorder)).ti,ab.

DEPRESSION/

ANXIETY/

AFFECTIVE SYMPTOMS/

STRESS, PSYCHOLOGICAL/

IRRITABLE MOOD/

(stress$ or emotion$ or depress$ or anxiety or anxious$).ti.

(stress$ or emotion$ or depress$ or anxiety or anxious$).ab. /freq=2
0r/29-40,43-61

HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/
(hormon$ adj3 substit$).ti,ab.

(HRT or HT).ti,ab.

("menopausal hormone" adj2 therap$).ti,ab.

MHT ti,ab.

exp ESTRIOL/

ESTROGENS/ or ESTROGENS, NON-STEROIDAL/

ESTRADIOL/ or ESTRAMUSTINE/

ETHINYL ESTRADIOL/ or ETHINYL ESTRADIOL-NORGESTREL COMBINATION/
(oestrogen? or estrogen? or estradiol?).ti,ab.

PROGESTOGENS/

progesta$.ti,ab.

MEDROXYPROGESTERONE ACETATE/

MPA.ti,ab.

exp PROGESTERONE/

ETHISTERONE/

NORETHINDRONE/ or NORGESTREL/ or ETHINYL ESTRADIOL-NORGESTREL COMBINATION/ or
LEVONORGESTREL/ or NORPROGESTERONES/
drospirenone.ti,ab.

levonorgestrel.ti,ab.

(bedol or climaval or elleste or estraderm or estradot or evorel or femseven or oestrogel or progynoval or prognova
or sandrena or zumenon).ti,ab.

(angelig or climagest or climesse or clinorette or femoston or indivina or kliofem or kliovance or novofem or nuvelle or
tridestra or trisequens).ti,ab.

"cyclo-progynova".ti,ab.

(premique or premak).ti,ab.

hormonin.ti,ab.

TESTOSTERONE/

testosterone.ti,ab.

NORPREGENES/

(tibolone or livial).ti,ab.

exp SELECTIVE ESTROGEN RECEPTOR MODULATORS/
SERM?.ti,ab.

(bioidentical adj3 hormone adj3 therap$).ti,ab.

(bio identical adj3 hormone adj3 therap$).ti,ab.

BHRT. .ti,ab.

(natural adj3 hormone therap$).ti,ab.

(estrone or estriol).ti,ab.

CLONIDINE/

(clonidine or catapres or dixarit).ti,ab.

PLANT EXTRACTS/

PLANT PREPARATIONS/

botanical?.ti,ab.

(black adj cohosh?).ti,ab.

(cimicifuga or actaea or racemosas or bugbane or ranunculaceae).ti,ab.
remifemin.ti,ab.

TRIFOLIUM/

(red adj clover).ti,ab.

(trifolium adj3 (pratense? or repen?)).ti,ab.

PHYTOESTROGENS/
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#  Searches

110  phyto?estrogen$.ti,ab.

111 ISOFLAVONES/

112 ESTROGENS, NON-STEROIDAL/

113 SOYBEANS/

114 (soybean or soy or soya).ti,ab.

115 (nonsteroidal adj (estrogen? or estrogen?)).ti,ab.

116 (nonsteroidal adj (estogen? or oestrogen?)).ti,ab.

117  exp SEROTONIN UPTAKE INHIBITORS/

118 (SSRI? or SNRI?).ti,ab.

119 PAROXETINE/

120 FLUOXETINE/

121  CYCLOHEXANOLS/

122 CITALOPRAM/

123 FLUVOXAMINE/

124 (prozac or fluoxetine or sarafem or citalopram or cipramil or venlafaxine or fluvoxamine or faverin or escitalopram or
cipralex).ti,ab.

125 GAMMA-AMINOBUTYRIC ACID/

126 (gabapentin or neurotin).ti,ab.

127  exp ACUPUNCTURE THERAPY/

128 (acupuncture or acupressure).ti,ab.

129 (magnetic adj band?).ti,ab.

130 exp LIFE STYLE/

131 ((advice or advising) adj3 (drinking or alcohol or smoking or smoke or weight loss or BMI or obese or obesity or
exercise or exercising or physical activ$)).ti,ab.

132 COGNITIVE THERAPY/

133  (cognitive adj3 (therap$ or psychotherap$)).ti,ab.

134  0or/63-133

135  and/28,62,134

136  and/21,135

137 LETTER/

138 EDITORIAL/

139 NEWS/

140 exp HISTORICAL ARTICLE/

141  ANECDOTES AS TOPIC/

142  COMMENT/

143 CASE REPORT/

144 (letter or comment* or abstracts).ti.

145 or/137-144

146 RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.

147 145 not 146

148 ANIMALS/ not HUMANS/

149 exp ANIMALS, LABORATORY/

150 exp ANIMAL EXPERIMENTATION/

151 exp MODELS, ANIMAL/

152 exp RODENTIA/

153 (rat or rats or mouse or mice).ti.

154 or/147-153

155 136 not 154

156 limit 155 to english language

Database: Cochrane Central Register of Controlled Trials
“#  Searches
ECONOMICS/

VALUE OF LIFE/

exp "COSTS AND COST ANALYSIS"/

exp ECONOMICS, HOSPITAL/

exp ECONOMICS, MEDICAL/

exp RESOURCE ALLOCATION/

ECONOMICS, NURSING/

ECONOMICS, PHARMACEUTICAL/

9 exp "FEES AND CHARGES"/

10 exp BUDGETS/

11 budget*.ti,ab.

12 cost*.ti,ab.

O~NO UL WN PR

13 (economic* or pharmaco?economic*).ti,ab.

14 (price* or pricing*).ti,ab.

15 (financ* or fee or fees or expenditure* or saving*).ti,ab.
16 (value adj2 (money or monetary)).ti,ab.

17 resourc* allocat*.ti,ab.

18 (fund or funds or funding* or funded).ti,ab.
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19
20
21
22

23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39

40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60
61
62
63
64
65
66
67
68
69
70
71
72
73
74
75
76
77
78
79

80
81
82
83

84

Searches

(ration or rations or rationing* or rationed).ti,ab.

ec.fs.

or/1-20

MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/ or
PREMENOPAUSE/

PRIMARY OVARIAN INSUFFICIENCY/

(menopaus$ or perimenopaus$ or peri menopaus$ or postmenopaus$ or post menopaus$ or POF).ti,ab.
((premature or primary) adj3 ovar$ adj3 (insuffici$ or failure?)).ti,ab.
CLIMACTERIC/

climacteric.ti,ab.

or/22-27

exp VASOMOTOR SYSTEM/

HOT FLASHES/

(hot adj (flash$ or flush$)).ti,ab.

(vasomotor adj symptom?).ti,ab.

SWEATING/

sweat$.ti,ab.

HYPERHIDROSIS/

(sleep adj3 disturb$).ti,ab.

"SLEEP INITIATION AND MAINTENANCE DISORDERS"/

insomnia?.ti,ab.

FEMALE UROGENITAL DISEASES/ or exp SEXUAL DYSFUNCTION, PHYSIOLOGICAL/ or VAGINISMUS/ or exp
VAGINITIS/ or exp VULVAR DISEASES/

VAGINAL DISEASES/

VAGINA/

ATROPHY/

and/41-42

DEHYDRATION/

((vagin$ or vulva?) adj3 (atroph$ or dry$ or irritat$)).ti,ab.

(discomfort or uncomfortable or pain$ or dyspareunia).ti,ab.

SEXUAL DYSFUNCTION, PSYCHOLOGICAL/

SEXUAL BEHAVIOR/

LIBIDO/

libido.ti,ab.

DYSPAREUNIA/

((altered or chang? or differ$) adj3 sexual adj3 (behavio?r$ or function$)).ti,ab.
MOOD DISORDERS/

(mood adj3 (disturbance or disorder)).ti,ab.

DEPRESSION/

ANXIETY/

AFFECTIVE SYMPTOMS/

STRESS, PSYCHOLOGICAL/

IRRITABLE MOOD/

(stress$ or emotion$ or depress$ or anxiety or anxious$).ti.

(stress$ or emotion$ or depress$ or anxiety or anxious$).ab. /freq=2
or/29-40,43-61

HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/
(hormon$ adj3 substit$).ti,ab.

(HRT or HT).ti,ab.

("menopausal hormone" adj2 therap$).ti,ab.

MHT .ti,ab.

exp ESTRIOL/

ESTROGENS/ or ESTROGENS, NON-STEROIDAL/

ESTRADIOL/ or ESTRAMUSTINE/

ETHINYL ESTRADIOL/ or ETHINYL ESTRADIOL-NORGESTREL COMBINATION/
(oestrogen? or estrogen? or estradiol?).ti,ab.

PROGESTOGENS/

progesta$.ti,ab.

MEDROXYPROGESTERONE ACETATE/

MPA ti,ab.

exp PROGESTERONE/

ETHISTERONE/

NORETHINDRONE/ or NORGESTREL/ or ETHINYL ESTRADIOL-NORGESTREL COMBINATION/ or
LEVONORGESTREL/ or NORPROGESTERONES/

drospirenone.ti,ab.

levonorgestrel.ti,ab.

(bedol or climaval or elleste or estraderm or estradot or evorel or femseven or oestrogel or progynoval or prognova
or sandrena or zumenon).ti,ab.

(angelig or climagest or climesse or clinorette or femoston or indivina or kliofem or kliovance or novofem or nuvelle or
tridestra or trisequens).ti,ab.

"cyclo-progynova".ti,ab.
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85
86
87
88
89
90
91
92
93
94
95
96
97
98
99
100
101
102
103
104
105
106
107
108
109
110
111
112
113
114
115
116
117
118
119
120
121
122
123
124

125
126
127
128
129
130
131

132
133
134
135
136
137

(premique or premak).ti,ab.

hormonin.ti,ab.

TESTOSTERONE/

testosterone.ti,ab.

NORPREGENES/

(tibolone or livial).ti,ab.

exp SELECTIVE ESTROGEN RECEPTOR MODULATORS/
SERM?.ti,ab.

(bioidentical adj3 hormone adj3 therap$).ti,ab.
(bio identical adj3 hormone adj3 therap$).ti,ab.
BHRT. .ti,ab.

(natural adj3 hormone therap$).ti,ab.

(estrone or estriol).ti,ab.

CLONIDINE/

(clonidine or catapres or dixarit).ti,ab.

PLANT EXTRACTS/

PLANT PREPARATIONS/

botanical?.ti,ab.

(black adj cohosh?).ti,ab.

(cimicifuga or actaea or racemosas or bugbane or ranunculaceae).ti,ab.
remifemin.ti,ab.

TRIFOLIUM/

(red adj clover).ti,ab.

(trifolium adj3 (pratense? or repen?)).ti,ab.
PHYTOESTROGENS/

phyto?estrogen$.ti,ab.

ISOFLAVONES/

ESTROGENS, NON-STEROIDAL/
SOYBEANS/

(soybean or soy or soya).ti,ab.

(nonsteroidal adj (estrogen? or estrogen?)).ti,ab.
(nonsteroidal adj (estogen? or oestrogen?)).ti,ab.
exp SEROTONIN UPTAKE INHIBITORS/
(SSRI? or SNRI?).ti,ab.

PAROXETINE/

FLUOXETINE/

CYCLOHEXANOLS/

CITALOPRAM/

FLUVOXAMINE/

(prozac or fluoxetine or sarafem or citalopram or cipramil or venlafaxine or fluvoxamine or faverin or escitalopram or
cipralex).ti,ab.

GAMMA-AMINOBUTYRIC ACID/

(gabapentin or neurotin).ti,ab.

exp ACUPUNCTURE THERAPY/

(acupuncture or acupressure).ti,ab.

(magnetic adj band?).ti,ab.

exp LIFE STYLE/

((advice or advising) adj3 (drinking or alcohol or smoking or smoke or weight loss or BMI or obese or obesity or
exercise or exercising or physical activ$)).ti,ab.
COGNITIVE THERAPY/

(cognitive adj3 (therap$ or psychotherap$)).ti,ab.
or/63-133

and/28,62,134

and/21,135

limit 136 to english language

Database: Health Technology Assessment
“#  seaches

1

P RPOO~NOUAWN

— O

MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE!/ or
PREMENOPAUSE/

PRIMARY OVARIAN INSUFFICIENCY/

(menopaus$ or perimenopaus$ or peri menopaus$ or postmenopaus$ or post menopaus$ or POF).tw.
((premature or primary) adj3 ovar$ adj3 (insuffici$ or failure?)).ti,ab.

CLIMACTERIC/

climacteric.tw.

or/1-6

exp VASOMOTOR SYSTEM/

HOT FLASHES/

(hot adj (flash$ or flush$)).tw.

(vasomotor adj symptom?).tw.
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12
s
14
15
16
17
18

19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57

58
59
60

61

62
63
64
65
66
67
68
69
70
71
72
73
74
75
76
7
78

Searches

SWEATING/

sweat$.tw.

HYPERHIDROSIS/

(sleep adj3 disturb$).tw.

"SLEEP INITIATION AND MAINTENANCE DISORDERS"/
insomnia?.tw.

FEMALE UROGENITAL DISEASES/ or exp SEXUAL DYSFUNCTION, PHYSIOLOGICAL/ or VAGINISMUS/ or exp
VAGINITIS/ or exp VULVAR DISEASES/

VAGINAL DISEASES/

VAGINA/

ATROPHY/

and/20-21

DEHYDRATION/

((vagin$ or vulva?) adj3 (atroph$ or dry$ or irritat$)).tw.
(discomfort or uncomfortable or pain$ or dyspareunia).tw.
SEXUAL DYSFUNCTION, PSYCHOLOGICAL/

SEXUAL BEHAVIOR/

LIBIDO/

libido.tw.

DYSPAREUNIA/

((altered or chang? or differ$) adj3 sexual adj3 (behavio?r$ or function$)).tw.
MOOD DISORDERS/

(mood adj3 (disturbance or disorder)).tw.

DEPRESSION/

ANXIETY/

AFFECTIVE SYMPTOMS/

STRESS, PSYCHOLOGICAL/

IRRITABLE MOOD/

(stress$ or emotion$ or depress$ or anxiety or anxious$).tw.
or/8-19,22-39

HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/
(HRT or HT).tw.

(hormon? adj3 substitut$).tw.

("menopausal hormone" adj2 therap$).tw.

MHT.tw.

exp ESTRIOL/

ESTROGENS/ or ESTROGENS, NON-STEROIDAL/
ESTRADIOL/ or ESTRAMUSTINE/

ETHINYL ESTRADIOL/ or ETHINYL ESTRADIOL-NORGESTREL COMBINATION/
(oestrogen? or estrogen? or estradiol?).tw.
PROGESTOGENS/

progesta$.tw.

MEDROXYPROGESTERONE ACETATE/

MPA.tw.

exp PROGESTERONE/

ETHISTERONE/

NORETHINDRONE/ or NORGESTREL/ or ETHINYL ESTRADIOL-NORGESTREL COMBINATION/ or
LEVONORGESTREL/ or NORPROGESTERONES/
drospirenone.tw.

levonorgestrel.tw.

(bedol or climaval or elleste or estraderm or estradot or evorel or femseven or oestrogel or progynoval or prognova
or sandrena or zumenon).tw.

(angelig or climagest or climesse or clinorette or femoston or indivina or kliofem or kliovance or novofem or nuvelle or
tridestra or trisequens).tw.

"cyclo-progynova".tw.

(premique or premak).tw.

hormonin.tw.

TESTOSTERONE/

testosterone.tw.

NORPREGENES/

(tibolone or livial).tw.

exp SELECTIVE ESTROGEN RECEPTOR MODULATORS/
SERM?.tw.

(bioidentical adj3 hormone adj3 therap$).tw.

(bio identical adj3 hormone adj3 therap$).tw.

BHRT.tw.

(natural adj3 hormone therap$).tw.

(estrone or estriol).tw.

CLONIDINE/

(clonidine or catapres or dixarit).tw.

PLANT EXTRACTS/
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79
80
81
82
83
84
85
86
87
88
89
90
91
92
93
94
95
96
97
98
99
100
101
102

103
104
105
106
107
108
109

110
111
112
113

PLANT PREPARATIONS/

botanical?.tw.

(black adj cohosh?).tw.

(cimicifuga or actaea or racemosas or bugbane or ranunculaceae).tw.
remifemin.tw.

TRIFOLIUM/

(red adj clover).tw.

(trifolium adj3 (pratense? or repen?)).tw.
PHYTOESTROGENS/

phyto?estrogen$.tw.

ISOFLAVONES/

ESTROGENS, NON-STEROIDAL/
SOYBEANS/

(soybean or soy or soya).tw.

(nonsteroidal adj (estrogen? or estrogen?)).tw.
(nonsteroidal adj (estogen? or oestrogen?)).tw.
exp SEROTONIN UPTAKE INHIBITORS/
(SSRI? or SNRI?).tw.

PAROXETINE/

FLUOXETINE/

CYCLOHEXANOLS/

CITALOPRAM/

FLUVOXAMINE/

(prozac or fluoxetine or sarafem or citalopram or cipramil or venlafaxine or fluvoxamine or faverin or escitalopram or
cipralex).tw.

GAMMA-AMINOBUTYRIC ACID/

(gabapentin or neurotin).tw.

exp ACUPUNCTURE THERAPY/
(acupuncture or acupressure).tw.

(magnetic adj band?).ti,ab.

exp LIFE STYLE/

((advice or advising) adj3 (drinking or alcohol or smoking or smoke or weight loss or BMI or obese or obesity or
exercise or exercising or physical activ$)).tw.
COGNITIVE THERAPY/

(cognitive adj3 (therap$ or psychotherap$)).tw.
or/41-111

and/7,40,112

Database: NHS Economic Evaluation Database
'# | searches

[y

MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/ or
PREMENOPAUSE/

PRIMARY OVARIAN INSUFFICIENCY/

(menopaus$ or perimenopaus$ or peri menopaus$ or postmenopaus$ or post menopaus$ or POF).tw.
((premature or primary) adj3 ovar$ adj3 (insuffici$ or failure?)).ti,ab.

CLIMACTERIC/

climacteric.tw.

or/1-6

exp VASOMOTOR SYSTEM/

HOT FLASHES/

(hot adj (flash$ or flush$)).tw.

(vasomotor adj symptom?).tw.

SWEATING/

sweat$.tw.

HYPERHIDROSIS/

(sleep adj3 disturb$).tw.

"SLEEP INITIATION AND MAINTENANCE DISORDERS"/

insomnia?.tw.

FEMALE UROGENITAL DISEASES/ or exp SEXUAL DYSFUNCTION, PHYSIOLOGICAL/ or VAGINISMUS/ or exp
VAGINITIS/ or exp VULVAR DISEASES/

VAGINAL DISEASES/

VAGINA/

ATROPHY/

and/20-21

DEHYDRATION/

((vagin$ or vulva?) adj3 (atroph$ or dry$ or irritat$)).tw.

(discomfort or uncomfortable or pain$ or dyspareunia).tw.

SEXUAL DYSFUNCTION, PSYCHOLOGICAL/

SEXUAL BEHAVIOR/

LIBIDO/
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29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57

58
59
60

61

62
63
64
65
66
67
68
69
70
71
72
73
74
75
76
7
78
79
80
81
82
83
84
85
86
87
88
89
90
91
92
93
94
95

Searches

libido.tw.

DYSPAREUNIA/

((altered or chang? or differ$) adj3 sexual adj3 (behavio?r$ or function$)).tw.
MOOD DISORDERS/

(mood adj3 (disturbance or disorder)).tw.

DEPRESSION/

ANXIETY/

AFFECTIVE SYMPTOMS/

STRESS, PSYCHOLOGICAL/

IRRITABLE MOOD/

(stress$ or emotion$ or depress$ or anxiety or anxious$).tw.
or/8-19,22-39

HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/
(HRT or HT).tw.

(hormon? adj3 substitut$).tw.

("menopausal hormone" adj2 therap$).tw.

MHT.tw.

exp ESTRIOL/

ESTROGENS/ or ESTROGENS, NON-STEROIDAL/
ESTRADIOL/ or ESTRAMUSTINE/

ETHINYL ESTRADIOL/ or ETHINYL ESTRADIOL-NORGESTREL COMBINATION/
(oestrogen? or estrogen? or estradiol?).tw.
PROGESTOGENS/

progesta$.tw.

MEDROXYPROGESTERONE ACETATE/

MPA.tw.

exp PROGESTERONE/

ETHISTERONE/

NORETHINDRONE/ or NORGESTREL/ or ETHINYL ESTRADIOL-NORGESTREL COMBINATION/ or
LEVONORGESTREL/ or NORPROGESTERONES/
drospirenone.tw.

levonorgestrel.tw.

(bedol or climaval or elleste or estraderm or estradot or evorel or femseven or oestrogel or progynoval or prognova
or sandrena or zumenon).tw.

(angelig or climagest or climesse or clinorette or femoston or indivina or kliofem or kliovance or novofem or nuvelle or
tridestra or trisequens).tw.

"cyclo-progynova".tw.

(premique or premak).tw.

hormonin.tw.

TESTOSTERONE/

testosterone.tw.

NORPREGENES/

(tibolone or livial).tw.

exp SELECTIVE ESTROGEN RECEPTOR MODULATORS/
SERM?.tw.

(bioidentical adj3 hormone adj3 therap$).tw.

(bio identical adj3 hormone adj3 therap$).tw.

BHRT.tw.

(natural adj3 hormone therap$).tw.

(estrone or estriol).tw.

CLONIDINE/

(clonidine or catapres or dixarit).tw.

PLANT EXTRACTS/

PLANT PREPARATIONS/

botanical?.tw.

(black adj cohosh?).tw.

(cimicifuga or actaea or racemosas or bugbane or ranunculaceae).tw.
remifemin.tw.

TRIFOLIUM/

(red adj clover).tw.

(trifolium adj3 (pratense? or repen?)).tw.
PHYTOESTROGENS/

phyto?estrogen$.tw.

ISOFLAVONES/

ESTROGENS, NON-STEROIDAL/

SOYBEANS/

(soybean or soy or soya).tw.

(nonsteroidal adj (estrogen? or estrogen?)).tw.

(nonsteroidal adj (estogen? or oestrogen?)).tw.

exp SEROTONIN UPTAKE INHIBITORS/
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96
97
98
99
100
101
102

103
104
105
106
107
108
109

110
111
112
113

(SSRI? or SNRI?).tw.

PAROXETINE/

FLUOXETINE/

CYCLOHEXANOLS/

CITALOPRAM/

FLUVOXAMINE/

(prozac or fluoxetine or sarafem or citalopram or cipramil or venlafaxine or fluvoxamine or faverin or escitalopram or
cipralex).tw.

GAMMA-AMINOBUTYRIC ACID/

(gabapentin or neurotin).tw.

exp ACUPUNCTURE THERAPY/

(acupuncture or acupressure).tw.

(magnetic adj band?).ti,ab.

exp LIFE STYLE/

((advice or advising) adj3 (drinking or alcohol or smoking or smoke or weight loss or BMI or obese or obesity or
exercise or exercising or physical activ$)).tw.

COGNITIVE THERAPY/

(cognitive adj3 (therap$ or psychotherap$)).tw.

or/41-111

and/7,40,112

Database: Embase
'# [ searches

O~NO O~ WNPE

HEALTH ECONOMICS/

exp ECONOMIC EVALUATION/

exp HEALTH CARE COST/

exp FEE/

BUDGET/

FUNDING/

RESOURCE ALLOCATION/

budget*.ti,ab.

cost*.ti,ab.

(economic* or pharmaco?economic*).ti,ab.

(price* or pricing*).ti,ab.

(financ* or fee or fees or expenditure* or saving*).ti,ab.

(value adj2 (money or monetary)).ti,ab.

resourc* allocat*.ti,ab.

(fund or funds or funding* or funded).ti,ab.

(ration or rations or rationing* or rationed).ti,ab.

or/1-16

"MENOPAUSE AND CLIMACTERIUM"/ or CLIMACTERIUM/ or EARLY MENOPAUSE/ or MENOPAUSE/ or
POSTMENOPAUSE/

PREMENOPAUSE/

PREMATURE OVARIAN FAILURE/

(menopaus$ or perimenopaus$ or peri menopaus$ or postmenopaus$ or post menopaus$ or POF).ti,ab.
((premature or primary) adj3 ovar$ adj3 (insuffici$ or failure?)).ti,ab.
climacteric.ti,ab.

or/18-23

HOT FLUSH/

(hot adj (flash$ or flush$)).ti,ab.

(vasomotor adj symptom?).ti,ab.

SWEATING/

sweat$.ti,ab.

HYPERHIDROSIS/

SLEEP DISORDER/

((sleep$ or mood$) adj3 disturb$).ti,ab.

insomnia?.ti,ab.

UROGENITAL TRACT DISEASE/

VAGINA DISEASE/ or VAGINA ATROPHY/ or VAGINAL DISCOMFORT/ or VAGINAL DRYNESS/ or VAGINAL
PRURITUS/ or exp VAGINITIS/ or VULVOVAGINAL DISCOMFORT/
VAGINAL PAIN/

((vagin$ or vulva?) adj3 (atroph$ or dry$ or irritat$)).ti,ab.

(discomfort or uncomfortable or pain$ or dyspareunia).ti,ab.

exp FEMALE SEXUAL DYSFUNCTION/

LIBIDO DISORDER/

((altered or chang? or differ$) adj3 sexual adj3 (behavio?r$ or function$)).ti,ab.
MOOD DISORDER/

DEPRESSION/

ANXIETY/

EMOTIONAL DISORDER/
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# Searches
46 MENTAL STRESS/
47 IRRITABILITY/

48 (stress$ or emotion$ or depress$ or anxiety or anxious$).ti.
49 (stress$ or emotion$ or depress$ or anxiety or anxious$).ab. /freq=2
50 or/25-49

51 exp HORMONE SUBSTITUTION/ or ESTROGEN THERAPY/
52 (HRT or HT).ti,ab.

53 ("menopausal hormone" adj2 therap$).ti,ab.

54 MHT .ti,ab.

55 ESTRIOL/

56 exp ESTROGEN/

57 (oestrogen? or estrogen? or estradiol?).ti,ab.

58 exp GESTAGEN/

59 progest$.ti,ab.

60 drospirenone.ti,ab.

61 levonorgestrel.ti,ab.

62 MPA. ti,ab.

63 (bedol or climaval or elleste or estraderm or estradot or evorel or femseven or oestrogel or progynoval or prognova
or sandrena or zumenon).ti,ab.

64 (angelig or climagest or climesse or clinorette or femoston or indivina or kliofem or kliovance or novofem or nuvelle or
tridestra or trisequens).ti,ab.

65 "cyclo-progynova".ti,ab.

66 (premique or premak).ti,ab.

67 hormonin.ti,ab.

68 TESTOSTERONE/

69 testosterone.ti,ab.

70 TIBOLONE/

71 (tibolone or livial).ti,ab.

72 SELECTIVE ESTROGEN RECEPTOR MODULATOR/
73 SERM?.ti,ab.

74 (bioidentical adj3 hormone ad;j3 therap$).ti,ab.

75 (bio identical adj3 hormone adj3 therap$).ti,ab.

76 (natural adj3 hormone therap$).ti,ab.

77 BHRT.ti,ab.

78 ESTRONE/

79 CLONIDINE/

80 (clonidine or catapres or dixarit).ti,ab.
81 GABAPENTINE/
82 (gabapentin or neurontin).ti,ab.

83 PHYTOESTROGEN/

84 (phytoestrogen or phyto estrogen or phyto oestrogen).ti,ab.
85 SOYBEAN/

86 (soybean or soy or soya).ti,ab.

87 ISOFLAVONE/

88 ISOFLAVONE DERIVATIVE/

89 PLANT EXTRACT/

90 MEDICINAL PLANT/

91 ACTAEA RACEMOSA/

92 (black adj cohosh).ti,ab.

93 (cimicifuga or actaea or racemosas or bugbane or ranunculaceae).ti,ab.
94 remifemin.ti,ab.

95 RED CLOVER/

96 (red clover or trifolium).ti,ab.

97 ANTIESTROGEN/

98 (nonsteroidal adj (oestrogen$ or estrogen$)).ti,ab.

99 (non steroidal adj (oestrogen$ or estrogen$)).ti,ab.

100 SEROTONIN UPTAKE INHIBITOR/

101 (prozac or fluoxetine or sarafem or citalopram or cipramil or venlafaxine or fluvoxamine or faverin or escitalopram or
cipralex).ti,ab.

102  ACUPUNCTURE/

103 (acupuncture or acupressure).ti,ab.

104 (magnetic adj band?).ti,ab.

105 LIFESTYLE MODIFICATION/

106 ((advice or advising) adj3 (drinking or alcohol or smoking or smoke or weight loss or BMI or obese or obesity or
exercise or exercising or physical activ$)).ti,ab.

107 COGNITIVE THERAPY/

108 (cognitive adj3 therap$).ti,ab.

109 CBT.ti,ab.

110 or/51-109

111  and/24,50,110

112  and/17,111
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113 conference abstract.pt.

114 letter.pt. or LETTER/

115 note.pt.

116 editorial.pt.

117  CASE REPORT/ or CASE STUDY/
118 (letter or comment* or abstracts).ti.
119 or/113-118

120  RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.
121 119 not 120

122  ANIMAL/ not HUMAN/

123 NONHUMAN/

124  exp ANIMAL EXPERIMENT/

125 exp EXPERIMENTAL ANIMAL/
126 ANIMAL MODEL/

127 exp RODENT/

128 (rat or rats or mouse or mice).ti.
129 0r/121-128

130 112 not 129

131 limit 130 to english language

E.4.1 Urogenital atrophy

Database: Medline

CLIMACTERIC/ or MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/
menopaus$.ti,ab.
postmenopaus$.ti,ab.

post menopaus$.ti,ab.
perimenopaus$.ti,ab.

peri menopaus$.ti,ab.
climacteric.ti,ab.

"the change of life".ti,ab.

9 or/1-8

10 VAGINA/ or VULVA/

11  ATROPHY/

12 PRURITUS/ or PRURITUS VULVAE/
13 DYSPAREUNIA/

O~NO O~ WNPE

14  or/11-13
15 and/10,14
16 and/9,15

17  VULVOVAGINITIS/

18  vulvovagini$.ti,ab.

19 ((vagina? or vulvovaginal or urogenital or genitourinary) adj5 (atroph$ or dry$ or pruritis or sore$ or irrita$ or itch$ or
pain$ or dyspar?euni? or dysuri? or discharge? or discomfort$ or erosion)).ti,ab.

20  (vaginitis adj5 atroph$).ti,ab.

21 or/17-20

22 and/9,21

23  exp FEMALE UROGENITAL DISEASES/

24 urogenital.ti,ab.

25 or/23-24

26  and/9,25

27  VAGINA/de, pa [Drug Effects, Pathology]

28 VULVA/de, pa [Drug Effects, Pathology]

29 or/27-28

30 and/9,29

31 0r/16,22,26,30

32 ESTROGEN REPLACEMENT THERAPY/

33  ((estrogen or oestrogen) adj3 replac$).ti,ab.

34 ESTRADIOL/

35 ESTRIOL/

36 (estradiol or estriol or oestradiol or oestriol).ti,ab.

37 "ESTROGENS, CONJUGATED (USP)"/

38 exp SELECTIVE ESTROGEN RECEPTOR MODULATOR/

39 (selective adj estrogen adj receptor? adj modulator?).ti,ab.

40 (selective adj oestrogen adj receptor? modulator?).ti,ab.

41 SERM?.ti,ab.
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42 or/32-41

43  ADMINISTRATION, INTRAVAGINAL/

44  "VAGINAL CREAMS, FOAMS, AND JELLIES"/

45  ((local$ or topical$ or intravaginal$ or intra vaginal$) adj5 (oestrogen? or estrogen? or administration)).ti,ab.
46  (gynest or ovestin or vagifem or estring or vaginal ring).ti,ab.

47 PESSARIES/

48  (vaginal$ adj5 (cream? or gel? or pessar$ or ring? or tablet?)).ti,ab.
49  or/43-48

50 and/42,49

51 DIENESTROL/

52  (dienestrol or synestrol or dienoestrol or oestrasid).ti,ab.

53 (ospemifene or osphena or ophena).ti,ab.

54  "ortho-gynest".ti,ab.

55  (gynest or ovestin or vagifem or estring).ti,ab.

56 or/51-55

57  0r/50,56

58 and/9,31,57
59 LETTER/

60 EDITORIAL/
61 NEWS/

62 exp HISTORICAL ARTICLE/

63 ANECDOTES AS TOPIC/

64 COMMENT/

65 CASE REPORT/

66 (letter or comment* or abstracts).ti.

67 0or/59-66
68 RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.
69 67 not 68

70  ANIMALS/ not HUMANS/

71  exp ANIMALS, LABORATORY/

72  exp ANIMAL EXPERIMENTATION/
73  exp MODELS, ANIMAL/

74  exp RODENTIA/

75  (rat or rats or mouse or mice).ti.

76  0or/69-75

77 58not76

Database: Medline-in-progress
#
menopaus$.ti,ab.
postmenopaus$.ti,ab.
post menopaus$.ti,ab.
perimenopaus$.ti,ab.
peri menopaus$.ti,ab.
climacteric.ti,ab.
"the change of life".ti,ab.
or/1-7
(vaginitis adj5 atroph$).ti,ab.
0 vulvovagini$.ti,ab.
1 ((vagina? or vulva? or vulvovaginal or urogenital$ or genitourinary) adj5 (atroph$ or dry$ or pruritis or sore$ or irrita$ or
itch$ or pain$ or dyspar?euni? or dysuri? or discharge? or discomfort$ or erosion)).ti,ab.
12  urogenital.ti,ab.
13 or/9-12
14  ((estrogen or oestrogen) adj3 replac$).ti,ab.
15 (estradiol or estriol or oestradiol or oestriol).ti,ab.
16 (selective adj estrogen adj receptor? adj modulator?).ti,ab.
17  (selective adj oestrogen adj receptor? modulator?).ti,ab.
18 SERM?.ti,ab.
19 or/14-18
20 ((local$ or topical$ or intravaginal$ or intra vaginal$) adj5 (oestrogen? or estrogen? or administration)).ti,ab.
21  (gynest or ovestin or vagifem or estring or vaginal ring).ti,ab.
22  (vaginal$ adj5 (cream? or gel? or ring? or tablet?)).ti,ab.
23  pessar$.ti,ab.
24  or/20-23
25 and/19,24
26 (dienestrol or synestrol or dienoestrol or oestrasid).ti,ab.
27  (ospemifene or osphena or ophena).ti,ab.
28  "ortho-gynest".ti,ab.
29  (gynest or ovestin or vagifem or estring).ti,ab.

PP OOO~NOOOD~WDNLPR
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30 o0r/26-29
31 or/25,30
32 and/8,13,31

Database: Cochrane Central Register of Controlled Trials

o
1 CLIMACTERIC/ or MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/
2 menopaus$.ti,ab.
3 postmenopaus$.ti,ab.
4 post menopaus$.ti,ab.
5 perimenopaus$.ti,ab.
6 peri menopaus$.ti,ab.
7 climacteric.ti,ab.
8 "the change of life".ti,ab.
9 or/1-8

10 VAGINA/ or VULVA/

11  ATROPHY/

12 PRURITUS/ or PRURITUS VULVAE/
13 DYSPAREUNIA/

14  or/11-13
15 and/10,14
16 and/9,15

17  VULVOVAGINITIS/

18  vulvovagini$.ti,ab.

19  ((vagina? or vulvovaginal or urogenital or genitourinary) adj5 (atroph$ or dry$ or pruritis or sore$ or irrita$ or itch$ or
pain$ or dyspar?euni? or dysuri? or discharge? or discomfort$ or erosion)).ti,ab.

20  (vaginitis adj5 atroph$).ti,ab.

21  or/17-20

22 and/9,21

23 exp FEMALE UROGENITAL DISEASES/

24 urogenital.ti,ab.

25 or/23-24

26 and/9,25

27 VAGINA/de, pa

28 VULVA/de, pa

29 or/27-28

30 and/9,29

31 0r/16,22,26,30

32 ESTROGEN REPLACEMENT THERAPY/

33  ((estrogen or oestrogen) adj3 replac$).ti,ab.

34 ESTRADIOL/

35 ESTRIOL/

36 (estradiol or estriol or oestradiol or oestriol).ti,ab.

37 "ESTROGENS, CONJUGATED (USP)"/

38 exp SELECTIVE ESTROGEN RECEPTOR MODULATOR/

39 (selective adj estrogen adj receptor? adj modulator?).ti,ab.

40 (selective adj oestrogen adj receptor? modulator?).ti,ab.

41  SERM?.i,ab.

42  or/32-41

43  ADMINISTRATION, INTRAVAGINAL/

44  "VAGINAL CREAMS, FOAMS, AND JELLIES"/

45  ((local$ or topical$ or intravaginal$ or intra vaginal$) adj5 (oestrogen? or estrogen? or administration)).ti,ab.

46  (gynest or ovestin or vagifem or estring or vaginal ring).ti,ab.

47 PESSARIES/

48  (vaginal$ adj5 (cream? or gel? or pessar$ or ring? or tablet?)).ti,ab.

49  0r/43-48

50 and/42,49

51 DIENESTROL/

52  (dienestrol or synestrol or dienoestrol or oestrasid).ti,ab.

53 (ospemifene or osphena or ophena).ti,ab.

54  "ortho-gynest".ti,ab.

55  (gynest or ovestin or vagifem or estring).ti,ab.

56 or/51-55

57 0r/50,56

58 and/9,31,57
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Database: Cochrane Database of Systematic Reviews and Database of Abstracts of

Reviews of Effects
#  Searches

O©oO~NOoOOhr~WNPRE

20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58

(CLIMACTERIC or MENOPAUSE or MENOPAUSE, PREMATURE or PERIMENOPAUSE or POSTMENOPAUSE).kw.
menopaus$.tw,tx.

postmenopaus$.tw,tx.

post menopaus$.tw,tx.

perimenopaus$.tw,tx.

peri menopaus$.tw,tx.

climacteric.tw,tx.

"the change of life".tw,tx.

or/1-8

(VAGINA or VULVA).kw.

ATROPHY .kw.

(PRURITUS or PRURITUS VULVAE).kw.
DYSPAREUNIA. kw.

or/11-13

and/10,14

and/9,15

VULVOVAGINITIS.kw.

vulvovagini$.tw,tx.

((vagina? or vulvovaginal or urogenital or genitourinary) adj5 (atroph$ or dry$ or pruritis or sore$ or irrita$ or itch$ or
pain$ or dyspar?euni? or dysuri? or discharge? or discomfort$ or erosion)).tw,tx.
(vaginitis adj5 atroph$).tw,tx.

or/17-20

and/9,21

FEMALE UROGENITAL DISEASES.kw.

urogenital.tw,tx.

or/23-24

and/9,25

VAGINA .kw.

VULVA kw.

or/27-28

and/9,29

0r/16,22,26,30

ESTROGEN REPLACEMENT THERAPY .kw.

((estrogen or oestrogen) adj3 replac$).tw,tx.
ESTRADIOL.kw.

ESTRIOL.kw.

(estradiol or estriol or oestradiol or oestriol).tw,tx.
"ESTROGENS, CONJUGATED (USP)".kw.

SELECTIVE ESTROGEN RECEPTOR MODULATOR .kw.
(selective adj estrogen adj receptor? adj modulator?).tw,tx.
(selective adj oestrogen adj receptor? adj modulator?).tw,tx.
SERM?.tw,tx.

or/32-41

ADMINISTRATION, INTRAVAGINAL .kw.

"VAGINAL CREAMS, FOAMS, AND JELLIES" kw.

((local$ or topical$ or intravaginal$ or intra vaginal$) adj5 (oestrogen? or estrogen? or administration)).tw,tx.
(gynest or ovestin or vagifem or estring or vaginal ring).tw,tx.
PESSARIES.kw.

(vaginal$ adj5 (cream? or gel? or pessar$ or ring? or tablet?)).tw,tx.
or/43-48

and/42,49

DIENESTROL.kw.

(dienestrol or synestrol or dienoestrol or oestrasid).tw,tx.
(ospemifene or osphena or ophena).tw,tx.
"ortho-gynest".tw,tx.

(gynest or ovestin or vagifem or estring).tw,tx.

or/51-55

or/50,56

and/9,31,57

Database: Health Technology Assessment

a b wnN -

CLIMACTERIC/ or MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/
menopaus$.tw.

postmenopaus$.tw.

post menopaus$.tw.

perimenopaus$.tw.
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6

7

8

9

10
11
12
13
14
15
16
17
18
19

20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58

peri menopaus$.tw.

climacteric.tw.

"the change of life".tw.

or/1-8

VAGINA/ or VULVA/

ATROPHY/

PRURITUS/ or PRURITUS VULVAE/

DYSPAREUNIA/

or/11-13

and/10,14

and/9,15

VULVOVAGINITIS/

vulvovagini$.tw.

((vagina? or vulvovaginal or urogenital or genitourinary) adj5 (atroph$ or dry$ or pruritis or sore$ or irrita$ or itch$ or
pain$ or dyspar?euni? or dysuri? or discharge? or discomfort$ or erosion)).tw.
(vaginitis adj5 atroph$).tw.

or/17-20

and/9,21

exp FEMALE UROGENITAL DISEASES/

urogenital.tw.

or/23-24

and/9,25

VAGINA/de, pa

VULVA/de, pa

or/27-28

and/9,29

0r/16,22,26,30

ESTROGEN REPLACEMENT THERAPY/

((estrogen or oestrogen) adj3 replacs$).tw.

ESTRADIOL/

ESTRIOL/

(estradiol or estriol or oestradiol or oestriol).tw.
"ESTROGENS, CONJUGATED (USP)"/

exp SELECTIVE ESTROGEN RECEPTOR MODULATOR/
(selective adj estrogen adj receptor? adj modulator?).tw.
(selective adj oestrogen adj receptor? adj modulator?).tw.
SERM?.tw.

or/32-41

ADMINISTRATION, INTRAVAGINAL/

"VAGINAL CREAMS, FOAMS, AND JELLIES"/

((local$ or topical$ or intravaginal$ or intra vaginal$) adj5 (oestrogen? or estrogen? or administration)).tw.
(gynest or ovestin or vagifem or estring or vaginal ring).tw.
PESSARIES/

(vaginal$ adj5 (cream? or gel? or pessar$ or ring? or tablet?)).tw.
or/43-48

and/42,49

DIENESTROL/

(dienestrol or synestrol or dienoestrol or oestrasid).tw.
(ospemifene or osphena or ophena).tw.

"ortho-gynest".tw.

(gynest or ovestin or vagifem or estring).tw.

or/51-55

or/50,56

and/9,31,57

Database: Embase
“#  Searches

[ay

PRPOO~NOOOR~WDN

= O

"MENOPAUSE AND CLIMACTERIUM"/ or CLIMACTERIUM/ or EARLY MENOPAUSE/ or MENOPAUSE/ or
POSTMENOPAUSE/

menopaus$.ti,ab.

postmenopaus$.ti,ab.

post menopaus$.ti,ab.

perimenopaus$.ti,ab.

peri menopaus$.ti,ab.

climacteric.ti,ab.

"the change of life".ti,ab.

or/1-8

VAGINAL ATROPHY/

((vagina? or vulvovaginal or urogenital or genitourinary) adj5 (atroph$ or dry$ or pruritis or sore$ or irrita$ or itch$ or
pain$ or dyspar?euni? or dysuri? or discharge? or erosion or eroded)).ti,ab.
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12
13
14
15
16
17
18
19
20
21

22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60
61
62
63
64
65
66
67
68
69
70

(vaginitis adj5 atroph$).ti,ab.

VULVA PRURITUS/ or VAGINAL PRURITUS/

or/10-13

exp VAGINA/

DYSPAREUNIA/

and/15-16

VULVOVAGINITIS/

vulvovagini$.ti,ab.

((wom#n or female?) adj5 urogenital).ti,ab.

GENITAL SYSTEM DISEASE/ or GENITAL BLEEDING/ or GENITAL EDEMA/ or GENITAL ERYTHEMA/ or GENITAL
INJURY/ or GENITAL PAIN/ or GENITAL PRURITUS/ or GENITAL TRACT INFECTION/ or GENITAL TRACT
INFLAMMATION/

MENOPAUSE RELATED DISORDER/ or MENOPAUSAL SYNDROME/
or/18-22

or/14,17,23

and/9,24

ESTROGEN THERAPY/

((estrogen or oestrogen) adj3 replac$).ti,ab.

ESTRADIOL/

ESTRIOL/

(estradiol or estriol or oestradiol or oestriol).ti,ab.
CONJUGATED ESTROGEN/

SELECTIVE ESTROGEN RECEPTOR MODULATOR/
(selective adj estrogen adj receptor? adj modulator?).ti,ab.
(selective adj oestrogen adj receptor? adj modulator?).ti,ab.
SERM?.ti,ab.

or/26-35

INTRAVAGINAL DRUG ADMINISTRATION/

VAGINAL RING/

VAGINAL PESSARY/

(vaginal$ adj5 (cream? or gel? or pessar$ or ring? or tablet?)).ti,ab.
((local$ or topical or intravaginal$ or intra vaginal$) adj5 (oestrogen? or estrogen? or administration)).ti,ab.
or/37-41

and/36,42

DIENESTROL/

(dienestrol or synestrol or dienoestrol or oestrasid).ti,ab.
(ospemifene or osphena or ophena).ti,ab.
"ortho-gynest".ti,ab.

(gynest or ovestin or vagifem or estring).ti,ab.

or/44-48

or/43,49

and/25,50

conference abstract.pt.

letter.pt. or LETTER/

note.pt.

editorial.pt.

CASE REPORT/ or CASE STUDY/

(letter or comment* or abstracts).ti.

or/52-57

RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.
58 not 59

ANIMAL/ not HUMAN/

NONHUMAN/

exp ANIMAL EXPERIMENT/

exp EXPERIMENTAL ANIMAL/

ANIMAL MODEL/

exp RODENT/

(rat or rats or mouse or mice).ti.

or/60-67

51 not 68

limit 69 to english language

E.5 Review and referral

Database: Medline
'# | Ssearches

1
2

((timing or time or assess$) adj3 (clinical or treatment or therap$) adj3 review$).ti,ab.
(assess$ adj5 interval?).ti,ab.
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10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30

31
32
33

34

35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60
61
62
63
64
65
66
67
68

Searches

((frequen$ or regular$ or timing or time or schedul$) adj3 (review or check up or follow up or assessment or
evaluat$)).ti,ab.

((review or follow up) adj2 (assess$ or consultation?)).ti,ab.

or/1-4

MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/ or
PREMENOPAUSE/

PRIMARY OVARIAN INSUFFICIENCY/

(menopaus$ or perimenopaus$ or peri menopaus$ or postmenopaus$ or post menopaus$ or POF or POI).ti,ab.
((premature or primary) adj3 ovar$ adj3 (insuffici$ or failure?)).ti,ab.
CLIMACTERIC/

climacteric.ti,ab.

(change adj1 life).ti,ab.

or/6-12

HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/
(hormon$ adj3 substit$).ti,ab.

(HRT or HT).ti,ab.

("menopausal hormone" adj2 therap$).ti,ab.

MHT .ti,ab.

exp ESTRIOL/

ESTROGENS/ or ESTROGENS, NON-STEROIDAL/

ESTRADIOL/ or ESTRAMUSTINE/

ETHINYL ESTRADIOL/ or ETHINYL ESTRADIOL-NORGESTREL COMBINATION/
(oestrogen? or estrogen? or estradiol?).ti,ab.

PROGESTOGENS/

progesta$.ti,ab.

MEDROXYPROGESTERONE ACETATE/

MPA ti,ab.

exp PROGESTERONE/

ETHISTERONE/

NORETHINDRONE/ or NORGESTREL/ or ETHINYL ESTRADIOL-NORGESTREL COMBINATION/ or
LEVONORGESTREL/ or NORPROGESTERONES/

drospirenone.ti,ab.

levonorgestrel.ti,ab.

(bedol or climaval or elleste or estraderm or estradot or evorel or femseven or oestrogel or progynoval or prognova
or sandrena or zumenon).ti,ab.

(angelig or climagest or climesse or clinorette or femoston or indivina or kliofem or kliovance or novofem or nuvelle or
tridestra or trisequens).ti,ab.

"cyclo-progynova".ti,ab.

(premique or premak).ti,ab.

hormonin.ti,ab.

TESTOSTERONE/

testosterone.ti,ab.

NORPREGENES/

(tibolone or livial).ti,ab.

exp SELECTIVE ESTROGEN RECEPTOR MODULATORS/

SERM?.ti,ab.

(bioidentical adj3 hormone ad;j3 therap$).ti,ab.

(bio identical adj3 hormone adj3 therap$).ti,ab.

BHRT.ti,ab.

(natural adj3 hormone therap$).ti,ab.

(estrone or estriol).ti,ab.

CLONIDINE/

(clonidine or catapres or dixarit).ti,ab.

PLANT EXTRACTS/

PLANT PREPARATIONS/

botanical?.ti,ab.

(black adj cohosh?).ti,ab.

(cimicifuga or actaea or racemosas or bugbane or ranunculaceae).ti,ab.
remifemin.ti,ab.

TRIFOLIUM/

(red adj clover).ti,ab.

(trifolium adj3 (pratense? or repen?)).ti,ab.

PHYTOESTROGENS/

phyto?estrogen$.ti,ab.

ISOFLAVONES/

ESTROGENS, NON-STEROIDAL/

SOYBEANS/

(soybean or soy or soya).ti,ab.

(nonsteroidal adj (estrogen? or estrogen?)).ti,ab.

(nonsteroidal adj (estogen? or oestrogen?)).ti,ab.

exp SEROTONIN UPTAKE INHIBITORS/
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69 (SSRI? or SNRI?).ti,ab.

70 PAROXETINE/

71 FLUOXETINE/

72 CYCLOHEXANOLS/

73 CITALOPRAM/

74 FLUVOXAMINE/

75 (prozac or fluoxetine or sarafem or citalopram or cipramil or venlafaxine or fluvoxamine or faverin or escitalopram or
cipralex).ti,ab.

76 GAMMA-AMINOBUTYRIC ACID/

77 (gabapentin or neurotin).ti,ab.
78 exp ACUPUNCTURE THERAPY/
79 (acupuncture or acupressure).ti,ab.

80 (magnetic adj band?).ti,ab.

81 exp LIFE STYLE/

82 ((advice or advising) adj3 (drinking or alcohol or smoking or smoke or weight loss or BMI or obese or obesity or
exercise or exercising or physical activ$)).ti,ab.

83 COGNITIVE THERAPY/

84 (cognitive adj3 (therap$ or psychotherap$)).ti,ab.

85 or/14-84

86 and/5,13,85

87 LETTER/

88 EDITORIAL/

89 NEWS/

90 exp HISTORICAL ARTICLE/

91 ANECDOTES AS TOPIC/

92 COMMENT/

93 CASE REPORT/

94 (letter or comment* or abstracts).ti.

95 or/87-94

96 RANDOMIZED CONTROLLED TRIAL/ or random®*.ti,ab.

97 95 not 96

98 ANIMALS/ not HUMANS/

99 exp ANIMALS, LABORATORY/

100  exp ANIMAL EXPERIMENTATION/

101  exp MODELS, ANIMAL/

102 exp RODENTIA/

103 (rat or rats or mouse or mice).ti.

104  or/97-103

105 86 not 104

106 limit 105 to english language

Database: Medline In-Process

#
1 ((timing or time or assess$) adj3 (clinical or treatment or therap$) adj3 reviews).tw,tx.
2 (assess$ adj5 interval?).tw,tx.
3 ((frequen$ or regular$ or timing or time or schedul$) adj3 (review or check up or follow up or assessment or

evaluat$)).tw,tx.

4 ((review or follow up) adj2 (assess$ or consultation?)).tw,tx.

5 or/1-4

6 (menopaus$ or perimenopaus$ or peri menopaus$ or postmenopaus$ or post menopaus$ or POF or POI).ti,ab.

7 ((premature or primary) adj3 ovar$ adj3 (insuffici$ or failure?)).ti,ab.

8 climacteric.ti,ab.

9 (change adj1 life).ti,ab.

10 or/6-9

11  ((hormon$ or estrogen or oestrogen) adj3 therap$).ti,ab.

12 (hormon$ adj3 substit$).ti,ab.

13  (HRT or HT).ti,ab.

14  ("menopausal hormone" adj2 therap$).ti,ab.

15  MHT.ti,ab.

16  (oestrogen? or estrogen? or estradiol? or estriol).ti,ab.

17  progest$.ti,ab.

18 medroxyprogesterone acetate.ti,ab.

19 MPA.i,ab.

20 ethisterone.ti,ab.

21  (norethindrone or norgestrel or ethinyl estradiol norgestrel combination or levonorgestrel or norprogesterones).ti,ab.

22  drospirenone.ti,ab.

23  levonorgestrel.ti,ab.

24 (bedol or climaval or elleste or estraderm or estradot or evorel or femseven or oestrogel or progynoval or prognova or
sandrena or zumenon).ti,ab.

25 (angeliq or climagest or climesse or clinorette or femoston or indivina or kliofem or kliovance or novofem or nuvelle or
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# Searches
tridestra or trisequens).ti,ab.

26  "cyclo-progynova".ti,ab.

27  (premique or premak).ti,ab.

28  hormonin.ti,ab.

29 testosterone.ti,ab.

30 (tibolone or livial).ti,ab.

31 selective estrogen receptor modulator?.ti,ab.

32 SERM?.i,ab.

33 (bioidentical adj3 hormone adj3 therap$).ti,ab.

34  (bio identical adj3 hormone adj3 therap$).ti,ab.

35 BHRT.ti,ab.

36 (natural adj3 hormone therap$).ti,ab.

37  (estrone or estriol).ti,ab.

38 (clonidine or catapres or dixarit).ti,ab.

39  botanical?.ti,ab.

40 (black adj cohosh?).ti,ab.

41  (cimicifuga or actaea or racemosas or bugbane or ranunculaceae).ti,ab.

42  remifemin.ti,ab.

43  (red adj clover).ti,ab.

44  (trifolium adj3 (pratense? or repen?)).ti,ab.

45 phyto?estrogen$.ti,ab.

46  isoflavon$.ti,ab.

47  (nonsteroidal adj3 (estrogen? or oestrogen?)).ti,ab.

48  (non steroidal adj3 (estrogen? or oestrogen?)).ti,ab.

49  (soybean or soy or soya).ti,ab.

50 (nonsteroidal adj (estrogen? or estrogen?)).ti,ab.

51 (nonsteroidal adj (estogen? or oestrogen?)).ti,ab.

52  serontonin reuptake inhibitor?.ti,ab.

53 (SSRI? or SNRI?).ti,ab.

54  (prozac or fluoxetine or sarafem or citalopram or cipramil or venlafaxine or fluvoxamine or faverin or escitalopram or
cipralex).ti,ab.

55  (gabapentin or neurotin).ti,ab.

56  (acupuncture or acupressure).ti,ab.

57 (magnetic adj band?).ti,ab.

58 ((advice or advising) adj3 (drinking or alcohol or smoking or smoke or weight loss or BMI or obese or obesity or
exercise or exercising or physical activ$)).ti,ab.

59  (cognitive adj3 (therap$ or psychotherap$)).ti,ab.

60 or/11-59

61 and/5,10,60

Database: Cochrane Central Register of Controlled Trials

Searches

((timing or time or assess$) adj3 (clinical or treatment or therap$) adj3 reviews).ti,ab.

(assess$ adj5 interval?).ti,ab.

((frequen$ or regular$ or timing or time or schedul$) adj3 (review or check up or follow up or assessment or
evaluat$)).ti,ab.

4 ((review or follow up) adj2 (assess$ or consultation?)).ti,ab.

W N P

5 or/1-4
6 MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/ or
PREMENOPAUSE/

7 PRIMARY OVARIAN INSUFFICIENCY/

8 (menopaus$ or perimenopaus$ or peri menopaus$ or postmenopaus$ or post menopaus$ or POF or POI).ti,ab.
9 ((premature or primary) adj3 ovar$ adj3 (insuffici$ or failure?)).ti,ab.

10 CLIMACTERIC/

11  climacteric.ti,ab.

12  (change adjl life).ti,ab.

13  or/6-12

14 HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/
15 (hormon$ adj3 substit$).ti,ab.

16  (HRT or HT).ti,ab.

17  ("menopausal hormone" adj2 therap$).ti,ab.

18 MHT.ti,ab.

19 exp ESTRIOL/

20 ESTROGENS/ or ESTROGENS, NON-STEROIDAL/

21 ESTRADIOL/ or ESTRAMUSTINE/

22  ETHINYL ESTRADIOL/ or ETHINYL ESTRADIOL-NORGESTREL COMBINATION/

23  (oestrogen? or estrogen? or estradiol?).ti,ab.

24 PROGESTOGENS/

25  progesta$.ti,ab.

26 MEDROXYPROGESTERONE ACETATE/
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27
28
29
30

31
32
33

34

35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60
61
62
63
64
65
66
67
68
69
70
71
72
73
74
75

76
7
78
79
80
81
82

83
84
85
86

MPA .ti,ab.

exp PROGESTERONE/

ETHISTERONE/

NORETHINDRONE/ or NORGESTREL/ or ETHINYL ESTRADIOL-NORGESTREL COMBINATION/ or
LEVONORGESTREL/ or NORPROGESTERONES/
drospirenone.ti,ab.

levonorgestrel.ti,ab.

(bedol or climaval or elleste or estraderm or estradot or evorel or femseven or oestrogel or progynoval or prognova or
sandrena or zumenon).ti,ab.

(angelig or climagest or climesse or clinorette or femoston or indivina or kliofem or kliovance or novofem or nuvelle or
tridestra or trisequens).ti,ab.

"cyclo-progynova".ti,ab.

(premique or premak).ti,ab.

hormonin.ti,ab.

TESTOSTERONE/

testosterone.ti,ab.

NORPREGENES/

(tibolone or livial).ti,ab.

exp SELECTIVE ESTROGEN RECEPTOR MODULATORS/
SERM?.ti,ab.

(bioidentical adj3 hormone adj3 therap$).ti,ab.

(bio identical adj3 hormone adj3 therap$).ti,ab.

BHRT. .ti,ab.

(natural adj3 hormone therap$).ti,ab.

(estrone or estriol).ti,ab.

CLONIDINE/

(clonidine or catapres or dixarit).ti,ab.

PLANT EXTRACTS/

PLANT PREPARATIONS/

botanical?.ti,ab.

(black adj cohosh?).ti,ab.

(cimicifuga or actaea or racemosas or bugbane or ranunculaceae).ti,ab.
remifemin.ti,ab.

TRIFOLIUM/

(red adj clover).ti,ab.

(trifolium adj3 (pratense? or repen?)).ti,ab.
PHYTOESTROGENS/

phyto?estrogens$.ti,ab.

ISOFLAVONES/

ESTROGENS, NON-STEROIDAL/

SOYBEANS/

(soybean or soy or soya).ti,ab.

(nonsteroidal adj (estrogen? or estrogen?)).ti,ab.
(nonsteroidal adj (estogen? or oestrogen?)).ti,ab.

exp SEROTONIN UPTAKE INHIBITORS/

(SSRI? or SNRI?).ti,ab.

PAROXETINE/

FLUOXETINE/

CYCLOHEXANOLS/

CITALOPRAM/

FLUVOXAMINE/

(prozac or fluoxetine or sarafem or citalopram or cipramil or venlafaxine or fluvoxamine or faverin or escitalopram or
cipralex).ti,ab.

GAMMA-AMINOBUTYRIC ACID/

(gabapentin or neurotin).ti,ab.

exp ACUPUNCTURE THERAPY/

(acupuncture or acupressure).ti,ab.

(magnetic adj band?).ti,ab.

exp LIFE STYLE/

((advice or advising) adj3 (drinking or alcohol or smoking or smoke or weight loss or BMI or obese or obesity or
exercise or exercising or physical activ$)).ti,ab.

COGNITIVE THERAPY/

(cognitive adj3 (therap$ or psychotherap$)).ti,ab.

or/14-84

and/5,13,85

Database: Cochrane Database of Systematic Reviews, Database of Abstracts of

Reviews of Effects
[# | Searches
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(G208 N

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30

31
32
33

34

35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60
61
62
63
64
65
66

Searches

((timing or time or assess$) adj3 (clinical or treatment or therap$) adj3 review$).tw,tx.
(assess$ adj5 interval?).tw,tx.

((frequen$ or regular$ or timing or time or schedul$) adj3 (review or check up or follow up or assessment or
evaluat$)).tw,tx.

((review or follow up) adj2 (assess$ or consultation?)).tw,tx.

or/1-4

(MENOPAUSE or MENOPAUSE, PREMATURE or PERIMENOPAUSE or POSTMENOPAUSE or
PREMENOPAUSE).kw.

PRIMARY OVARIAN INSUFFICIENCY .kw.

(menopaus$ or perimenopaus$ or peri menopaus$ or postmenopaus$ or post menopaus$ or POF or POI).tw,tx.
((premature or primary) adj3 ovar$ adj3 (insuffici$ or failure?)).tw,tx.

CLIMACTERIC.kw.

climacteric.tw,tx.

(change adj1 life).tw,tx.

or/6-12

(HORMONE REPLACEMENT THERAPY or ESTROGEN REPLACEMENT THERAPY).kw.
(hormon$ adj3 substit$).tw,tx.

(HRT or HT).tw.

("menopausal hormone" adj2 therap$).tw,tx.

MHT.tw,tx.

ESTRIOL.kw.

(ESTROGENS or ESTROGENS, NON-STEROIDAL).kw.

(ESTRADIOL or ESTRAMUSTINE).kw.

(ETHINYL ESTRADIOL or ETHINYL ESTRADIOL-NORGESTREL COMBINATION).kw.
(oestrogen? or estrogen? or estradiol?).tw,tx.

PROGESTOGENS.kw.

progesta$.tw,tx.

MEDROXYPROGESTERONE ACETATE.kw.

MPA.tw,tx.

PROGESTERONE.kw.

ETHISTERONE .kw.

(NORETHINDRONE or NORGESTREL or ETHINYL ESTRADIOL-NORGESTREL COMBINATION or
LEVONORGESTREL or NORPROGESTERONES).kw.

drospirenone.tw,tw.

levonorgestrel.tw, tx.

(bedol or climaval or elleste or estraderm or estradot or evorel or femseven or oestrogel or progynoval or prognova or
sandrena or zumenon).tw,tx.

(angelig or climagest or climesse or clinorette or femoston or indivina or kliofem or kliovance or novofem or nuvelle or
tridestra or trisequens).tw,tx.

"cyclo-progynova".tw,tx.

(premique or premak).tw,tx.

hormonin.tw,tx.

TESTOSTERONE.kw.

testosterone.tw,tx.

NORPREGENES.kw.

(tibolone or livial).tw,tx.

SELECTIVE ESTROGEN RECEPTOR MODULATORS.kw.

SERMP?.tw,tx.

(bioidentical adj3 hormone adj3 therap$).tw,tx.

(bio identical adj3 hormone adj3 therap$).tw,tx.

BHRT.tw,tx.

(natural adj3 hormone therap$).tw,tx.

(estrone or estriol).tw,tx.

CLONIDINE.kw.

(clonidine or catapres or dixarit).tw, tx.

PLANT EXTRACTS.kw.

PLANT PREPARATIONS .kw.

botanical?.tw,tx.

(black adj cohosh?).tw,tx.

(cimicifuga or actaea or racemosas or bugbane or ranunculaceae).tw,tx.
remifemin.tw, tx.

TRIFOLIUM.kw.

(red adj clover).tw,tx.

(trifolium adj3 (pratense? or repen?)).tw,tx.

PHYTOESTROGENS.kw.

phyto?estrogen$.tw,tx.

ISOFLAVONES.kw.

ESTROGENS, NON-STEROIDAL.kw.

SOYBEANS.kw.

(soybean or soy or soya).tw,tx.

(nonsteroidal adj (estrogen? or estrogen?)).tw,tx.
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67 (nonsteroidal adj (estogen? or oestrogen?)).tw,tx.

68 SEROTONIN UPTAKE INHIBITORS.kw.

69 (SSRI? or SNRI?).tw,tx.

70 PAROXETINE.kw.

71  FLUOXETINE.kw.

72 CYCLOHEXANOLS.kw.

73 CITALOPRAM.kw.

74  FLUVOXAMINE.kw.

75 (prozac or fluoxetine or sarafem or citalopram or cipramil or venlafaxine or fluvoxamine or faverin or escitalopram or
cipralex).tw,tx.

76  GAMMA-AMINOBUTYRIC ACID.kw.

77  (gabapentin or neurotin).tw,tx.

78 ACUPUNCTURE THERAPY .kw.

79  (acupuncture or acupressure).tw,tx.

80 (magnetic adj band?).tw,tx.

81 LIFE STYLE.kw.

82  ((advice or advising) adj3 (drinking or alcohol or smoking or smoke or weight loss or BMI or obese or obesity or
exercise or exercising or physical activ$)).tw,tx.

83 COGNITIVE THERAPY .kw.

84  (cognitive adj3 (therap$ or psychotherap$)).tw,tx.

85 o0r/14-84

86 and/5,13,85

Database: Health Technology Assessment
# Searches
1 ((timing or time or assess$) adj3 (clinical or treatment or therap$) adj3 reviews).tw.
2 (assess$ adj5 interval?).tw.
3 ((frequen$ or regular$ or timing or time or schedul$) adj3 (review or check up or follow up or assessment or
evaluat$)).tw.

4 ((review or follow up) adj2 (assess$ or consultation?)).tw.
5 or/1-4
6 MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/ or

PREMENOPAUSE/

7 PRIMARY OVARIAN INSUFFICIENCY/

8 (menopaus$ or perimenopaus$ or peri menopaus$ or postmenopaus$ or post menopaus$ or POF or POI).tw.

9 ((premature or primary) adj3 ovar$ adj3 (insuffici$ or failure?)).tw.

10 CLIMACTERIC/

11  climacteric.tw.

12 (change adjl life).tw.

13  or/6-12

14 HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/

15 (hormon$ adj3 substit$).tw.

16  (HRT or HT).tw.

17  ("menopausal hormone" adj2 therap$).tw.

18  MHT.tw.

19 exp ESTRIOL/

20 ESTROGENS/ or ESTROGENS, NON-STEROIDAL/

21 ESTRADIOL/ or ESTRAMUSTINE/

22 ETHINYL ESTRADIOL/ or ETHINYL ESTRADIOL-NORGESTREL COMBINATION/

23  (oestrogen? or estrogen? or estradiol?).tw.

24 PROGESTOGENS/

25  progesta$.tw.

26 MEDROXYPROGESTERONE ACETATE/

27  MPA.tw.

28 exp PROGESTERONE/

29 ETHISTERONE/

30 NORETHINDRONE/ or NORGESTREL/ or ETHINYL ESTRADIOL-NORGESTREL COMBINATION/ or
LEVONORGESTREL/ or NORPROGESTERONES/

31 drospirenone.tw.

32 levonorgestrel.tw.

33 (bedol or climaval or elleste or estraderm or estradot or evorel or femseven or oestrogel or progynoval or prognova or
sandrena or zumenon).tw.

34  (angeliq or climagest or climesse or clinorette or femoston or indivina or kliofem or kliovance or novofem or nuvelle or
tridestra or trisequens).tw.

35 ‘"cyclo-progynova".tw.

36  (premique or premak).tw.

37  hormonin.tw.

38 TESTOSTERONE/

39  testosterone.tw.

40 NORPREGENES/

National Collaborating Centre for Women and Children's Health
97



Menopause
Search strategies

41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60
61
62
63
64
65
66
67
68
69
70
71
72
73
74
75

76
7
78
79
80
81
82

83
84
85
86

(tibolone or livial).tw.

exp SELECTIVE ESTROGEN RECEPTOR MODULATORS/
SERM?.tw.

(bioidentical adj3 hormone adj3 therap$).tw.
(bio identical adj3 hormone adj3 therap$).tw.
BHRT.tw.

(natural adj3 hormone therap$).tw.

(estrone or estriol).tw.

CLONIDINE/

(clonidine or catapres or dixarit).tw.

PLANT EXTRACTS/

PLANT PREPARATIONS/

botanical?.tw.

(black adj cohosh?).tw.

(cimicifuga or actaea or racemosas or bugbane or ranunculaceae).tw.
remifemin.tw.

TRIFOLIUM/

(red adj clover).tw.

(trifolium adj3 (pratense? or repen?)).tw.
PHYTOESTROGENS/

phyto?estrogen$.tw.

ISOFLAVONES/

ESTROGENS, NON-STEROIDAL/
SOYBEANS/

(soybean or soy or soya).tw.

(nonsteroidal adj (estrogen? or estrogen?)).tw.
(nonsteroidal adj (estogen? or oestrogen?)).tw.
exp SEROTONIN UPTAKE INHIBITORS/
(SSRI? or SNRI?).tw.

PAROXETINE/

FLUOXETINE/

CYCLOHEXANOLS/

CITALOPRAM/

FLUVOXAMINE/

(prozac or fluoxetine or sarafem or citalopram or cipramil or venlafaxine or fluvoxamine or faverin or escitalopram or
cipralex).tw.

GAMMA-AMINOBUTYRIC ACID/

(gabapentin or neurotin).tw.

exp ACUPUNCTURE THERAPY/
(acupuncture or acupressure).tw.

(magnetic adj band?).tw.

exp LIFE STYLE/

((advice or advising) adj3 (drinking or alcohol or smoking or smoke or weight loss or BMI or obese or obesity or
exercise or exercising or physical activ$)).tw.
COGNITIVE THERAPY/

(cognitive adj3 (therap$ or psychotherap$)).tw.
or/14-84

and/5,13,85

Database: Embase
-—

w N

~N o o b

10
11
12
13
14
15
16
17

((timing or time or assess$) adj3 (clinical or treatment or therap$) adj3 reviews).ti,ab.

(assess$ adj5 interval?).ti,ab.

((frequen$ or regular$ or timing or time or schedul$) adj3 (review or check up or follow up or assessment or
evaluat$)).ti,ab.

((review or follow up) adj2 (assess$ or consultation?)).ti,ab.

treatment planning/

or/1-5

"MENOPAUSE AND CLIMACTERIUM"/ or CLIMACTERIUM/ or EARLY MENOPAUSE/ or MENOPAUSE!/ or
POSTMENOPAUSE/

PREMENOPAUSE/

PREMATURE OVARIAN FAILURE/

(menopaus$ or perimenopaus$ or peri menopaus$ or postmenopaus$ or post menopaus$ or POF).ti,ab.
((premature or primary) adj3 ovar$ adj3 (insuffici$ or failure?)).ti,ab.

climacteric.ti,ab.

(change adj1 life).ti,ab.

or/7-13

exp HORMONE SUBSTITUTION/ or ESTROGEN THERAPY/

(HRT or HT).ti,ab.

("menopausal hormone" adj2 therap$).ti,ab.
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18  MHT. ti,ab.

19 ESTRIOL/

20 exp ESTROGEN/

21  (oestrogen? or estrogen? or estradiol?).ti,ab.

22  exp GESTAGEN/

23 progest$.ti,ab.

24 drospirenone.ti,ab.

25  levonorgestrel.ti,ab.

26  MPA.ti,ab.

27  (bedol or climaval or elleste or estraderm or estradot or evorel or femseven or oestrogel or progynoval or prognova or
sandrena or zumenon).ti,ab.

28 (angeliq or climagest or climesse or clinorette or femoston or indivina or kliofem or kliovance or novofem or nuvelle or
tridestra or trisequens).ti,ab.

29 "cyclo-progynova".ti,ab.

30 (premique or premak).ti,ab.

31  hormonin.ti,ab.

32 TESTOSTERONE/

33 testosterone.ti,ab.

34  TIBOLONE/

35 (tibolone or livial).ti,ab.

36 SELECTIVE ESTROGEN RECEPTOR MODULATOR/

37 SERM?2.i,ab.

38 (bioidentical adj3 hormone adj3 therap$).ti,ab.

39 (bio identical adj3 hormone adj3 therap$).ti,ab.

40 (natural adj3 hormone therap$).ti,ab.

41 BHRT.ti,ab.

42 ESTRONE/

43 CLONIDINE/

44  (clonidine or catapres or dixarit).ti,ab.

45 GABAPENTINE/

46  (gabapentin or neurontin).ti,ab.

47 PHYTOESTROGEN/

48  (phytoestrogen or phyto estrogen or phyto oestrogen).ti,ab.

49 SOYBEAN/

50 (soybean or soy or soya).ti,ab.

51 ISOFLAVONE/

52 ISOFLAVONE DERIVATIVE/

53 PLANT EXTRACT/

54  MEDICINAL PLANT/

55 ACTAEA RACEMOSA/

56 (black adj cohosh).ti,ab.

57  (cimicifuga or actaea or racemosas or bugbane or ranunculaceae).ti,ab.

58 remifemin.ti,ab.

59 RED CLOVER/

60 (red clover or trifolium).ti,ab.

61 ANTIESTROGEN/

62 (nonsteroidal adj (oestrogen$ or estrogen$)).ti,ab.

63  (non steroidal adj (oestrogen$ or estrogen$)).ti,ab.

64 SEROTONIN UPTAKE INHIBITOR/

65 (prozac or fluoxetine or sarafem or citalopram or cipramil or venlafaxine or fluvoxamine or faverin or escitalopram or
cipralex).ti,ab.

66 ACUPUNCTURE/

67 (acupuncture or acupressure).ti,ab.

68 (magnetic adj band?).ti,ab.

69 LIFESTYLE MODIFICATION/

70  ((advice or advising) adj3 (drinking or alcohol or smoking or smoke or weight loss or BMI or obese or obesity or
exercise or exercising or physical activ$)).ti,ab.

71 COGNITIVE THERAPY/

72  (cognitive adj3 therap$).ti,ab.

73 CBT.ti,ab.

74 or/15-73

75 and/6,14,74

76  conference abstract.pt.

77  letter.pt. or LETTER/

78  note.pt.

79 editorial.pt.

80 CASE REPORT/ or CASE STUDY/

81  (letter or comment* or abstracts).ti.

82 or/76-81
83 RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.
84 82 not 83
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85
86
87
88
89
90
91
92
93
94

ANIMAL/ not HUMAN/
NONHUMAN/

exp ANIMAL EXPERIMENT/
exp EXPERIMENTAL ANIMAL/
ANIMAL MODEL/

exp RODENT/

(rat or rats or mouse or mice).ti.
or/84-91

75 not 92

limit 93 to english language

Starting and stopping HRT

Database: Medline
#  Searches

OO WN P

7
8

9

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46

exp MENOPAUSE/

CLIMACTERIC/

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).ti,ab.
"change of life".ti,ab.

PRIMARY OVARIAN INSUFFICIENCY/

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).ti,ab.

(POl or POF).ti,ab.

or/1-7

HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/
(hormon$ adj3 (therap$ or substitut$)).ti,ab.

(HRT or HT).ti,ab.

("menopausal hormone" adj2 therap$).ti,ab.

MHT .ti,ab.

or/9-13

and/8,14

DRUG ADMINISTRATION SCHEDULE/
WITHHOLDING TREATMENT/

or/16-17

(discontinu$ or immediate$ or stop$ or ceas$ or abrupt$ or sudden$).ti,ab.
"cold turkey".ti,ab.

or/19-20

(taper$ or decreas$ or often or frequen$).ti,ab.

((dose or dosage) adj5 (lower$ or reduc$)).ti,ab.
or/22-23

and/21,24

15 and (18 or 25)

LETTER/

EDITORIAL/

NEWS/

exp HISTORICAL ARTICLE/

ANECDOTES AS TOPIC/

COMMENT/

CASE REPORT/

(letter or comment* or abstracts).ti.

or/27-34

RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.
35 not 36

ANIMALS/ not HUMANS/

exp ANIMALS, LABORATORY/

exp ANIMAL EXPERIMENTATION/

exp MODELS, ANIMAL/

exp RODENTIA/

(rat or rats or mouse or mice).ti.

or/37-43

26 not 44

limit 45 to english language

Database: Medline-in-progress

1
2

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).ti,ab.
"change of life".ti,ab.
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w

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).ti,ab.

(POI or POF).ti,ab.

or/1-4

((hormon$ or oestrogen or estrogen) adj3 (therap$ or substitut$)).ti,ab.
(HRT or HT).ti,ab.

("menopausal hormone" adj2 therap$).ti,ab.

MHT ti,ab.

or/6-9

and/5,10

(discontinu$ or immediate$ or stop$ or ceas$ or abrupt$ or sudden$).ti,ab.
"cold turkey".ti,ab.

or/12-13

(taper$ or decreas$ or often or frequen$).ti,ab.

((dose or dosage) adj5 (lower$ or reduc$)).ti,ab.

or/15-16

and/14,17

and/11,18

Database: Cochrane Central Register of Controlled Trials

OO WN P

7

8

9

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26

exp MENOPAUSE/

CLIMACTERIC/

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).ti,ab.
"change of life".ti,ab.

PRIMARY OVARIAN INSUFFICIENCY/

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).ti,ab.

(POI or POF).ti,ab.

or/1-7

HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/
(hormon$ adj3 (therap$ or substitut$)).ti,ab.

(HRT or HT).ti,ab.

("menopausal hormone" adj2 therap$).ti,ab.

MHT .ti,ab.

or/9-13

and/8,14

DRUG ADMINISTRATION SCHEDULE/

WITHHOLDING TREATMENT/

or/16-17

(discontinu$ or immediate$ or stop$ or ceas$ or abrupt$ or sudden$).ti,ab.
"cold turkey".ti,ab.

or/19-20

(taper$ or decreas$ or often or frequen$).ti,ab.

((dose or dosage) adj5 (lower$ or reduc$)).ti,ab.

or/22-23

and/21,24

15 and (18 or 25)

Database: Cochrane Database of Systematic Reviews and Database of Abstracts of
Reviews of Effects
#  searches

OO0 WN

10
11
12
13
14
15

MENOPAUSE .kw.

CLIMACTERIC.kw.

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).tw,tx.

"change of life".tw,tx.

PRIMARY OVARIAN INSUFFICIENCY .kw.

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).tw,tx.

(POI or POF).tw, tx.

or/1-7

(HORMONE REPLACEMENT THERAPY or ESTROGEN REPLACEMENT THERAPY).kw.
(hormon$ adj3 (therap$ or substitut$)).tw,tx.

(HRT or HT).tw,tx.

("menopausal hormone" adj2 therap$).tw,tx.

MHT.tw,tx.

or/9-13

and/8,14
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16
17
18
19
20
21
22
23
24
25
26

DRUG ADMINISTRATION SCHEDULE.kw.
WITHHOLDING TREATMENT .kw.

or/16-17

(discontinu$ or immediate$ or stop$ or ceas$ or abrupt$ or sudden$).tw,tx.
"cold turkey".tw,tx.

or/19-20

(taper$ or decreas$ or often or frequen$).tw,tx.
((dose or dosage) adj5 (lower$ or reduc$)).tw,tx.
or/22-23

and/21,24

15 and (18 or 25)

Database: Health Technology Assessment

OO WN

7

8

9

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26

exp MENOPAUSE/

CLIMACTERIC/

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).tw.
"change of life".tw.

PRIMARY OVARIAN INSUFFICIENCY/

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).tw.

(POI or POF).tw.

or/1-7

HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/
(hormon$ adj3 (therap$ or substitut$)).tw.

(HRT or HT).tw.

("menopausal hormone" adj2 therap$).tw.

MHT.tw.

or/9-13

and/8,14

DRUG ADMINISTRATION SCHEDULE/

WITHHOLDING TREATMENT/

or/16-17

(discontinu$ or immediate$ or stop$ or ceas$ or abrupt$ or sudden$).tw.
"cold turkey".tw.

or/19-20

(taper$ or decreas$ or often or frequen$).tw.

((dose or dosage) adj5 (lower$ or reduc$)).tw.

or/22-23

and/21,24

15 and (18 or 25)

Database: Embase
'# | Searches

O~NO O WN PR

exp *'MENOPAUSE AND CLIMACTERIUM"/

MENOPAUSAL SYNDROME/

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteri$).ti,ab.
"change of life".ti,ab.

reproductive ag?ing.ti,ab.

*PREMATURE OVARIAN FAILURE/

((primary or prematur$ or hypergonadotrop$) adjl ovar$ adjl (insuffic$ or fail$ or incompet$)).ti,ab.
((gonadotrop$ or resist$) adjl ovar$ adjl syndrom$).ti,ab.

(POI or POF).ti,ab.

or/1-9

exp HORMONE SUBSTITUTION/ or ESTROGEN THERAPY/

(HRT or HT).ti,ab.

(hormon$ adj3 (therap$ or substitut$)).ti,ab.

MHT ti,ab.

or/11-14

and/10,15

drug withdrawal/

drug dose reduction/

treatment withdrawal/

or/17-19

(discontinu$ or immediate$ or stop$ or ceas$ or abrupt$ or sudden$).ti,ab.
"cold turkey".ti,ab.

or/21-22

(taper$ or decreas$ or often or frequen$).ti,ab.

((dose or dosage) adj5 (lower$ or reduc$)).ti,ab.
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26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47

or/24-25

and/23,26

16 and (20 or 27)

conference abstract.pt.

letter.pt. or LETTER/

note.pt.

editorial.pt.

CASE REPORT/ or CASE STUDY/
(letter or comment* or abstracts).ti.
or/29-34

RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.
35 not 36

ANIMAL/ not HUMAN/
NONHUMAN/

exp ANIMAL EXPERIMENT/

exp EXPERIMENTAL ANIMAL/
ANIMAL MODEL/

exp RODENT/

(rat or rats or mouse or mice).ti.
or/37-44

28 not 45

limit 46 to english language

E.7 Long-term benefits and risks of HRT

Database: Medline
#  Searches

O~NO UL WN P

ECONOMICS/

VALUE OF LIFE/

exp "COSTS AND COST ANALYSIS"/

exp ECONOMICS, HOSPITAL/

exp ECONOMICS, MEDICAL/

exp RESOURCE ALLOCATION/

ECONOMICS, NURSING/

ECONOMICS, PHARMACEUTICAL/

exp "FEES AND CHARGES"/

exp BUDGETS/

budget*.ti,ab.

cost*.ti,ab.

(economic* or pharmaco?economic*).ti,ab.

(price* or pricing*).ti,ab.

(financ* or fee or fees or expenditure* or saving*).ti,ab.

(value adj2 (money or monetary)).ti,ab.

resourc* allocat*.ti,ab.

(fund or funds or funding* or funded).ti,ab.

(ration or rations or rationing* or rationed).ti,ab.

ec.fs.

or/1-20

MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/
CLIMACTERIC/

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).ti,ab.

"change of life".ti,ab.

PRIMARY OVARIAN INSUFFICIENCY/

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).ti,ab.

((earl$ or prematur$) adj3 menopaus$).ti,ab.

(POI or POF).ti,ab.

or/22-29

HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/
(hormon$ adj3 (therap$ or substitut$)).ti,ab.

(HRT or HT).ti,ab.

("menopausal hormone" adj2 therap$).ti,ab.

MHT.ti,ab.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ti.
(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ab. /freq=2
MPA.ti,ab.

or/31-38

BREAST NEOPLASMS/ or CARCINOMA, DUCTAL, BREAST/ or "HEREDITARY BREAST AND OVARIAN CANCER
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SYNDROME"/ or INFLAMMATORY BREAST NEOPLASMS/ or TRIPLE NEGATIVE BREAST NEOPLASMS/

41  (breast adj5 (cancer? or carcinoma? or tumo?r?)).ti,ab.

42 or/40-41

43  INTESTINAL NEOPLASMS/ or CECAL NEOPLASMS/ or COLORECTAL NEOPLASMS/ or ADENOMATOUS
POLYPOSIS COLI/ or exp COLONIC NEOPLASMS/

44 ((bowel or colorectal or colon$ or intestin$) adj5 (cancer? or carcinoma? or tumo?r?)).ti,ab.

45  or/43-44

46  exp LUNG NEOPLASMS/

47  ((lung? or pulmonary) adj5 (cancer? or carcinoma? or tumo?r?)).ti,ab.

48  or/46-47

49  exp OVARIAN NEOPLASMS/

50 ((ovary or ovaries or ovarian) adj5 (cancer? or carcinoma? or tumo?r?)).ti,ab.

51  0r/49-50

52  exp DIABETES MELLITUS, TYPE 2/

53 (diabet$ adj5 (“type two" or “type 2" or "type II" or T2 or Tll or matur$ or adult$ or slow or late or stable or ketosis
resistant or keto resist$ or keto?resist$ or non keto$ or non?keto$)).ti,ab.

54  (diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).ti,ab.

55 (NIDDM or T2D or TIID or DM2 or DMII).ti,ab.

56 MUSCULAR ATROPHY/ or SARCOPENIA/

57 sarcopen$.ti,ab.

58 (muscle? adj (mass or function or strenght$)).ti,ab.

59 PULMONARY EMBOLISM/ or PULMONARY INFARCTION/ or THROMBOEMBOLISM/ or VENOUS
THROMBOEMBOLISM/

60 (VTE or DVT or PE).ti,ab.

61 (deep vein adj2 thrombosis).ti,ab.

62  ((pulmonary or lung?) adj3 emboli$).ti,ab.

63 DEMENTIA/ or ALZHEIMER DISEASE/ or exp DEMENTIA, VASCULAR/ or exp FRONTOTEMPORAL LOBAR
DEGENERATION/ or LEWY BODY DISEASE/

64 (amentia? or dementia? or alzheimer$ or lewy body).ti,ab.

65 ((memory or remember$ or cognitiv$) adj3 (loss$ or declin$)).ti,ab.

66  or/52-65

67 0r/42,45,48,51,66

68 INCIDENCE/

69 inciden$.ti.
70 RISK/
71  risk.ti.

72  RISK ASSESSMENT/

73 RISK FACTORS/

74  PREVALENCE/

75  (inciden$ or risk$ or prevalen$).ab. /freq=2
76  or/68-75

77 and/30,39,67,76

78 and/21,77

79 LETTER/
80 EDITORIAL/
81 NEWS/

82 exp HISTORICAL ARTICLE/

83 ANECDOTES AS TOPIC/

84 COMMENT/

85 CASE REPORT/

86  (letter or comment* or abstracts).ti.

87  0or/79-86
88 RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.
89 87 not 88

90 ANIMALS/ not HUMANS/

91 exp ANIMALS, LABORATORY/

92  exp ANIMAL EXPERIMENTATION/
93 exp MODELS, ANIMAL/

94  exp RODENTIA/

95  (rat or rats or mouse or mice).ti.

96  0r/89-95

97 78 not 96

98 limit 97 to english language

Database: Cochrane Central Register of Controlled Trials

# Searches
ECONOMICS/

VALUE OF LIFE/

exp "COSTS AND COST ANALYSIS"/

exp ECONOMICS, HOSPITAL/

A WN PR
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# Searches

5 exp ECONOMICS, MEDICAL/

6 exp RESOURCE ALLOCATION/

7 ECONOMICS, NURSING/

8 ECONOMICS, PHARMACEUTICAL/

9 exp "FEES AND CHARGES"/

10 exp BUDGETS/

11  budget*.ti,ab.

12  cost*.ti,ab.

13  (economic* or pharmaco?economic*).ti,ab.

14  (price* or pricing*).ti,ab.

15 (financ* or fee or fees or expenditure* or saving*).ti,ab.

16 (value adj2 (money or monetary)).ti,ab.

17  resourc* allocat*.ti,ab.

18  (fund or funds or funding* or funded).ti,ab.

19 (ration or rations or rationing* or rationed).ti,ab.

20 ecfs.

21  or/1-20

22 MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/

23 CLIMACTERIC/

24  (menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).ti,ab.

25 “change of life".ti,ab.

26 PRIMARY OVARIAN INSUFFICIENCY/

27  ((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).ti,ab.

28  ((earl$ or prematur$) adj3 menopaus$).ti,ab.

29 (POl or POF).ti,ab.

30 or/22-29

31 HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/

32 (hormon$ adj3 (therap$ or substitut$)).ti,ab.

33 (HRT or HT).ti,ab.

34 ("menopausal hormone" adj2 therap$).ti,ab.

35 MHT.ti,ab.

36 (oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ti.

37 (oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ab. /freq=2

38 MPA.ti,ab.

39 0r/31-38

40 BREAST NEOPLASMS/ or CARCINOMA, DUCTAL, BREAST/ or "HEREDITARY BREAST AND OVARIAN CANCER
SYNDROME"/ or INFLAMMATORY BREAST NEOPLASMS/ or TRIPLE NEGATIVE BREAST NEOPLASMS/

41  (breast adj5 (cancer? or carcinoma? or tumo?r?)).ti,ab.

42  or/40-41

43 INTESTINAL NEOPLASMS/ or CECAL NEOPLASMS/ or COLORECTAL NEOPLASMS/ or ADENOMATOUS
POLYPOSIS COLI/ or exp COLONIC NEOPLASMS/

44  ((bowel or colorectal or colon$ or intestin$) adj5 (cancer? or carcinoma? or tumo?r?)).ti,ab.

45  or/43-44

46  exp LUNG NEOPLASMS/

47  ((lung? or pulmonary) adj5 (cancer? or carcinoma? or tumo?r?)).ti,ab.

48  or/46-47

49  exp OVARIAN NEOPLASMS/

50 ((ovary or ovaries or ovarian) adj5 (cancer? or carcinoma? or tumo?r?)).ti,ab.

51  or/49-50

52 exp DIABETES MELLITUS, TYPE 2/

53 (diabet$ adj5 (“type two" or “type 2" or "type II" or T2 or Tll or matur$ or adult$ or slow or late or stable or ketosis
resistant or keto resist$ or keto?resist$ or non keto$ or non?keto$)).ti,ab.

54  (diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).ti,ab.

55 (NIDDM or T2D or TIID or DM2 or DMII).ti,ab.

56 MUSCULAR ATROPHY/ or SARCOPENIA/

57 sarcopen$.ti,ab.

58 (muscle? adj (mass or function or strenght$)).ti,ab.

59 PULMONARY EMBOLISM/ or PULMONARY INFARCTION/ or THROMBOEMBOLISM/ or VENOUS
THROMBOEMBOLISM/

60 (VTE or DVT or PE).ti,ab.

61 (deep vein adj2 thrombosis).ti,ab.

62  ((pulmonary or lung?) adj3 emboli$).ti,ab.

63 DEMENTIA/ or ALZHEIMER DISEASE/ or exp DEMENTIA, VASCULAR/ or exp FRONTOTEMPORAL LOBAR
DEGENERATION/ or LEWY BODY DISEASE/

64 (amentia? or dementia? or alzheimer$ or lewy body).ti,ab.

65 ((memory or remember$ or cognitiv$) adj3 (loss$ or declin$)).ti,ab.

66 or/52-65

67 0r/42,45,48,51,66

68 INCIDENCE/

69 inciden$.ti.
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70 RISK/

71  risk.ti.

72 RISK ASSESSMENT/

73 RISK FACTORS/

74 PREVALENCE/

75  (inciden$ or risk$ or prevalen$).ab. /freq=2
76  or/68-75

77 and/30,39,67,76

78 and/21,77

79 LETTER/
80 EDITORIAL/
81 NEWS/

82 exp HISTORICAL ARTICLE/

83 ANECDOTES AS TOPIC/

84 COMMENT/

85 CASE REPORT/

86  (letter or comment* or abstracts).ti.

87  0or/79-86
88 RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.
89 87 not 88

90 ANIMALS/ not HUMANS/

91 exp ANIMALS, LABORATORY/

92  exp ANIMAL EXPERIMENTATION/
93 exp MODELS, ANIMAL/

94  exp RODENTIA/

95 (rat or rats or mouse or mice).ti.

96  0r/89-95

97 78 not 96

98 limit 97 to english language

Database: Health Technology Assessment

1 MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/

2 CLIMACTERIC/

3 (menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).tw.

4 "change of life".tw.

5 PRIMARY OVARIAN INSUFFICIENCY/

6 ((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).tw.

7 ((earl$ or prematur$) adj3 menopaus$).tw.

8 (POI or POF).tw.

9 or/1-8

10 HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/

11 (hormon$ adj3 (therap$ or substitut$)).tw.

12 (HRT or HT).tw.

13 (“menopausal hormone" adj2 therap$).tw.

14  MHT.tw.
15 (oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).tw.
16  MPA.tw.
17  or/10-16

18 BREAST NEOPLASMS/ or CARCINOMA, DUCTAL, BREAST/ or "HEREDITARY BREAST AND OVARIAN CANCER
SYNDROME"/ or INFLAMMATORY BREAST NEOPLASMS/ or TRIPLE NEGATIVE BREAST NEOPLASMS/

19 (breast adj5 (cancer? or carcinoma? or tumo?r?)).tw.

20 or/18-19

21  INTESTINAL NEOPLASMS/ or CECAL NEOPLASMS/ or COLORECTAL NEOPLASMS/ or ADENOMATOUS
POLYPOSIS COLI/ or exp COLONIC NEOPLASMS/

22 ((bowel or colorectal or colon$ or intestin$) adj5 (cancer? or carcinoma? or tumo?r?)).tw.

23  or/21-22

24  exp LUNG NEOPLASMS/

25  ((lung? or pulmonary) adj5 (cancer? or carcinoma? or tumo?r?)).tw.

26  or/24-25

27  exp OVARIAN NEOPLASMS/

28  ((ovary or ovaries or ovarian) adj5 (cancer? or carcinoma? or tumo?r?)).tw.

29 or/27-28

30 exp DIABETES MELLITUS, TYPE 2/

31 (diabet$ adj5 (“type two" or "type 2" or "type II" or T2 or TIl or matur$ or adult$ or slow or late or stable or ketosis
resistant or keto resist$ or keto?resist$ or non keto$ or non?keto$)).tw.

32 (diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).tw.

33 (NIDDM or T2D or TIID or DM2 or DMII).tw.

34 MUSCULAR ATROPHY/ or SARCOPENIA/
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#

35
36
37

38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53

Searches

sarcopen$.tw.

(muscle? adj (mass or function or strenght$)).tw.

PULMONARY EMBOLISM/ or PULMONARY INFARCTION/ or THROMBOEMBOLISM/ or VENOUS
THROMBOEMBOLISM/

(VTE or DVT or PE).tw.

(deep vein adj2 thrombosis).tw.

((pulmonary or lung?) adj3 emboli$).tw.

DEMENTIA/ or ALZHEIMER DISEASE!/ or exp DEMENTIA, VASCULAR/ or exp Dementia/ or LEWY BODY DISEASE/
(amentia? or dementia? or alzheimer$ or lewy body).tw.
((memory or remember$ or cognitiv$) adj3 (loss$ or decling)).tw.
or/30-43

0r/20,23,26,29,44

INCIDENCE/

RISK/

RISK ASSESSMENT/

RISK FACTORS/

PREVALENCE/

(inciden$ or risk$ or prevalen$).tw.

or/46,51

and/9,17,45,52

Database: NHS Economic Evaluation Database

#

OO WN PR

10
11
12
13
14
15
16
17
18

19
20
21

22
23
24
25
26
27
28
29
30
31

32
33
34
35
36
37

38
39
40
41
42

Searches

MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/
CLIMACTERIC/

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).tw.

"change of life".tw.

PRIMARY OVARIAN INSUFFICIENCY/

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).tw.

((earl$ or prematur$) adj3 menopaus$).tw.

(POI or POF).tw.

or/1-8

HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/

(hormon$ adj3 (therap$ or substitut$)).tw.

(HRT or HT).tw.

("menopausal hormone" adj2 therap$).tw.

MHT.tw.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).tw.

MPA.tw.

or/10-16

BREAST NEOPLASMS/ or CARCINOMA, DUCTAL, BREAST/ or "HEREDITARY BREAST AND OVARIAN CANCER
SYNDROME"/ or INFLAMMATORY BREAST NEOPLASMS/ or TRIPLE NEGATIVE BREAST NEOPLASMS/
(breast adj5 (cancer? or carcinoma? or tumo?r?)).tw.

or/18-19

INTESTINAL NEOPLASMS/ or CECAL NEOPLASMS/ or COLORECTAL NEOPLASMS/ or ADENOMATOUS
POLYPOSIS COLI/ or exp COLONIC NEOPLASMS/

((bowel or colorectal or colon$ or intestin$) adj5 (cancer? or carcinoma? or tumo?r?)).tw.

or/21-22

exp LUNG NEOPLASMS/

((lung? or pulmonary) adj5 (cancer? or carcinoma? or tumo?r?)).tw.

or/24-25

exp OVARIAN NEOPLASMS/

((ovary or ovaries or ovarian) adj5 (cancer? or carcinoma? or tumo?r?)).tw.

or/27-28

exp DIABETES MELLITUS, TYPE 2/

(diabet$ adj5 (“type two" or "type 2" or "type II" or T2 or Tll or matur$ or adult$ or slow or late or stable or ketosis
resistant or keto resist$ or keto?resist$ or non keto$ or non?keto$)).tw.

(diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).tw.

(NIDDM or T2D or TIID or DM2 or DMII).tw.

MUSCULAR ATROPHY/ or SARCOPENIA/

sarcopen$.tw.

(muscle? adj (mass or function or strenght$)).tw.

PULMONARY EMBOLISM/ or PULMONARY INFARCTION/ or THROMBOEMBOLISM/ or VENOUS
THROMBOEMBOLISM/

(VTE or DVT or PE).tw.

(deep vein adj2 thrombosis).tw.

((pulmonary or lung?) adj3 emboli$).tw.

DEMENTIA/ or ALZHEIMER DISEASE/ or exp DEMENTIA, VASCULAR/ or exp Dementia/ or LEWY BODY DISEASE/
(amentia? or dementia? or alzheimer$ or lewy body).tw.
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#

43
44
45
46
47
48
49
50
51
52
58

Searches

((memory or remember$ or cognitiv$) adj3 (loss$ or declin$)).tw.
or/30-43

0r/20,23,26,29,44

INCIDENCE/

RISK/

RISK ASSESSMENT/

RISK FACTORS/

PREVALENCE/

(inciden$ or risk$ or prevalen$).tw.
or/46,51

and/9,17,45,52

Database: Embase

H*

O~NO O WNPE

30
31
32

33
34
35

36
37
38
39
40

41
42
43
44
45
46
47
48
49

50
51

Searches

HEALTH ECONOMICS/

exp ECONOMIC EVALUATION/

exp HEALTH CARE COST/

exp FEE/

BUDGET/

FUNDING/

RESOURCE ALLOCATION/

budget*.ti,ab.

cost*.ti,ab.

(economic* or pharmaco?economic*).ti,ab.

(price* or pricing*).ti,ab.

(financ* or fee or fees or expenditure* or saving*).ti,ab.

(value adj2 (money or monetary)).ti,ab.

resourc* allocat*.ti,ab.

(fund or funds or funding* or funded).ti,ab.

(ration or rations or rationing* or rationed).ti,ab.

or/1-16

exp HORMONE SUBSTITUTION/ or ESTROGEN THERAPY/

(HRT or HT).ti,ab.

(hormon$ adj3 (therap$ or substitut$)).ti,ab.

MHT ti,ab.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ti.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ab. /freq=2

MPA ti,ab.

or/18-24

exp BREAST CANCER/ or BREAST TUMOR/

(breast adj5 (cancer? or carcinoma? or tumo#r?)).ti,ab.

or/26-27

INTESTINE CANCER/ or exp INTESTINE TUMOR/ or exp LARGE INTESTINE CANCER/ or exp SMALL INTESTINE
CANCER/

((bowel or colorectal or colon or intestin$) adj5 (cancer? or carcinoma? or tumo#r?)).ti,ab.
or/29-30

LUNG TUMOR/ or RESPIRATORY TRACT TUMOR/ or LUNG ADENOMA/ or exp LUNG CANCER/ or LUNG
GRANULOMATOSIS/ or PULMONARY SCLEROSING HEMANGIOMA/

((lung? or pulmonary) adj5 (cancer? or carcinoma? or tumo#r?)).ti,ab.

or/32-33

OVARY TUMOR/ or BRENNER TUMOR/ or LUTEOMA/ or MEIGS SYNDROME/ or exp OVARY CANCER/ or OVARY
TERATOMA/ or THECOMA/

((ovary or ovaries or ovarian) adj5 (cancer? or carcinoma? or tumo#r?)).ti,ab.

or/35-36

or/28,31,34,37

NON INSULIN DEPENDENT DIABETES MELLITUS/

(diabet$ adj5 (“type two" or "type 2" or "type II" or T2 or Tl or matur$ or adult$ or slow or late or stable or ketosis
resistant or keto resist$ or keto?resist$ or non keto$ or non?keto$)).ti,ab.

(diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).ti,ab.

(NIDDM or T2D or TIID or DM2 or DMII).ti,ab.

or/39-42

MUSCLE ATROPHY/ or SARCOPENIA/

MUSCLE WEAKNESS/

sarcopen$.ti,ab.

(muscle? adj (mass or function or strenght$)).ti,ab.

or/44-47

VENOUS THROMBOEMBOLISM/ or DEEP VEIN THROMBOSIS/ or LOWER EXTREMITY DEEP VEIN
THROMBOSIS/ or LUNG EMBOLISM/ or UPPER EXTREMITY DEEP VEIN THROMBOSIS/
(VTE or DVT or PE).ti,ab.

(deep vein adj thrombosis).ti,ab.
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52  ((pulmonary or lung?) adj3 emboli$).ti,ab.

53  0r/49-52

54 DEMENTIA/ or ALZHEIMER DISEASE/ or DIFFUSE LEWY BODY DISEASE/ or exp FRONTOTEMPORAL
DEMENTIA/ or MULTIINFARCT DEMENTIA/ or PICK PRESENILE DEMENTIA/ or PRESENILE DEMENTIA/ or
PRION DISEASE/ or exp SENILE DEMENTIA/

55 (amentia? or dementia? or alzheimer$ or lewy body).ti,ab.

56  ((memory or remember$ or cognitiv$) adj3 (loss$ or declin$)).ti,ab.

57  or/54-56

58 0r/38,43,48,53,57

59 INCIDENCE/

60 RISK/

61 RISK FACTOR/

62 RISK ASSESSMENT/

63  risk$.ti.

64 PREVALENCE/

65 (inciden$ or risk$ or prevalen$).ab. /freq=2

66 (inciden$ or risk$ or prevalen$).ti.

67  or/59-66

68 and/25,58,67

69 and/17,68

70  conference abstract.pt.

71  letter.pt. or LETTER/

72  note.pt.

73  editorial.pt.

74 CASE REPORT/ or CASE STUDY/

75  (letter or comment* or abstracts).ti.

76  or/70-75
77 RANDOMIZED CONTROLLED TRIAL/ or random®*.ti,ab.
78 76 not77

79  ANIMAL/ not HUMAN/

80 NONHUMAN/

81 exp ANIMAL EXPERIMENT/
82 exp EXPERIMENTAL ANIMAL/
83  ANIMAL MODEL/

84  exp RODENT/

85  (rat or rats or mouse or mice).ti.

86 0r/78-85

87 69 not 86

88 limit 87 to english language
89 female/

90 and/88-89

E.7.1 Venous thromboembolism

Database: Medline

“#  Searches
randomized controlled trial.pt.

controlled clinical trial.pt.

DOUBLE BLIND METHOD/

SINGLE BLIND METHOD/

RANDOM ALLOCATION/

or/1-5

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

exp CLINICAL TRIAL/

10 exp CLINICAL TRIALS AS TOPIC/

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

12 PLACEBOS/

13  placebo$.tw,sh.

14  random$.tw,sh.

15  or/7-14

16  or/6-15

17  META ANALYSIS/

18 META ANALYSIS AS TOPIC/

19 meta analysis.pt.

20 (metaanaly$ or meta-analy$ or (meta adj analy$)).tw,sh.
21  (systematic$ adj5 (review$ or overviews)).tw,sh.

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

23 or/17-22

O©Coo~NOoO O~ wWNPRE

National Collaborating Centre for Women and Children's Health
109



Menopause
Search strategies

24 review$.pt.

25 (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.

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

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

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

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

30 or/25-29

31 and/24,30

32 exp CASE-CONTROL STUDIES/

33 (case$ adj2 control$).tw.

34 exp COHORT STUDIES/

35  cohort$.tw.

36 or/32-35

37 0r/16,23,31,36

38 MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/

39 CLIMACTERIC/

40 (menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).ti,ab.

41  ‘"change of life".ti,ab.

42  PRIMARY OVARIAN INSUFFICIENCY/

43  ((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).ti,ab.

44 ((earl$ or prematur$) adj3 menopaus$).ti,ab.

45 (POl or POF).ti,ab.

46  or/38-45

47 HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/

48  (hormon$ adj3 (therap$ or substitut$)).ti,ab.

49  (HRT or HT).ti,ab.

50 ("menopausal hormone" adj2 therap$).ti,ab.

51  MHT.ti,ab.

52  (oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ti.

53 (oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ab. /freq=2

54  MPA.ti,ab.

55  or/47-54

56 PULMONARY EMBOLISM/ or PULMONARY INFARCTION/ or THROMBOEMBOLISM/ or VENOUS
THROMBOEMBOLISM/

57 (VTE or DVT or PE).ti,ab.

58 (deep vein adj2 thrombosis).ti,ab.

59  ((vein or venous) adj2 thrombo$).ti,ab.
60  ((pulmonary or lung?) adj3 emboli$).ti,ab.

61 or/56-60

62 and/37,46,55,61
63 LETTER/

64 EDITORIAL/

65 NEWS/

66 exp HISTORICAL ARTICLE/

67 ANECDOTES AS TOPIC/

68 COMMENT/

69 CASE REPORT/

70  (letter or comment* or abstracts).ti.

71 0or/63-70
72 RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.
73 71lnot72

74  ANIMALS/ not HUMANS/

75 exp ANIMALS, LABORATORY/

76  exp ANIMAL EXPERIMENTATION/
77  exp MODELS, ANIMAL/

78 exp RODENTIA/

79 (rat or rats or mouse or mice).ti.

80 or/73-79

81 62 not 80

82 limit 81 to english language

Database: Medline In-Process
-—
(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).ti,ab.
2 "change of life".ti,ab.
3 ((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).ti,ab.
4 ((earl$ or prematur$) adj3 menopaus$).ti,ab.
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(POI or POF).ti,ab.

or/1-5

(hormon$ adj3 (therap$ or substitut$)).ti,ab.

(HRT or HT).ti,ab.

("menopausal hormone" adj2 therap$).ti,ab.

MHT .ti,ab.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ti.
(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ab. /freq=2
MPA.ti,ab.

or/7-13

(VTE or DVT or PE).ti,ab.

(deep vein adj2 thrombosis).ti,ab.

((vein or venous) adj2 thrombo$).ti,ab.

((pulmonary or lung?) adj3 emboli$ of infarct$).ti,ab.

thromboembol$.ti,ab.

or/15-19

and/6,14,20

Database: Cochrane Central Register of Controlled Trials
#  Searches

1
2
3
4
5
6

7

8

9

10
11
12
13
14
15
16
17
18
19

20
21
22
23
24
25

MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/
CLIMACTERIC/

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).ti,ab.

"change of life".ti,ab.

PRIMARY OVARIAN INSUFFICIENCY/

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).ti,ab.

((earl$ or prematur$) adj3 menopaus$).ti,ab.

(POI or POF).ti,ab.

or/1-8

HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/
(hormon$ adj3 (therap$ or substitut$)).ti,ab.

(HRT or HT).ti,ab.

("menopausal hormone" adj2 therap$).ti,ab.

MHT. .ti,ab.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ti.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ab. /freq=2

MPA.ti,ab.

or/10-17

PULMONARY EMBOLISM/ or PULMONARY INFARCTION/ or THROMBOEMBOLISM/ or VENOUS
THROMBOEMBOLISM/

(VTE or DVT or PE).ti,ab.

(deep vein adj2 thrombosis).ti,ab.

((vein or venous) adj2 thrombo$).ti,ab.

((pulmonary or lung?) adj3 emboli$).ti,ab.

or/19-23

and/9,18,24

Database: Cochrane Database of Systematic Reviews, Database of Abstracts of
Reviews of Effects

o0 h WN P

10
11
12
13
14
15
16

(MENOPAUSE or MENOPAUSE, PREMATURE or PERIMENOPAUSE or POSTMENOPAUSE).kw.
CLIMACTERIC.kw.

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).tw,tx.

"change of life".tw,tx.

PRIMARY OVARIAN INSUFFICIENCY .kw.

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).tw, tx.

((earl$ or prematur$) adj3 menopaus$).tw,tx.

(POI or POF).tw,tx.

or/1-8

(HORMONE REPLACEMENT THERAPY or ESTROGEN REPLACEMENT THERAPY).kw.
(hormon$ adj3 (therap$ or substitut$)).tw,tx.

(HRT or HT).tw,tx.

("menopausal hormone" adj2 therap$).tw,tx.

MHT.tw,tx.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).tw,tx.

MPA.tw,tx.
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17
18

19
20
21
22
23
24

or/10-16

(PULMONARY EMBOLISM or PULMONARY INFARCTION or THROMBOEMBOLISM or VENOUS
THROMBOEMBOLISM).kw.

(VTE or DVT or PE).tw,tx.

(deep vein adj2 thrombosis).tw, tx.

((vein or venous) adj2 thrombo$).tw,tx.

((pulmonary or lung?) adj3 emboli$).tw,tx.

or/18-22

and/9,17,23

Database: Health Technology Assessment
#  Searches

1
2
3
4
5
6

7

8

9

10
11
12
13
14
15
16
17
18

19
20
21
22
23
24

MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/
CLIMACTERIC/

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).tw.

"change of life".tw.

PRIMARY OVARIAN INSUFFICIENCY/

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).tw.

((earl$ or prematur$) adj3 menopaus$).tw.

(POI or POF).tw.

or/1-8

HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/
(hormon$ adj3 (therap$ or substitut$)).tw.

(HRT or HT).tw.

("menopausal hormone" adj2 therap$).tw.

MHT .tw.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).tw.

MPA . tw.

or/10-16

PULMONARY EMBOLISM/ or PULMONARY INFARCTION/ or THROMBOEMBOLISM/ or VENOUS
THROMBOEMBOLISM/

(VTE or DVT or PE).tw.

(deep vein adj2 thrombosis).tw.

((vein or venous) adj2 thrombo$).tw.

((pulmonary or lung?) adj3 emboli$).tw.

or/18-22

and/9,17,23

Database: Embase

©O©oO~NOoO O~ wWNPRE

CLINICAL TRIAL/ or "CLINICAL TRIAL (TOPIC)"/

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

SINGLE BLIND PROCEDURE/

DOUBLE BLIND PROCEDURE/

RANDOM ALLOCATION/

CROSSOVER PROCEDURE/

PLACEBO/

placebo$.tw,sh.

random$.tw,sh.

RANDOMIZED CONTROLLED TRIAL/ or "RANDOMIZED CONTROLLED TRIAL (TOPIC)"/
((single or double or triple or treble) adj (blind$ or mask$)).tw,sh.
randomi?ed control$ trial$.tw.

or/1-12

META ANALYSIS/

((meta adj analy$) or metaanalys$ or meta-analy$).tw,sh.
(systematic$ adj5 (review$ or overviews)).tw,sh.

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

or/14-17

review.pt.

(medline or medlars or embase).ab.

(scisearch or science citation index).ab.

(psychlit or psyclit or psychinfo or psycinfo or cinahl or cochrane).ab.
((hand or manual$) adj2 search$).tw.

(electronic database$ or bibliographic database$ or computeri?ed database$ or online database$).tw.
(pooling or pooled or mantel haenszel).tw.

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

or/20-26

and/19,27
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29
30
31
32
33
34
35
36
37
38
39
40
41

42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58

59
60
61
62
63
64
65
66
67
68
69
70
71
72
73
74
75
76
7
78
79
80
81
82
83
84

exp CASE CONTROL STUDY/

RETROSPECTIVE STUDY/

(case$ adj2 control$).tw.

COHORT ANALYSIS/

LONGITUDINAL STUDY/

FOLLOW UP/

PROSPECTIVE STUDY/

cohort$.tw.

or/29-36

0r/13,18,28,37

(book or conference paper or editorial or letter or note or proceeding or short survey).pt.
38 not 39

"MENOPAUSE AND CLIMACTERIUM"/ or CLIMACTERIUM/ or EARLY MENOPAUSE/ or MENOPAUSE/ or
POSTMENOPAUSE/

PREMENOPAUSE/

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).ti,ab.
PREMATURE OVARIAN FAILURE/

(menopaus$ or perimenopaus$ or peri menopaus$ or postmenopaus$ or post menopaus$ or POF or POI).ti,ab.
((premature or primary) adj3 ovar$ adj3 (insuffici$ or failure?)).ti,ab.

climacteric.ti,ab.

(change adjl life).ti,ab.

or/41-48

exp HORMONE SUBSTITUTION/ or ESTROGEN THERAPY/

(HRT or HT).ti,ab.

(hormon$ adj3 (therap$ or substitut$)).ti,ab.

MHT.ti,ab.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ti.
(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ab. /freq=2
MPA ti,ab.

or/50-56

VENOUS THROMBOEMBOLISM/ or DEEP VEIN THROMBOSIS/ or LOWER EXTREMITY DEEP VEIN
THROMBOSIS/ or LUNG EMBOLISM/ or UPPER EXTREMITY DEEP VEIN THROMBOSIS/
(VTE or DVT or PE).ti,ab.

(deep vein adj thrombosis).ti,ab.

((vein or venous) adj2 thrombo$).ti,ab.

((pulmonary or lung?) adj3 emboli$).ti,ab.

or/58-62

and/40,49,57,63

conference abstract.pt.

letter.pt. or LETTER/

note.pt.

editorial.pt.

CASE REPORT/ or CASE STUDY/

(letter or comment* or abstracts).ti.

or/65-70

RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.

71 not 72

ANIMAL/ not HUMAN/

NONHUMAN/

exp ANIMAL EXPERIMENT/

exp EXPERIMENTAL ANIMAL/

ANIMAL MODEL/

exp RODENT/

(rat or rats or mouse or mice).ti.

or/73-80

64 not 81

limit 82 to english language

limit 83 to female

E.7.2 Cardiovascular disease

Database: Medline
“#  Searches

OO hAs WN PP

randomized controlled trial.pt.
controlled clinical trial.pt.
DOUBLE BLIND METHOD/
SINGLE BLIND METHOD/
RANDOM ALLOCATION/
or/1-5
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# Searches

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

9 exp CLINICAL TRIAL/

10 exp CLINICAL TRIALS AS TOPIC/
11 (clinic$ adj5 trial$).tw,sh.

12 PLACEBOS/

13 placebo$.tw,sh.

14 random$.tw,sh.

15 or/7-14

16 or/6,15

17 META ANALYSIS/

18 META ANALYSIS AS TOPIC/

19 meta analysis.pt.

20 (metaanaly$ or meta-analy$ or (meta adj analy$)).tw,sh.
21 (systematic$ adj5 (review$ or overviews)).tw,sh.

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

23 or/17-22

24 review$.pt.

25 (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.

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

27 (electronic database$ or bibliographic database$ or computeri?ed database$ or online database$).tw,sh.
28 (pooling or pooled or mantel haenszel).tw,sh.
29 (peto or dersimonian or der simonian or fixed effect).tw,sh.

30 or/25-29

31 and/24,30

32 exp COHORT STUDIES/

33 cohort$.tw.

34 or/32-33

35 0r/16,23,31,34

36 letter.pt.

37 comment.pt.

38 editorial.pt.

39 historical article.pt.

40 or/36-39

41 35 not 40

42 MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/
43 CLIMACTERIC/

44 (menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).ti,ab.

45 "change of life".ti,ab.

46 or/42-45

47 HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/
48 exp ESTROGENS/tu or ESTRADIOL/tu [Therapeutic Use]

49 (hormon$ adj3 (therap$ or substitut$ or replacement or exogenous)).ti,ab.

50 (HRT or HT or MHT).ti,ab.

51 ((oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone or progest$ or medroxyprogest$) adj3
(therap$ or substitut$ or replacement or exogenous)).ti,ab.

52 or/47-51

53 exp CARDIOVASCULAR DISEASES/

54 (cardio$ or cardia$ or heart$ or coronary$ or angina$ or ventric$ or myocard$ or pericard$ or isch?em$ or emboli$ or

arrhythmi$ or thrombo$ or atrial fibrillat$ or tachycardi$ or endocardis$).ti,ab.
55 (sick adj sinus).ti,ab.
56 exp STROKE/

57 (stroke or stokes).ti,ab.

58 (cerebrovasc$ or cerebral vascular or apoplexy).ti,ab.
59 (brain adj2 accident$).ti,ab.

60 ((brain$ or cerebral or lacunar) adj2 infarct$).ti,ab.

61 exp HYPERTENSION/

62 (hypertensi$ or peripheral arter$ disease$).ti,ab.

63 ((high or increased or elevated) adj2 blood pressure).ti,ab.

64 or/53-63

65 PREVALENCE/

66 INCIDENCE/

67 exp RISK/

68 (prevalen$ or incidence? or risk$ or rate?).ti.

69 CHEMOPREVENTION/

70 (prevent$ or prophyla$ or chemoprophyla$ or chemoprevent$).ti.
71 or/65-70

72 and/46,52,64,71

73 *HORMONE REPLACEMENT THERAPY/ or *(ESTROGEN REPLACEMENT THERAPY/
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74

75
76
7
78
79
80
81
82
83
84
85
86
87
88
89
90
91
92
93
94
95
96
97
98
99
100
101

((hormon$ or oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone or progest$ or
medroxyprogest$) adj3 (therap$ or substitut$ or replacement or exogenous)).ti.
or/73-74

exp *CARDIOVASCULAR DISEASES/ or exp *STROKE/ or exp *HYPERTENSION/
(ae or pc).fs. [Adverse Effects or Prevention & Control]

46 or FEMALE/

and/75-78

or/72,79

limit 80 to english language

LETTER/

EDITORIAL/

NEWS/

exp HISTORICAL ARTICLE/

ANECDOTES AS TOPIC/

COMMENT/

CASE REPORT/

(letter or comment* or abstracts).ti.

or/82-89

RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.

90 not 91

ANIMALS/ not HUMANS/

exp ANIMALS, LABORATORY/

exp ANIMAL EXPERIMENTATION/

exp MODELS, ANIMAL/

exp RODENTIA/

(rat or rats or mouse or mice).ti.

0r/92-98

81 not 99

and/41,100

Database: Medline In-Process
'# | searches

OO WN P

~

9

10
11
12
13
14
15
16
17
18
19
20

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).ti,ab.
"change of life".ti,ab.

or/1-2

(hormon$ adj3 (therap$ or substitut$ or replacement or exogenous)).ti,ab.
(HRT or HT or MHT).ti,ab.

((oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone or progest$ or medroxyprogest$) adj3
(therap$ or substitut$ or replacement or exogenous)).ti,ab.

or/4-6

(cardio$ or cardia$ or heart$ or coronary$ or angina$ or ventric$ or myocard$ or pericard$ or isch?em$ or emboli$ or
arrhythmi$ or thrombo$ or atrial fibrillat$ or tachycardi$ or endocardi$).ti,ab.
(sick adj sinus).ti,ab.

(stroke or stokes).ti,ab.

(cerebrovasc$ or cerebral vascular or apoplexy).ti,ab.

(brain adj2 accident$).ti,ab.

((brain$ or cerebral or lacunar) adj2 infarct$).ti,ab.

(hypertensi$ or peripheral arter$ disease$).ti,ab.

((high or increased or elevated) adj2 blood pressure).ti,ab.

or/8-15

(prevalen$ or incidence? or risk$ or rate?).ti.

(prevent$ or prophyla$ or chemoprophyla$ or chemoprevent$).ti.

or/17-18

and/3,7,16,19

Database: Cochrane Central Register of Controlled Trials
“#  searches

P OoOoO~NOUO~WDNPRE

MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/
CLIMACTERIC/

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).ti,ab.

"change of life".ti,ab.

or/1-4

HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/

exp ESTROGENS/tu or ESTRADIOL/tu [Therapeutic Use]

(hormon$ adj3 (therap$ or substitut$ or replacement or exogenous)).ti,ab.

(HRT or HT or MHT).ti,ab.

((oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone or progest$ or medroxyprogest$) adj3
(therap$ or substitut$ or replacement or exogenous)).ti,ab.

or/6-10
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L

12 exp CARDIOVASCULAR DISEASES/

13 (cardio$ or cardia$ or heart$ or coronary$ or angina$ or ventric$ or myocard$ or pericard$ or isch?em$ or emboli$ or
arrhythmi$ or thrombo$ or atrial fibrillat$ or tachycardi$ or endocardi$).ti,ab.

14 (sick adj sinus).ti,ab.

15 exp STROKE/

16 (stroke or stokes).ti,ab.

17 (cerebrovasc$ or cerebral vascular or apoplexy).ti,ab.

18 (brain adj2 accident$).ti,ab.

19 ((brain$ or cerebral or lacunar) adj2 infarct$).ti,ab.

20 exp HYPERTENSION/

21 (hypertensi$ or peripheral arter$ disease$).ti,ab.

22 ((high or increased or elevated) adj2 blood pressure).ti,ab.

28 or/12-22

24 PREVALENCE/

25 INCIDENCE/

26 exp RISK/

27 (prevalen$ or incidence? or risk$ or rate?).ti.

28 CHEMOPREVENTION/

29 (prevent$ or prophyla$ or chemoprophyla$ or chemoprevent$).ti.

30 or/24-29

31 and/5,11,23,30

32 *HORMONE REPLACEMENT THERAPY/ or *ESTROGEN REPLACEMENT THERAPY/

33 ((hormon$ or oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone or progest$ or
medroxyprogest$) adj3 (therap$ or substitut$ or replacement or exogenous)).ti.

34 or/32-33

35 exp *CARDIOVASCULAR DISEASES/ or exp *STROKE!/ or exp *HYPERTENSION/

36 (ae or pc).fs. [Adverse Effects or Prevention & Control]

37 5 or FEMALE/

38 and/34-37

39 or/31,38

Database: Cochrane Database of Systematic Reviews, Database of Abstracts of

Reviews of Effects
“#  Searches

OO WN P

© ~

10
11
12
13
14
15
16
17
18
19
20
21

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).tw,tx,kw.
"change of life".tw,tx.

or/1-2

(hormon$ adj3 (therap$ or substitut$ or replacement or exogenous)).tw,tx,kw.
(HRT or HT or MHT).tw,tx.

((oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone or progest$ or medroxyprogest$) adj3
(therap$ or substitut$ or replacement or exogenous)).tw, tx,kw.

or/4-6

CARDIOVASCULAR DISEASE?.kw.

(cardio$ or cardia$ or heart$ or coronary$ or angina$ or ventric$ or myocard$ or pericard$ or isch?em$ or emboli$ or
arrhythmi$ or thrombo$ or atrial fibrillat$ or tachycardi$ or endocardi$).tw,tx.
(sick adj sinus).tw,tx.

(stroke or stokes).tw,tx,kw.

(cerebrovasc$ or cerebral vascular or apoplexy).tw,tx,kw.

(brain adj2 accident$).tw,tx.

((brain$ or cerebral or lacunar) adj2 infarct$).tw,tx.

(hypertensi$ or peripheral arter$ disease$).tw,tx,kw.

((high or increased or elevated) adj2 blood pressure).tw,tx.

or/8-16

(prevalen$ or incidence? or risk$ or rate?).tw,tx,kw.

(prevent$ or prophyla$ or chemoprophyla$ or chemoprevent$).tw, tx,kw.
or/18-19

and/3,7,17,20

Database: Health Technology Assessment
#  Searches

©CoOoO~NOoOOhrhwWNPE

MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/
CLIMACTERIC/

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).tw.

"change of life".tw.

or/1-4

HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/

(hormon$ adj3 (therap$ or substitut$ or replacement or exogenous)).tw.

(HRT or HT or MHT).tw.

((oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone or progest$ or medroxyprogest$) adj3
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(therap$ or substitut$ or replacement or exogenous)).tw.

10 or/6-9

11  exp CARDIOVASCULAR DISEASES/

12 (cardio$ or cardia$ or heart$ or coronary$ or angina$ or ventric$ or myocard$ or pericard$ or isch?em$ or emboli$ or
arrhythmi$ or thrombo$ or atrial fibrillat$ or tachycardi$ or endocardi$).tw.

13  (sick adj sinus).tw.

14  exp STROKE/

15  (stroke or stokes).tw.

16  (cerebrovasc$ or cerebral vascular or apoplexy).tw.

17  (brain adj2 accident$).tw.

18 ((brain$ or cerebral or lacunar) adj2 infarct$).tw.

19 exp HYPERTENSION/

20  (hypertensi$ or peripheral arter$ disease$).tw.

21  ((high or increased or elevated) adj2 blood pressure).tw.

22  or/11-21

23 PREVALENCE/

24 INCIDENCE/

25 exp RISK/

26  (prevalen$ or incidence? or risk$ or rate?).ti.

27 CHEMOPREVENTION/

28  (prevent$ or prophyla$ or chemoprophyla$ or chemoprevent$).ti.

29 or/23-28

30 and/5,10,22,29

Database: Embase

CLINICAL TRIAL/ or “"CLINICAL TRIAL (TOPIC)"/

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

SINGLE BLIND PROCEDURE/

DOUBLE BLIND PROCEDURE/

RANDOM ALLOCATION/

CROSSOVER PROCEDURE/

PLACEBO/

placebo$.tw,sh.

random$.tw,sh.

10 RANDOMIZED CONTROLLED TRIAL/ or "RANDOMIZED CONTROLLED TRIAL (TOPIC)"/
11  ((single 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/

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

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

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

18 or/14-17

19  review.pt.

20 (medline or medlars or embase).ab.

21  (scisearch or science citation index).ab.

22 (psychlit 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.
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

29 COHORT ANALYSIS/

30 LONGITUDINAL STUDY/

31 FOLLOW UP/

32 PROSPECTIVE STUDY/

33  cohort$.tw.

34  0r/29-33

35 0r/13,18,28,34

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

O©oOoO~NOoO O~ wWNPRE

37 35not 36
38 "MENOPAUSE AND CLIMACTERIUM"/ or CLIMACTERIUM/ or EARLY MENOPAUSE/ or MENOPAUSE!/ or
POSTMENOPAUSE/

39 MENOPAUSAL SYNDROME/

40 (menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).ti,ab.
41  "change of life".ti,ab.

42  or/38-41

43 HORMONE SUBSTITUTION/ or ESTROGEN THERAPY/
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44
45
46
47

48
49
50

51
52
53
54
55
56
57
58
59
60
61
62
63
64
65
66
67
68
69
70
71

72
73
74
75
76
7
78
79
80
81
82
83
84
85
86
87
88
89
90
91
92
93
94
95
96
97

exp ESTROGEN/dt [Drug Therapy]

(hormon$ adj3 (therap$ or substitut$ or replacement or exogenous)).ti,ab.
(HRT or HT or MHT).ti,ab.

((oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone or progest$ or medroxyprogest$) adj3
(therap$ or substitut$ or replacement or exogenous)).ti,ab.

or/43-47

exp CARDIOVASCULAR DISEASE/

(cardio$ or cardia$ or heart$ or coronary$ or angina$ or ventric$ or myocard$ or pericard$ or isch?em$ or emboli$ or
arrhythmi$ or thrombo$ or atrial fibrillat$ or tachycardi$ or endocardi$).ti,ab.
(sick adj sinus).ti,ab.

exp CEREBROVASCULAR ACCIDENT/

(stroke or stokes).ti,ab.

(cerebrovasc$ or cerebral vascular or apoplexy).ti,ab.

(brain adj2 accident$).ti,ab.

((brain$ or cerebral or lacunar) adj2 infarct$).ti,ab.

exp HYPERTENSION/

(hypertensi$ or peripheral arter$ disease$).ti,ab.

((high or increased or elevated) adj2 blood pressure).ti,ab.

or/49-59

PREVALENCE/

INCIDENCE/

exp CARDIOVASCULAR RISK/

(prevalen$ or incidence? or risk$ or rate?).ti.

PROPHYLAXIS/

CHEMOPROPHYLAXIS/

(prevent$ or prophyla$ or chemoprophyla$ or chemoprevent$).ti.

or/61-67

and/42,48,60,68

*HORMONE SUBSTITUTION/ or *ESTROGEN THERAPY/

((hormon$ or oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone or progest$ or
medroxyprogest$) adj3 (therap$ or substitut$ or replacement or exogenous)).ti.
or/70-71

(ae or pc or si).fs. [Adverse Drug Reaction or Prevention or Side Effect]

exp *CARDIOVASCULAR DISEASE!/ or exp *CEREBROVASCULAR ACCIDENT/ or exp *HYPERTENSION/
42 or FEMALE/

and/72-75

or/69,76

limit 77 to english language

conference abstract.pt.

letter.pt. or LETTER/

note.pt.

editorial.pt.

CASE REPORT/ or CASE STUDY/

(letter or comment* or abstracts).ti.

or/79-84

RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.

85 not 86

ANIMAL/ not HUMAN/

NONHUMAN/

exp ANIMAL EXPERIMENT/

exp EXPERIMENTAL ANIMAL/

ANIMAL MODEL/

exp RODENT/

(rat or rats or mouse or mice).ti.

or/87-94

78 not 95

and/37,96

E.7.3 Development of type 2 diabetes

Database: Medline
|# | searches

~NOoO O WN R

randomized controlled trial.pt.

controlled clinical trial.pt.

DOUBLE BLIND METHOD/

SINGLE BLIND METHOD/

RANDOM ALLOCATION/

or/1-5

((single or double or triple or treble) adj5 (blind$ or mask$)).tw,sh.
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10
11
12
s
14
15
16
17
18
19
20
21
22
23
24
25

26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43

44
45
46
47
48
49
50
51
52
53
54
5
56
57

58
59
60
61
62
63
64
65
66
67
68
69
70
71
72
73
74

Searches

clinical trial.pt.

exp CLINICAL TRIAL/

exp CLINICAL TRIALS AS TOPIC/

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

PLACEBOS/

placebo$.tw,sh.

random$.tw,sh.

or/7-14

or/6-15

META ANALYSIS/

META ANALYSIS AS TOPIC/

meta analysis.pt.

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

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

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

or/17-22

review$.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.

(electronic database$ or bibliographic database$ or computeri?ed database$ or online database$).tw,sh.
(pooling or pooled or mantel haenszel).tw,sh.

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

or/25-29

and/24,30

exp CASE-CONTROL STUDIES/

(case$ adj2 control$).tw.

exp COHORT STUDIES/

cohort$.tw.

or/32-35

0r/16,23,31,36

MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/
CLIMACTERIC/

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).ti,ab.
"change of life".ti,ab.

PRIMARY OVARIAN INSUFFICIENCY/

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).ti,ab.

((earl$ or prematur$) adj3 menopaus$).ti,ab.

(POI or POF).ti,ab.

or/38-45

HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/
(hormon$ adj3 (therap$ or substitut$)).ti,ab.

(HRT or HT).ti,ab.

("menopausal hormone" adj2 therap$).ti,ab.

MHT.ti,ab.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ti.
(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ab. /freq=2
MPA ti,ab.

or/47-54

exp DIABETES MELLITUS, TYPE 2/

(diabet$ adj5 (“type two" or “type 2" or “type II" or T2 or TIl or matur$ or adult$ or slow or late or stable or ketosis
resistant or keto resist$ or keto?resist$ or non keto$ or non?keto$)).ti,ab.
(diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).ti,ab.

(NIDDM or T2D or TIID or DM2 or DMII).ti,ab.

METABOLIC SYNDROME X/

((metabolic or insulin or reaven) adj3 syndrome).ti,ab.

or/56-61

and/37,46,55,62

LETTER/

EDITORIAL/

NEWS/

exp HISTORICAL ARTICLE/

ANECDOTES AS TOPIC/

COMMENT/

CASE REPORT/

(letter or comment* or abstracts).ti.

or/64-71

RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.

72 not 73
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75
76
7
78
79
80
81
82
83

ANIMALS/ not HUMANS/

exp ANIMALS, LABORATORY/
exp ANIMAL EXPERIMENTATION/
exp MODELS, ANIMAL/

exp RODENTIA/

(rat or rats or mouse or mice).ti.
or/74-80

63 not 81

limit 82 to english language

Database: Medline In-Process
-—

w N

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).ti,ab.
"change of life".ti,ab.
((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).ti,ab.
((earl$ or prematur$) adj3 menopaus$).ti,ab.
(POI or POF).ti,ab.
or/1-5
(hormon$ adj3 (therap$ or substitut$)).ti,ab.
(HRT or HT).ti,ab.
("menopausal hormone" adj2 therap$).ti,ab.
MHT .ti,ab.
(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ti.
(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ab. /freq=2
MPA . ti,ab.
or/7-13
(diabet$ adj5 (“"type two" or "type 2" or "type II" or T2 or TIl or matur$ or adult$ or slow or late or stable or ketosis
resistant or keto resist$ or keto?resist$ or non keto$ or non?keto$)).ti,ab.
(diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).ti,ab.
(NIDDM or T2D or TIID or DM2 or DMII).ti,ab.
((metabolic or insulin or reaven) adj3 syndrome).ti,ab.
or/15-18
and/6,14,19

Database: Cochrane Central Register of Controlled Trials

o0 WN P

10
11
12
13
14
15
16
17
18
19
20

21
22
23
24
25
26

MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/
CLIMACTERIC/

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).ti,ab.

"change of life".ti,ab.

PRIMARY OVARIAN INSUFFICIENCY/

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).ti,ab.

((earl$ or prematur$) adj3 menopaus$).ti,ab.

(POI or POF).ti,ab.

or/1-8

HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/
(hormon$ adj3 (therap$ or substitut$)).ti,ab.

(HRT or HT).ti,ab.

("menopausal hormone" adj2 therap$).ti,ab.

MHT .ti,ab.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ti.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ab. /freq=2

MPA ti,ab.

or/10-17

exp DIABETES MELLITUS, TYPE 2/

(diabet$ adj5 ("type two" or "type 2" or "type II" or T2 or Tll or matur$ or adult$ or slow or late or stable or ketosis
resistant or keto resist$ or keto?resist$ or non keto$ or non?keto$)).ti,ab.

(diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).ti,ab.

(NIDDM or T2D or TIID or DM2 or DMII).ti,ab.

METABOLIC SYNDROME X/

((metabolic or insulin or reaven) adj3 syndrome).ti,ab.

or/19-24

and/9,18,25
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Database: Cochrane Database of Systematic Reviews, Database of Abstracts of

Reviews of Effects
#  Searches

o0 WN P

7

8

9

10
11
12
13
14
15
16
17
18
19

20
21
22
23
24
25

(MENOPAUSE or MENOPAUSE, PREMATURE or PERIMENOPAUSE or POSTMENOPAUSE).kw.
CLIMACTERIC.kw.

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).tw,tx.

"change of life".tw,tx.

PRIMARY OVARIAN INSUFFICIENCY .kw.

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).tw,tx.

((earl$ or prematur$) adj3 menopaus$).tw,tx.

(POI or POF).tw,tx.

or/1-8

(HORMONE REPLACEMENT THERAPY or ESTROGEN REPLACEMENT THERAPY).kw.
(hormon$ adj3 (therap$ or substitut$)).tw,tx.

(HRT or HT).tw,tx.

("menopausal hormone" adj2 therap$).tw,tx.

MHT.tw,tx.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).tw,tx.

MPA.tw,tx.

or/10-16

DIABETES MELLITUS, TYPE 2.kw.

(diabet$ adj5 (“type two" or “type 2" or “type II" or T2 or TIl or matur$ or adult$ or slow or late or stable or ketosis
resistant or keto resist$ or keto?resist$ or non keto$ or non?keto$)).tw,tx.

(diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).tw,tx.

(NIDDM or T2D or TIID or DM2 or DMII).tw,tx.

METABOLIC SYNDROME X.kw.

((metabolic or insulin or reaven) adj3 syndrome).tw,tx.

or/18-23

and/9,17,24

Database: Health Technology Assessment
#  Seaches

1
2
3
4
5
6

7

8

9

10
11
12
13
14
15
16
17
18
19

20
21
22
23
24
25

MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/
CLIMACTERIC/

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).tw.

"change of life".tw.

PRIMARY OVARIAN INSUFFICIENCY/

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).tw.

((earl$ or prematur$) adj3 menopaus$).tw.

(POI or POF).tw.

or/1-8

HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/
(hormon$ adj3 (therap$ or substitut$)).tw.

(HRT or HT).tw.

("menopausal hormone" adj2 therap$).tw.

MHT.tw.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).tw.

MPA.tw.

or/10-16

exp DIABETES MELLITUS, TYPE 2/

(diabet$ adj5 ("type two" or "type 2" or "type II" or T2 or TIl or matur$ or adult$ or slow or late or stable or ketosis
resistant or keto resist$ or keto?resist$ or non keto$ or non?keto$)).tw.

(diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).tw.

(NIDDM or T2D or TIID or DM2 or DMII).tw.

METABOLIC SYNDROME X/

((metabolic or insulin or reaven) adj3 syndrome).tw.

or/18-23

and/9,17,24

Database: Embase

o0 WN PP

CLINICAL TRIAL/ or "CLINICAL TRIAL (TOPIC)"/
(clinic$ adj5 trial$).tw,sh.

SINGLE BLIND PROCEDURE/

DOUBLE BLIND PROCEDURE/

RANDOM ALLOCATION/

CROSSOVER PROCEDURE/
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Searches

PLACEBO/

placebo$.tw,sh.

random$.tw,sh.

RANDOMIZED CONTROLLED TRIAL/ or "RANDOMIZED CONTROLLED TRIAL (TOPIC)"/
((single or double or triple or treble) adj (blind$ or mask$)).tw,sh.
randomi?ed control$ trial$.tw.

or/1-12

META ANALYSIS/

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

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

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

or/14-17

review.pt.

(medline or medlars or embase).ab.

(scisearch or science citation index).ab.

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

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

(electronic database$ or bibliographic database$ or computeri?ed database$ or online database$).tw.
(pooling or pooled or mantel haenszel).tw.

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

or/20-26

and/19,27

exp CASE CONTROL STUDY/

RETROSPECTIVE STUDY/

(case$ adj2 control$).tw.

COHORT ANALYSIS/

LONGITUDINAL STUDY/

FOLLOW UP/

PROSPECTIVE STUDY/

cohort$.tw.

or/29-36

or/13,18,28,37

(book or conference paper or editorial or letter or note or proceeding or short survey).pt.
38 not 39

"MENOPAUSE AND CLIMACTERIUM"/ or CLIMACTERIUM/ or EARLY MENOPAUSE/ or MENOPAUSE/ or
POSTMENOPAUSE/

PREMENOPAUSE/

PREMATURE OVARIAN FAILURE/

(menopaus$ or perimenopaus$ or peri menopaus$ or postmenopaus$ or post menopaus$ or POF or POI).ti,ab.
((premature or primary) adj3 ovar$ adj3 (insuffici$ or failure?)).ti,ab.
climacteric.ti,ab.

(change adj1 life).ti,ab.

or/41-47

exp HORMONE SUBSTITUTION/ or ESTROGEN THERAPY/

(HRT or HT).ti,ab.

(hormon$ adj3 (therap$ or substitut$)).ti,ab.

MHT ti,ab.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ti.
(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ab. /freq=2
MPA.ti,ab.

or/49-55

NON INSULIN DEPENDENT DIABETES MELLITUS/

(diabet$ adj5 ("type two" or "type 2" or “type II" or T2 or TIl or matur$ or adult$ or slow or late or stable or ketosis
resistant or keto resist$ or keto?resist$ or non keto$ or non?keto$)).ti,ab.
(diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).ti,ab.

(NIDDM or T2D or TIID or DM2 or DMII).ti,ab.

METABOLIC SYNDROME X/

((metabolic or insulin or reaven) adj3 syndrome).ti,ab.

or/57-62

and/40,48,56,63

conference abstract.pt.

letter.pt. or LETTER/

note.pt.

editorial.pt.

CASE REPORT/ or CASE STUDY/

(letter or comment* or abstracts).ti.

or/65-70

RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.

71 not 72

ANIMAL/ not HUMAN/
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75 NONHUMAN/

76  exp ANIMAL EXPERIMENT/
77  exp EXPERIMENTAL ANIMAL/
78 ANIMAL MODEL/

79 exp RODENT/

80 (rat or rats or mouse or mice).ti.

81 or/73-80

82 64 not8l

83 limit 82 to english language
84  female/

85 and/83-84
E.7.4 Management of type 2 diabetes — control of blood sugar

Database: Medline

#  searches

randomized controlled trial.pt.

controlled clinical trial.pt.

DOUBLE BLIND METHOD/

SINGLE BLIND METHOD/

RANDOM ALLOCATION/

or/1-5

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

clinical trial.pt.

9 exp CLINICAL TRIAL/

10 exp CLINICAL TRIALS AS TOPIC/

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

12 PLACEBOS/

13  placebo$.tw,sh.

14  random$.tw,sh.

15 or/7-14

16  or/6-15

17 META ANALYSIS/

18 META ANALYSIS AS TOPIC/

19 meta analysis.pt.

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

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

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

23  or/17-22

24 reviews$.pt.

25 (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.

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

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

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

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

30 or/25-29

31 and/24,30

32 exp CASE-CONTROL STUDIES/

33 (case$ adj2 control$).tw.

34 exp COHORT STUDIES/

35 cohort$.tw.

36 0r/32-35

37 0r/16,23,31,36

38 MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/

39 CLIMACTERIC/

40 (menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).ti,ab.

41  "change of life".ti,ab.

42  PRIMARY OVARIAN INSUFFICIENCY/

43  ((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).ti,ab.

44 ((earl$ or prematur$) adj3 menopaus$).ti,ab.

45 (POl or POF).ti,ab.

46  0r/38-45

47 HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/

48  (hormon$ adj3 (therap$ or substitut$)).ti,ab.

49  (HRT or HT).ti,ab.

50 ("menopausal hormone" adj2 therap$).ti,ab.

51 MHT.ti,ab.

O~NO O~ WN P
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52
53
54
55
56
57
58
59
60
61
62
63
64
65
66
67
68
69
70
71
72
73
74
75
76
7
78
79
80
81
82
83
84
85
86
87
88
89
90
91

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ti,ab.
MPA . ti,ab.

or/47-53

BLOOD GLUCOSE/

(blood adj3 (glucose or sugar?)).ti,ab.
BLOOD GLUCOSE SELF-MONITORING/
BGSM.ti,ab.

(home glucose adj (test$ or monitor$)).ti,ab.
(self adj (test$ or monitor$)).ti,ab.
GLUCOSE TOLERANCE TEST/

(glucose adj (toleran$ or test$ or load$)).ti,ab.
OGTT.ti,ab.

(fasting adj plasma adj glucose).ti,ab.
FPG.ti,ab.

HEMOGLOBIN A, GLYCOSYLATED/
HbA1c.ti,ab.

(h?emoglobin? adj3 glycosylat$).ti,ab.
(glycated adj3 h?emoglobin?).ti,ab.
or/55-69

and/37,46,54,70

LETTER/

EDITORIAL/

NEWS/

exp HISTORICAL ARTICLE/

ANECDOTES AS TOPIC/

COMMENT/

CASE REPORT/

(letter or comment* or abstracts).ti.
or/72-79

RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.
80 not 81

ANIMALS/ not HUMANS/

exp ANIMALS, LABORATORY/

exp ANIMAL EXPERIMENTATION/

exp MODELS, ANIMAL/

exp RODENTIA/

(rat or rats or mouse or mice).ti.

or/82-88

71 not 89

limit 90 to english language

Database: Medline In-Process
-—

w N

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).ti,ab.
"change of life".ti,ab.

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).ti,ab.

((earl$ or prematur$) adj3 menopaus$).ti,ab.

(POI or POF).ti,ab.

or/1-5

(hormon$ adj3 (therap$ or substitut$)).ti,ab.

(HRT or HT).ti,ab.

("menopausal hormone" adj2 therap$).ti,ab.

MHT .ti,ab.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ti,ab.
MPA.ti,ab.

or/7-12

(blood ad;j3 (glucose or sugar?)).ti,ab.

BGSM.ti,ab.

(home glucose adj (test$ or monitor$)).ti,ab.

(self adj (test$ or monitor$)).ti,ab.

(glucose adj (toleran$ or test$ or load$)).ti,ab.

OGTT.ti,ab.

(fasting adj plasma adj glucose).ti,ab.

FPG.ti,ab.

HbAlc.ti,ab.

(h?emoglobin? adj3 glycosylat$).ti,ab.

(glycated adj3 h?emoglobin?).ti,ab.

or/14-24
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26  and/6,13,25

Database: Cochrane Central Register of Controlled Trials

#

MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/
CLIMACTERIC/

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).ti,ab.

"change of life".ti,ab.

PRIMARY OVARIAN INSUFFICIENCY/

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).ti,ab.

7 ((earl$ or prematur$) adj3 menopaus$).ti,ab.

8 (POI or POF).ti,ab.

9 or/1-8

10 HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/

11 (hormon$ adj3 (therap$ or substitut$)).ti,ab.

12  (HRT or HT).ti,ab.

13  ("menopausal hormone" adj2 therap$).ti,ab.

o0 WN PP

14  MHT.ti,ab.

15 (oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ti,ab.
16  MPA.ti,ab.

17  or/10-16

18 BLOOD GLUCOSE/

19 (blood adj3 (glucose or sugar?)).ti,ab.

20 BLOOD GLUCOSE SELF-MONITORING/
21 BGSM.ti,ab.

22  (home glucose adj (test$ or monitor$)).ti,ab.
23 (self adj (test$ or monitor$)).ti,ab.

24  GLUCOSE TOLERANCE TEST/

25  (glucose adj (toleran$ or test$ or load$)).ti,ab.
26 OGTT.ti,ab.

27 (fasting adj plasma adj glucose).ti,ab.

28 FPG.ti,ab.

29 HEMOGLOBIN A, GLYCOSYLATED/

30 HbAlc.ti,ab.

31 (h?emoglobin? adj3 glycosylat$).ti,ab.

32  (glycated adj3 h?emoglobin?).ti,ab.

33 0r/18-32

34 and/9,17,33

Database: Cochrane Database of Systematic Reviews, Database of Abstracts of

Reviews of Effects

#  Searches
(MENOPAUSE or MENOPAUSE, PREMATURE or PERIMENOPAUSE or POSTMENOPAUSE).kw.
CLIMACTERIC.kw.

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).tw,tx.

"change of life".tw,tx.

PRIMARY OVARIAN INSUFFICIENCY .kw.

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).tw,tx.

7 ((earl$ or prematur$) adj3 menopaus$).tw,tx.

8 (POI or POF).tw,tx.

9 or/1-8

10 (HORMONE REPLACEMENT THERAPY or ESTROGEN REPLACEMENT THERAPY).kw.

11 (hormon$ adj3 (therap$ or substitut$)).tw,tx.

12 (HRT or HT).tw.

13  ("menopausal hormone" adj2 therap$).tw,tx.

OO WN P

14  MHT.tw.
15 (oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).tw,tx.
16  MPA.tw.
17  or/10-16

18 BLOOD GLUCOSE .kw.

19 (blood adj3 (glucose or sugar?)).tw,tx.

20 BLOOD GLUCOSE SELF-MONITORING.kw.
21 BGSM.tw,tx.

22 (home glucose adj (test$ or monitor$)).tw,tx.
23 (self adj (test$ or monitor$)).tw,tx.

24  GLUCOSE TOLERANCE TEST.kw.
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25
26
27
28
29
30
31
32
33
34

(glucose adj (toleran$ or test$ or load$)).tw, tx.
OGTT.tw.

(fasting adj plasma adj glucose).tw,tx.
FPG.tw.

HEMOGLOBIN A, GLYCOSYLATED.kw.
HbA1c.tw,tx.

(h?emoglobin? adj3 glycosylat$).tw,tx.
(glycated adj3 h?emoglobin?).tw,tx.

or/18-32

and/9,17,33

Database: Health Technology Assessment
#  Searches

o 0h WN P

7

8

9

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34

MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/
CLIMACTERIC/

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).tw.
"change of life".tw.

PRIMARY OVARIAN INSUFFICIENCY/

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).tw.

((earl$ or prematur$) adj3 menopaus$).tw.

(POI or POF).tw.

or/1-8

HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/
(hormon$ adj3 (therap$ or substitut$)).tw.

(HRT or HT).tw.

("menopausal hormone" adj2 therap$).tw.

MHT.tw.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).tw.
MPA.tw.

or/10-16

BLOOD GLUCOSE/

(blood adj3 (glucose or sugar?)).tw.

BLOOD GLUCOSE SELF-MONITORING/

BGSM.ti,ab.

(home glucose adj (test$ or monitor$)).tw.

(self adj (test$ or monitor$)).tw.

GLUCOSE TOLERANCE TEST/

(glucose adj (toleran$ or test$ or load$)).tw.

OGTT.tw.

(fasting adj plasma adj glucose).tw.

FPG.tw.

HEMOGLOBIN A, GLYCOSYLATED/

HbAlc.tw.

(h?emoglobin? adj3 glycosylat$).tw.

(glycated adj3 h?emoglobin?).tw.

or/18-32

and/9,17,33

Database: Embase
#  Searches

O~NO UL WN PR

CLINICAL TRIAL/ or "CLINICAL TRIAL (TOPIC)"/

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

SINGLE BLIND PROCEDURE/

DOUBLE BLIND PROCEDURE/

RANDOM ALLOCATION/

CROSSOVER PROCEDURE/

PLACEBO/

placebo$.tw,sh.

random$.tw,sh.

RANDOMIZED CONTROLLED TRIAL/ or "RANDOMIZED CONTROLLED TRIAL (TOPIC)"/
((single or double or triple or treble) adj (blind$ or mask$)).tw,sh.
randomi?ed control$ trial$.tw.

or/1-12

META ANALYSIS/

((meta adj analy$) or metaanalys$ or meta-analy$).tw,sh.
(systematic$ adj5 (review$ or overviews)).tw,sh.
(methodologic$ adj5 (review$ or overview$)).tw,sh.

or/14-17
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19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41

42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60
61
62
63
64
65
66
67
68
69
70
71
72
73
74
75
76
77
78
79
80
81
82
83
84
85
86
87

Searches

review.pt.

(medline or medlars or embase).ab.

(scisearch or science citation index).ab.

(psychlit or psyclit or psychinfo or psycinfo or cinahl or cochrane).ab.
((hand or manual$) adj2 search$).tw.

(electronic database$ or bibliographic database$ or computeri?ed database$ or online database$).tw.
(pooling or pooled or mantel haenszel).tw.

(peto or dersimonian or "der simonian" or fixed effect).tw.
or/20-26

and/19,27

exp CASE CONTROL STUDY/

RETROSPECTIVE STUDY/

(case$ adj2 control$).tw.

COHORT ANALYSIS/

LONGITUDINAL STUDY/

FOLLOW UP/

PROSPECTIVE STUDY/

cohort$.tw.

or/29-36

or/13,18,28,37

(book or conference paper or editorial or letter or note or proceeding or short survey).pt.
38 not 39

"MENOPAUSE AND CLIMACTERIUM"/ or CLIMACTERIUM/ or EARLY MENOPAUSE/ or MENOPAUSE!/ or
POSTMENOPAUSE/

PREMENOPAUSE/

PREMATURE OVARIAN FAILURE/

(menopaus$ or perimenopaus$ or peri menopaus$ or postmenopaus$ or post menopaus$ or POF or POI).ti,ab.
((premature or primary) adj3 ovar$ adj3 (insuffici$ or failure?)).ti,ab.
climacteric.ti,ab.

(change adj1 life).ti,ab.

or/41-47

exp HORMONE SUBSTITUTION/ or ESTROGEN THERAPY/
(HRT or HT).ti,ab.

(hormon$ adj3 (therap$ or substitut$)).ti,ab.

MHT .ti,ab.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ti,ab.
MPA . ti,ab.

or/49-54

GLUCOSE BLOOD LEVEL/

(blood adj3 (glucose or sugar?)).ti,ab.

BLOOD GLUCOSE MONITORING/

BGSM.ti,ab.

(home glucose adj (test$ or monitor$)).ti,ab.

(self adj (test$ or monitor$)).ti,ab.

GLUCOSE TOLERANCE TEST/

(glucose adj (toleran$ or test$ or load$)).ti,ab.

ORAL GLUCOSE TOLERANCE TEST/

OGTT.ti,ab.

(fasting adj plasma adj glucose).ti,ab.

FPG.ti,ab.

HEMOGLOBIN Alc/

HbAlc.ti,ab.

(h?emoglobin adj3 glycosylat$).ti,ab.

(glycated adj3 h?emoglobin?).ti,ab.

or/56-71

and/40,48,55,72

conference abstract.pt.

letter.pt. or LETTER/

note.pt.

editorial.pt.

CASE REPORT/ or CASE STUDY/

(letter or comment* or abstracts).ti.

or/74-79

RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.

80 not 81

ANIMAL/ not HUMAN/

NONHUMAN/

exp ANIMAL EXPERIMENT/

exp EXPERIMENTAL ANIMAL/

ANIMAL MODEL/
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88 exp RODENT/
89 (rat or rats or mouse or mice).ti.

90 o0r/82-89
91 73 not90
92 FEMALE/

93 and/91-92
94  limit 93 to english language

E.7.5 Breast cancer

Database: Medline

“# Searches

randomized controlled trial.pt.

controlled clinical trial.pt.

DOUBLE BLIND METHOD/

SINGLE BLIND METHOD/

RANDOM ALLOCATION/

or/1-5

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

clinical trial.pt.

9 exp CLINICAL TRIAL/

10 exp CLINICAL TRIALS AS TOPIC/

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

12 PLACEBOS/

13 placebo$.tw,sh.

14  random$.tw,sh.

15 or/7-14

16  or/6-15

17 META ANALYSIS/

18 META ANALYSIS AS TOPIC/

19 meta analysis.pt.

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

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

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

23 or/17-22

24 reviews$.pt.

25 (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.

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

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

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

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

30 or/25-29

31 and/24,30

32 exp CASE-CONTROL STUDIES/

33 (case$ adj2 control$).tw.

34 exp COHORT STUDIES/

35  cohort$.tw.

36 0r/32-35

37 0r/16,23,31,36

38 MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/

39 CLIMACTERIC/

40 (menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).ti,ab.

41  "change of life".ti,ab.

42  PRIMARY OVARIAN INSUFFICIENCY/

43 ((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).ti,ab.

44 ((earl$ or prematur$) adj3 menopaus$).ti,ab.

45 (POl or POF).ti,ab.

46  or/38-45

47 HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/

48  (hormon$ adj3 (therap$ or substitut$)).ti,ab.

49  (HRT or HT).ti,ab.

50 ("menopausal hormone" adj2 therap$).ti,ab.

51  MHT.ti,ab.

52  (oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ti.

53  (oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ab. /freq=2

54  MPA.ti,ab.

55 or/47-54

O~NO O WN P
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56

57
58
59
60
61
62
63
64
65
66
67
68

69
70

71
72
73
74
75
76
7
78
79
80
81
82
83
84
85
86
87
88
89
90
91
92
93
94
95
96
97

BREAST NEOPLASMS/ or CARCINOMA, DUCTAL, BREAST/ or "HEREDITARY BREAST AND OVARIAN CANCER
SYNDROME"/ or INFLAMMATORY BREAST NEOPLASMS/ or TRIPLE NEGATIVE BREAST NEOPLASMS/
(breast adj5 (cancer? or carcinoma? or tumo?r?)).ti,ab.

or/56-57

PREVALENCE/

INCIDENCE/

exp RISK/

(prevalen$ or incidence? or risk$ or rate?).ti.

CHEMOPREVENTION/

(prevent$ or prophyla$ or chemoprophyla$ or chemoprevent$).ti.

or/59-64

and/46,55,58,65

*HORMONE REPLACEMENT THERAPY/ or *ESTROGEN REPLACEMENT THERAPY/

((hormon$ or oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone or progest$ or
medroxyprogest$) adj3 (therap$ or substitut$ or replacement or exogenous)).ti.

or/67-68

*BREAST NEOPLASMS/ or *CARCINOMA, DUCTAL, BREAST/ or *'HEREDITARY BREAST AND OVARIAN
CANCER SYNDROME"/ or *INFLAMMATORY BREAST NEOPLASMS/ or *TRIPLE NEGATIVE BREAST
NEOPLASMS/

(ae or pc).fs.

and/69-71

and/46,72

or/66,73

FEMALE/

and/74-75

and/37,76

LETTER/

EDITORIAL/

NEWS/

exp HISTORICAL ARTICLE/

ANECDOTES AS TOPIC/

COMMENT/

CASE REPORT/

(letter or comment* or abstracts).ti.

or/78-85

RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.

86 not 87

ANIMALS/ not HUMANS/

exp ANIMALS, LABORATORY/

exp ANIMAL EXPERIMENTATION/

exp MODELS, ANIMAL/

exp RODENTIA/

(rat or rats or mouse or mice).ti.

or/88-94

77 not 95

limit 96 to english language

Database: Medline-in-process
-—

2

w

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).ti,ab.
"change of life".ti,ab.

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).ti,ab.

((earl$ or prematur$) adj3 menopaus$).ti,ab.

(POI or POF).ti,ab.

or/1-5

(hormon$ adj3 (therap$ or substitut$)).ti,ab.

(HRT or HT).ti,ab.

("menopausal hormone" adj2 therap$).ti,ab.

MHT.ti,ab.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ti.
(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ab. /freq=2
MPA ti,ab.

or/7-13

(breast adj5 (cancer? or carcinoma? or tumo?r?)).ti,ab.

and/6,14-15

(prevalen$ or incidence? or risk$ or rate?).ti.

(prevent$ or prophyla$ or chemoprophyla$ or chemoprevent$).ti.

or/17-18

and/16,19
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Database: Cochrane Central Register of Controlled Trials

#

OO WN P

7

8

9

10
11
12
13
14
15
16
17
18
19

20
21
22
23
24
25
26
27
28
29
30
31

32
33

34
35
36
37

Searches

MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/
CLIMACTERIC/

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).ti,ab.

"change of life".ti,ab.

PRIMARY OVARIAN INSUFFICIENCY/

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).ti,ab.

((earl$ or prematur$) adj3 menopaus$).ti,ab.

(POI or POF).ti,ab.

or/1-8

HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/

(hormon$ adj3 (therap$ or substitut$)).ti,ab.

(HRT or HT).ti,ab.

("menopausal hormone" adj2 therap$).ti,ab.

MHT. ti,ab.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ti.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ab. /freq=2

MPA ti,ab.

or/10-17

BREAST NEOPLASMS/ or CARCINOMA, DUCTAL, BREAST/ or "HEREDITARY BREAST AND OVARIAN CANCER
SYNDROME"/ or INFLAMMATORY BREAST NEOPLASMS/ or TRIPLE NEGATIVE BREAST NEOPLASMS/
(breast adj5 (cancer? or carcinoma? or tumo?r?)).ti,ab.

or/19-20

PREVALENCE/

INCIDENCE/

exp RISK/

(prevalen$ or incidence? or risk$ or rate?).ti.

CHEMOPREVENTION/

(prevent$ or prophyla$ or chemoprophyla$ or chemoprevent$).ti.

or/22-27

and/9,18,21,28

*HORMONE REPLACEMENT THERAPY/ or *ESTROGEN REPLACEMENT THERAPY/

((hormon$ or oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone or progest$ or
medroxyprogest$) adj3 (therap$ or substitut$ or replacement or exogenous)).ti.

or/30-31

BREAST NEOPLASMS/ or CARCINOMA, DUCTAL, BREAST/ or "HEREDITARY BREAST AND OVARIAN CANCER
SYNDROME"/ or INFLAMMATORY BREAST NEOPLASMS/ or TRIPLE NEGATIVE BREAST NEOPLASMS/
(ae or pc).fs.

9 and FEMALE/

and/32-35

or/29,36

Database: Cochrane Database of Systematic Reviews and Database of Abstracts of
Reviews of Effects

#

o0 WN P

10
11
12
13
14
15
16
17
18

19
20
21

Searches

(MENOPAUSE or MENOPAUSE, PREMATURE or PERIMENOPAUSE or POSTMENOPAUSE).kw.
CLIMACTERIC.kw.

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).tw,tx.

"change of life".tw,tx.

PRIMARY OVARIAN INSUFFICIENCY .kw.

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).tw,tx.

((earl$ or prematur$) adj3 menopaus$).tw.

(POI or POF).tw,tx.

or/1-8

(HORMONE REPLACEMENT THERAPY or ESTROGEN REPLACEMENT THERAPY).kw.

(hormon$ adj3 (therap$ or substitut$)).tw,tx.

(HRT or HT).tw,tx.

("menopausal hormone" adj2 therap$).tw,tx.

MHT .tw,tx.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).tw,tx.

MPA.tw,tx.

or/10-16

(BREAST NEOPLASMS or CARCINOMA, DUCTAL, BREAST or "HEREDITARY BREAST AND OVARIAN CANCER
SYNDROME" or INFLAMMATORY BREAST NEOPLASMS or TRIPLE NEGATIVE BREAST NEOPLASMS).kw.
(breast adj5 (cancer? or carcinoma? or tumo?r?)).tw,tx.

or/18-19

and/9,17,20
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22
23
24
25

(prevalen$ or incidence? or risk$ or rate?).tw,tx,kw.

(prevent$ or prophyla$ or chemoprophyla$ or chemoprevent$).tw,tx,kw.
or/22-23

and/21,24

Database: Health Technology Assessment
#  searches

1
2
3
4
5
6

7

8

9

10
11
12
13
14
15
16
17
18

19
20
21

MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/
CLIMACTERIC/

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).tw.

"change of life".tw.

PRIMARY OVARIAN INSUFFICIENCY/

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).tw.

((earl$ or prematur$) adj3 menopaus$).tw.

(POI or POF).tw.

or/1-8

HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/

(hormon$ adj3 (therap$ or substitut$)).tw.

(HRT or HT).tw.

("menopausal hormone" adj2 therap$).tw.

MHT.tw.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).tw.

MPA.tw.

or/10-16

BREAST NEOPLASMS/ or CARCINOMA, DUCTAL, BREAST/ or "HEREDITARY BREAST AND OVARIAN CANCER
SYNDROME"/ or INFLAMMATORY BREAST NEOPLASMS/ or TRIPLE NEGATIVE BREAST NEOPLASMS/
(breast adj5 (cancer? or carcinoma? or tumo?r?)).tw.

or/18-19

and/9,17,20

Database: Embase
“#  Searches

©CoO~NOO P~ WNPRE

CLINICAL TRIAL/ or "CLINICAL TRIAL (TOPIC)"/

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

SINGLE BLIND PROCEDURE/

DOUBLE BLIND PROCEDURE/

RANDOM ALLOCATION/

CROSSOVER PROCEDURE/

PLACEBO/

placebo$.tw,sh.

random$.tw,sh.

RANDOMIZED CONTROLLED TRIAL/ or "RANDOMIZED CONTROLLED TRIAL (TOPIC)"/
((single or double or triple or treble) adj (blind$ or mask$)).tw,sh.
randomi?ed control$ trial$.tw.

or/1-12

META ANALYSIS/

((meta adj analy$) or metaanalys$ or meta-analy$).tw,sh.
(systematic$ adj5 (review$ or overviews)).tw,sh.

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

or/14-17

review.pt.

(medline or medlars or embase).ab.

(scisearch or science citation index).ab.

(psychlit or psyclit or psychinfo or psycinfo or cinahl or cochrane).ab.
((hand or manual$) adj2 search$).tw.

(electronic database$ or bibliographic database$ or computeri?ed database$ or online database$).tw.
(pooling or pooled or mantel haenszel).tw.

(peto or dersimonian or "der simonian” or fixed effect).tw.
or/20-26

and/19,27

exp CASE CONTROL STUDY/

RETROSPECTIVE STUDY/

(case$ adj2 control$).tw.

COHORT ANALYSIS/

LONGITUDINAL STUDY/

FOLLOW UP/

PROSPECTIVE STUDY/

cohort$.tw.
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37
38
39
40
41

42
43
44

45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60
61
62
63
64
65
66
67
68
69
70

71
72
73
74
75
76
7
78
79
80
81
82
83
84
85
86
87
88
89
90
91
92
93
94
95
96
97

or/29-36

or/13,18,28,37

(book or conference paper or editorial or letter or note or proceeding or short survey).pt.
38 not 39

"MENOPAUSE AND CLIMACTERIUM"/ or CLIMACTERIUM/ or EARLY MENOPAUSE/ or MENOPAUSE/ or
POSTMENOPAUSE/

PREMENOPAUSE/

PREMATURE OVARIAN FAILURE/

(menopaus$ or perimenopaus$ or peri menopaus$ or postmenopaus$ or post menopaus$ or POF or POI or
climacteric).ti,ab.

((premature or primary) adj3 ovar$ adj3 (insuffici$ or failure?)).ti,ab.

(change adj1 life).ti,ab.

or/41-46

exp HORMONE SUBSTITUTION/ or ESTROGEN THERAPY/

(HRT or HT).ti,ab.

(hormon$ adj3 (therap$ or substitut$)).ti,ab.

MHT.ti,ab.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ti.
(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ab. /freq=2
MPA ti,ab.

or/48-54

exp BREAST CANCER/ or BREAST TUMOR/

(breast adj5 (cancer? or carcinoma? or tumo#r?)).ti,ab.

or/56-57

INCIDENCE/

CANCER RISK/

RISK FACTOR/

PREVALENCE/

(inciden$ or risk$ or prevalen$).ti.

PROPHYLAXIS/

CHEMOPROPHYLAXIS/

(prevent$ or prophyla$ or chemoprophyla$ or chemoprevent$).ti.

or/59-66

and/47,55,58,67

*HORMONE SUBSTITUTION/ or *(ESTROGEN THERAPY/

((hormon$ or oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone or progest$ or
medroxyprogest$) adj3 (therap$ or substitut$ or replacement or exogenous)).ti.
or/69-70

(ae or pc or si).fs. [Adverse Drug Reaction or Prevention or Side Effect]

exp *BREAST CANCER/ or *BREAST TUMOR/

and/71-73

and/47,74

or/68,75

and/40,76

FEMALE/

and/77-78

conference abstract.pt.

letter.pt. or LETTER/

note.pt.

editorial.pt.

CASE REPORT/ or CASE STUDY/

(letter or comment* or abstracts).ti.

or/80-85

RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.

86 not 87

ANIMAL/ not HUMAN/

NONHUMAN/

exp ANIMAL EXPERIMENT/

exp EXPERIMENTAL ANIMAL/

ANIMAL MODEL/

exp RODENT/

(rat or rats or mouse or mice).ti.

or/88-95

79 not 96

E.7.6 Osteoporosis

Database: Medline
'# | searches
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~No oA WN PR

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40

41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60
61
62
63
64
65
66
67
68

Searches

MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/
CLIMACTERIC/

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).ti,ab.
(post menopaus$ or peri menopaus$).ti,ab.

"change of life".ti,ab.

PRIMARY OVARIAN INSUFFICIENCY/

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or
incompet$ or syndrom$)).ti,ab.

(POl or POF).ti,ab.

((early or earlier) adj3 menopaus$).ti,ab.

or/1-9

HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/
(hormon$ adj3 (therap$ or substitut$)).ti,ab.

(HRT or HT).ti,ab.

("menopausal hormone" adj2 therap$).ti,ab.

MHT .ti,ab.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ti.
(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ab. /freq=2
MPA .ti,ab.

or/11-18

OSTEOPOROSIS/

FEMALE/ and HUMANS/

and/20-21

*FRACTURES, BONE/ or OSTEOPOROTIC FRACTURES/ or SPINAL FRACTURES/ or RADIUS FRACTURES/
(bone? adj5 (fractur$ or turnover or density or break$)).ti.

(bone? adj5 (fractur$ or turnover or density or break$)).ab.

fracture?.ti.

(fracture? adj3 (vertebra? or wrist or radial or radius or femur? or hip? or lumbar)).ab.
fracture?.ab. /freq=2

exp BONE REMODELING/

BONE DENSITY/

or/23-30

or/22,31

PREVALENCE!/ or INCIDENCE/

exp RISK/

CHEMOPREVENTION/

(prevalen$ or incidence? or risk$ or rate?).ti.

(prevent$ or prophyla$ or chemoprophyla$ or chemoprevent$).ti.

or/33-37

and/10,19,32,38

((osteoporo$ or osteopen$) adj3 (rate? or event? or inciden$ or prevalen$ or frequen$ or risk? or prevent$ or
prophyla$ or chemoprophyla$ or chemoprevent$)).ti.

and/10,19,40

or/39,41

OSTEOPOROSIS, POSTMENOPAUSAL/

(co or ep or pc).fs.

and/43-44

and/10,19,45

or/42,46

LETTER/

EDITORIAL/

NEWS/

exp HISTORICAL ARTICLE/

ANECDOTES AS TOPIC/

COMMENT/

CASE REPORT/

(letter or comment* or abstracts).ti.

or/48-55

RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.

56 not 57

ANIMALS/ not HUMANS/

exp ANIMALS, LABORATORY/

exp ANIMAL EXPERIMENTATION/

exp MODELS, ANIMAL/

exp RODENTIA/

(rat or rats or mouse or mice).ti.

or/58-64

47 not 65

limit 66 to english language

2014%.ed,yr.
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69
70
71
72
73
74
75
76

7
78
79
80
81
82
83
84
85
86
87
88
89
90
91
92
93
94
95
96
97
98
99
100
101
102
103
104
105
106
107
108
109

110
111
112
113
114
115
116
117
118
119
120
121
122
123
124
125
126
127
128
129
130
131
132
133
134
135
136

Searches

and/67-68

MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/
CLIMACTERIC/

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).ti,ab.
(post menopaus$ or peri menopaus$).ti,ab.

"change of life".ti,ab.

PRIMARY OVARIAN INSUFFICIENCY/

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or
incompet$ or syndrom$)).ti,ab.

(POI or POF).ti,ab.

((early or earlier) adj3 menopaus$).ti,ab.

or/70-78

HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/
(hormon$ adj3 (therap$ or substitut$)).ti,ab.

(HRT or HT).ti,ab.

("menopausal hormone" adj2 therap$).ti,ab.

MHT. .ti,ab.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ti.
(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ab. /freq=2
MPA ti,ab.

or/80-87

OSTEOPOROSIS/

FEMALE/ and HUMANS/

and/89-90

*FRACTURES, BONE/ or OSTEOPOROTIC FRACTURES/ or SPINAL FRACTURES/ or RADIUS FRACTURES/
(bone? adj5 (fractur$ or turnover or density or break$)).ti.

(bone? adj5 (fractur$ or turnover or density or break$)).ab.

fracture?.ti.

(fracture? adj3 (vertebra? or wrist or radial or radius or femur? or hip? or lumbar)).ab.
fracture?.ab. /freq=2

exp BONE REMODELING/

BONE DENSITY/

or/92-99

or/91,100

PREVALENCE/ or INCIDENCE/

exp RISK/

CHEMOPREVENTION/

(prevalen$ or incidence? or risk$ or rate?).ti.

(prevent$ or prophyla$ or chemoprophyla$ or chemoprevent$).ti.

0r/102-106

and/79,88,101,107

((osteoporo$ or osteopen$) adj3 (rate? or event? or inciden$ or prevalen$ or frequen$ or risk? or prevent$ or
prophyla$ or chemoprophyla$ or chemoprevent$)).ti.

and/79,88,109

0r/108,110

OSTEOPOROSIS, POSTMENOPAUSAL/

(co or ep or pc).fs.

and/112-113

and/79,88,114

or/111,115

LETTER/

EDITORIAL/

NEWS/

exp HISTORICAL ARTICLE/

ANECDOTES AS TOPIC/

COMMENT/

CASE REPORT/

(letter or comment* or abstracts).ti.

or/117-124

RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.

125 not 126

ANIMALS/ not HUMANS/

exp ANIMALS, LABORATORY/

exp ANIMAL EXPERIMENTATION/

exp MODELS, ANIMAL/

exp RODENTIA/

(rat or rats or mouse or mice).ti.

or/127-133

116 not 134

limit 135 to english language
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24
25

Searches

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).ti,ab.

(post menopaus$ or peri menopaus$).ti,ab.

"change of life".ti,ab.

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or
incompet$ or syndrom$)).ti,ab.

(POI or POF).ti,ab.

((early or earlier) adj3 menopaus$).ti,ab.

or/1-6

(hormon$ adj3 (therap$ or substitut$)).ti,ab.

(HRT or HT).ti,ab.

("menopausal hormone" adj2 therap$).ti,ab.

MHT .ti,ab.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ti.
(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ab. /freq=2
MPA .ti,ab.

or/8-14

(bone? adj5 (fractur$ or turnover or density or break$ or remodel$)).ti,ab.

fracture?.ti.

(fracture? adj3 (vertebra? or wrist or radial or radius or femur? or hip? or lumbar)).ab.
fracture?.ab. /freq=2

or/16-19

(prevalen$ or incidence? or risk$ or rate?).ti.

(prevent$ or prophyla$ or chemoprophyla$ or chemoprevent$).ti.

((osteoporo$ or osteopen$) adj3 (rate? or event? or inciden$ or prevalen$ or frequen$ or risk? or prevent$ or
prophyla$ or chemoprophyla$ or chemoprevent$)).ti.

or/21-23

and/7,15,20,24

Database: Cochrane Central Register of Controlled Trials

#

~NOo o WN P

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37

Searches

MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/
CLIMACTERIC/

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).ti,ab.

(post menopaus$ or peri menopaus$).ti,ab.

"change of life".ti,ab.

PRIMARY OVARIAN INSUFFICIENCY/

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or
incompet$ or syndrom$)).ti,ab.

(POI or POF).ti,ab.

((early or earlier) adj3 menopaus$).ti,ab.

or/1-9

HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/
(hormon$ adj3 (therap$ or substitut$)).ti,ab.

(HRT or HT).ti,ab.

("menopausal hormone" adj2 therap$).ti,ab.

MHT.ti,ab.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ti.
(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ab. /freq=2
MPA ti,ab.

or/11-18

OSTEOPOROSIS/

FEMALE/ and HUMANS/

and/20-21

*FRACTURES, BONE/ or OSTEOPOROTIC FRACTURES/ or SPINAL FRACTURES/ or RADIUS FRACTURES/
(bone? adj5 (fractur$ or turnover or density or break$)).ti.

(bone? adj5 (fractur$ or turnover or density or break$)).ab.

fracture?.ti.

(fracture? adj3 (vertebra? or wrist or radial or radius or femur? or hip? or lumbar)).ab.
fracture?.ab. /freq=2

exp BONE REMODELING/

BONE DENSITY/

or/23-30

or/22,31

PREVALENCE/ or INCIDENCE/

exp RISK/

CHEMOPREVENTION/

(prevalen$ or incidence? or risk$ or rate?).ti.

(prevent$ or prophyla$ or chemoprophyla$ or chemoprevent$).ti.
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38
39
40

41
42
43
44
45
46
47

or/33-37

and/10,19,32,38

((osteoporo$ or osteopen$) adj3 (rate? or event? or inciden$ or prevalen$ or frequen$ or risk? or prevent$ or
prophyla$ or chemoprophyla$ or chemoprevent$)).ti.
and/10,19,40

or/39,41

OSTEOPOROSIS, POSTMENOPAUSAL/

(co or ep or pc).fs.

and/43-44

and/10,19,45

or/42,46

Database: Cochrane Database of Systematic Reviews, Database of Abstracts of
Reviews of Effects

© 0 \ICDU'I-wa\)I—‘I

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37

38
39
40
41
42

(MENOPAUSE or MENOPAUSE, PREMATURE or PERIMENOPAUSE or POSTMENOPAUSE).kw.
CLIMACTERIC.kw.

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).tw,tx.

(post menopaus$ or peri menopaus$).tw,tx.

"change of life".tw,tx.

PRIMARY OVARIAN INSUFFICIENCY .kw.

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or
incompet$ or syndroms)).tw, tx.

(POI or POF).tw,tx.

((early or earlier) adj3 menopaus$).tw,tx.

or/1-9

(HORMONE REPLACEMENT THERAPY or ESTROGEN REPLACEMENT THERAPY).kw.
(hormon$ adj3 (therap$ or substitut$)).tw,tx.

(HRT or HT).ti,ab.

("menopausal hormone" adj2 therap$).tw,tx.

MHT .tw,tx.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).tw,tx.

MPA.tw,tx.

or/11-17

OSTEOPOROSIS.kw.

(FEMALE and HUMANS).kw.

and/19-20

(FRACTURES, BONE or OSTEOPOROTIC FRACTURES or SPINAL FRACTURES or RADIUS FRACTURES).kw.
(bone? adj5 (fractur$ or turnover or density or break$)).tw,tx.

fracture?.ti.

(fracture? adj3 (vertebra? or wrist or radial or radius or femur? or hip? or lumbar)).tw,tx.
BONE REMODELING.kw.

BONE DENSITY .kw.

or/22-27

or/21,28

(PREVALENCE or INCIDENCE).kw.

RISK.kw.

CHEMOPREVENTION.kw.

(prevalen$ or incidence? or risk$ or rate?).ti.

(prevent$ or prophyla$ or chemoprophyla$ or chemoprevent$).ti.

or/30-34

and/10,18,29,35

((osteoporo$ or osteopen$) adj3 (rate? or event? or inciden$ or prevalen$ or frequen$ or risk? or prevent$ or
prophyla$ or chemoprophyla$ or chemoprevent$)).ti.

[OSTEOPOROSIS, POSTMENOPAUSAL/]

(co or ep or pc).fs.

and/38-39

or/37,40

or/36,41

Database: Health Technology Assessment
#  Searches

1
2
3
4
5
6

MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/
CLIMACTERIC/

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).tw.

(post menopaus$ or peri menopaus$).tw.

"change of life".tw.

PRIMARY OVARIAN INSUFFICIENCY/
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# Searches

7 ((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or
incompet$ or syndroms)).tw.

8 (POI or POF).tw.

9 ((early or earlier) adj3 menopaus$).tw.

10 or/1-9

11 HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/
12 (hormon$ adj3 (therap$ or substitut$)).tw.
13 (HRT or HT).ti,ab.

14 ("menopausal hormone" adj2 therap$).tw.
15 MHT.tw.
16 (oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).tw.

17 MPA.ti,ab.

18 or/11-17

19 OSTEOPOROSIS/

20 FEMALE/ and HUMANS/

21 and/19-20

22 *FRACTURES, BONE/ or OSTEOPOROTIC FRACTURES/ or SPINAL FRACTURES/ or RADIUS FRACTURES/

23 (bone? adj5 (fractur$ or turnover or density or break$)).tw.
24 fracture?.ti.
25 (fracture? adj3 (vertebra? or wrist or radial or radius or femur? or hip? or lumbar)).tw.

26 exp BONE REMODELING/

27 BONE DENSITY/

28 or/22-27

29 or/21,28

30 PREVALENCE!/ or INCIDENCE/

31 exp RISK/

32 CHEMOPREVENTION/

33 (prevalen$ or incidence? or risk$ or rate?).ti.

34 (prevent$ or prophyla$ or chemoprophyla$ or chemoprevent$).ti.

35 or/30-34

36 and/10,18,29,35

37 ((osteoporo$ or osteopen$) adj3 (rate? or event? or inciden$ or prevalen$ or frequen$ or risk? or prevent$ or
prophyla$ or chemoprophyla$ or chemoprevent$)).ti.

38 OSTEOPOROSIS, POSTMENOPAUSAL/

39 (co or ep or pc).fs.

40 and/38-39

41 or/37,40

42 or/36,41

Database: Embase

# Searches
1 "MENOPAUSE AND CLIMACTERIUM"/ or CLIMACTERIUM/ or EARLY MENOPAUSE/ or MENOPAUSE/ or
POSTMENOPAUSE/

2 MENOPAUSAL SYNDROME/

3 (menopaus$ or postmenopaus$ or perimenopaus$ or climacteri$).ti,ab.
4 "change of life".ti,ab.

5 reproductive ag?ing.ti,ab.

6 *PREMATURE OVARIAN FAILURE/

7 ((primary or prematur$ or hypergonadotrop$) adjl ovar$ adjl (insuffic$ or fail$ or incompet$)).ti,ab.
8 ((gonadotrop$ or resist$) adjl ovar$ adjl syndrom$).ti,ab.

9 (POI or POF).ti,ab.

10 or/1-9

11 exp HORMONE SUBSTITUTION/ or ESTROGEN THERAPY/

12 (HRT or HT).ti,ab.

13 (hormon$ adj3 (therap$ or substitut$)).ti,ab.

14 MHT .ti,ab.

15 (oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ti.

16 (oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ab. /freq=2

17 MPA. ti,ab.

18 or/11-17

19 and/10,18

20 ((osteoporo$ or osteopen$) adj3 (rate? or event? or inciden$ or prevalen$ or frequen$ or risk? or prophyla$ or

chemoprophyla$ or chemoprevent$)).ti.
21 POSTMENOPAUSE OSTEOPOROSIS/
22 FRACTURE/
23 SPINE FRACTURE/
24 WRIST FRACTURE/
25 FRAGILITY FRACTURE/
26 (bone? adj5 (fractur$ or turnover or density or break$)).ti.
27 (bone? adj5 (fractur$ or turnover or density or break$)).ab.
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28 fracture?.ti.
29 fracture?.ab. /freq=2
30 (fracture? adj3 (vertebra? or wrist or radial or radius or femur? or hip? or lumbar)).ab.

31 BONE REMODELING/

32 BONE DENSITY/

33 or/21-32

34 PREVALENCE/ or INCIDENCE/

35 (rate? or event? or inciden$ or prevalen$ or frequen$ or risk?).ti,ab.
36 exp RISK/

37 CHEMOPROPHYLAXIS/

38 (prevalen$ or incidence? or risk$ or rate?).ti.

39 (prevent$ or prophyla$ or chemoprophyla$ or chemoprevent$).ti.
40 or/34-39

41 and/33,40

42 or/20,41

43 and/19,42

44 *POSTMENOPAUSE OSTEOPOROSIS/ep, pc

45 and/19,44

46 or/43,45

47 conference abstract.pt.
48 letter.pt. or LETTER/
49 note.pt.

50 editorial.pt.

51 CASE REPORT/ or CASE STUDY/
52 (letter or comment* or abstracts).ti.
53 or/47-52

54 RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.
55 53 not 54

56 ANIMAL/ not HUMAN/

57 NONHUMAN/

58 exp ANIMAL EXPERIMENT/

59 exp EXPERIMENTAL ANIMAL/

60 ANIMAL MODEL/

61 exp RODENT/

62 (rat or rats or mouse or mice).ti.

63 or/55-62

64 46 not 63

65 FEMALE/

66 and/64-65

67 limit 66 to english language

E.7.7 Dementia

Database: Medline

#  Searches
randomized controlled trial.pt.

controlled clinical trial.pt.

DOUBLE BLIND METHOD/

SINGLE BLIND METHOD/

RANDOM ALLOCATION/

or/1-5

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

9 exp CLINICAL TRIAL/

10 exp CLINICAL TRIALS AS TOPIC/

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

12 PLACEBOS/

13  placebo$.tw,sh.

14  random$.tw,sh.

15  or/7-14

16  or/6-15

17  META ANALYSIS/

18 META ANALYSIS AS TOPIC/

19 meta analysis.pt.

20 (metaanaly$ or meta-analy$ or (meta adj analy$)).tw,sh.
21  (systematic$ adj5 (review$ or overviews)).tw,sh.

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

23  or/17-22

O~NO UL WN B
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#
24
25

26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43

44
45
46
47
48
49
50
51
52
53
54
55
56

57
58
59
60
61
62
63
64
65
66
67
68
69
70
71
72
73
74
75
76
7
78
79
80
81
82
83
84

Searches

review$.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.

(electronic database$ or bibliographic database$ or computeri?ed database$ or online database$).tw,sh.
(pooling or pooled or mantel haenszel).tw,sh.

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

or/25-29

and/24,30

exp CASE-CONTROL STUDIES/

(case$ adj2 control$).tw.

exp COHORT STUDIES/

cohort$.tw.

or/32-35

0r/16,23,31,36

MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/
CLIMACTERIC/

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).ti,ab.

"change of life".ti,ab.

PRIMARY OVARIAN INSUFFICIENCY/

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).ti,ab.

((earl$ or prematur$) adj3 menopaus$).ti,ab.

(POI or POF).ti,ab.

or/38-45

HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/
(hormon$ adj3 (therap$ or substitut$)).ti,ab.

(HRT or HT).ti,ab.

("menopausal hormone" adj2 therap$).ti,ab.

MHT ti,ab.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ti.
(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ab. /freq=2
MPA ti,ab.

or/47-54

DEMENTIA/ or ALZHEIMER DISEASE/ or exp DEMENTIA, VASCULAR/ or exp FRONTOTEMPORAL LOBAR
DEGENERATION/ or LEWY BODY DISEASE/

(amentia? or dementia? or alzheimer$ or lewy body).ti,ab.

((memory or remember$ or cognitiv$ or brain? or hippocamp$) adj3 (loss$ or declin$ or function$ or atroph$)).ti,ab.
COGNITION/

COGNITION DISORDERS/ or MILD COGNITIVE IMPAIRMENT/

BRAIN/

HIPPOCAMPUS/

or/56-62

and/37,46,55,63

LETTER/

EDITORIAL/

NEWS/

exp HISTORICAL ARTICLE/

ANECDOTES AS TOPIC/

COMMENT/

CASE REPORT/

(letter or comment* or abstracts).ti.

or/65-72

RANDOMIZED CONTROLLED TRIAL/ or random?*.ti,ab.

73 not 74

ANIMALS/ not HUMANS/

exp ANIMALS, LABORATORY/

exp ANIMAL EXPERIMENTATION/

exp MODELS, ANIMAL/

exp RODENTIA/

(rat or rats or mouse or mice).ti.

or/75-81

64 not 82

limit 83 to english language

Database: Medline-in-progress

#

1
2
3

Searches

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).ti,ab.

"change of life".ti,ab.

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
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or syndrom$)).ti,ab.

((earl$ or prematur$) adj3 menopaus$).ti,ab.

(POI or POF).ti,ab.

or/1-5

(hormon$ adj3 (therap$ or substitut$)).ti,ab.

(HRT or HT).ti,ab.

("menopausal hormone" adj2 therap$).ti,ab.

MHT.ti,ab.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ti.
(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ab. /freq=2
MPA . ti,ab.

or/7-13

(amentia? or dementia? or alzheimer$ or lewy body).ti,ab.

((memory or remember$ or cognitiv$ or brain? or hippocamp$) adj5 (loss$ or declin$ or function$ or atroph$)).ti,ab.
or/15-16

and/6,14,17

Database: Cochrane Central Register of Controlled Trials
#  Searches

1
2
3
4
5
6

7

8

9

10
11
12
13
14
15
16
17
18
19

20
21
22
23
24
25
26
27
28

MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/
CLIMACTERIC/

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).ti,ab.

"change of life".ti,ab.

PRIMARY OVARIAN INSUFFICIENCY/

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).ti,ab.

((earl$ or prematur$) adj3 menopaus$).ti,ab.

(POl or POF).ti,ab.

or/1-8

HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/

(hormon$ adj3 (therap$ or substitut$)).ti,ab.

(HRT or HT).ti,ab.

("menopausal hormone" adj2 therap$).ti,ab.

MHT .ti,ab.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ti.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ab. /freq=2

MPA ti,ab.

or/10-17

DEMENTIA/ or ALZHEIMER DISEASE/ or exp DEMENTIA, VASCULAR/ or exp FRONTOTEMPORAL LOBAR
DEGENERATION/ or LEWY BODY DISEASE/

(amentia? or dementia? or alzheimer$ or lewy body).ti,ab.

((memory or remember$ or cognitiv$ or brain? or hippocamp$) adj3 (loss$ or declin$ or function$ or atroph$)).ti,ab.
COGNITION/

COGNITION DISORDERS/ or MILD COGNITIVE IMPAIRMENT/

BRAIN/

HIPPOCAMPUS/

or/19-25

and/9,18,26

limit 27 to english language

Database: Cochrane Database of Systematic Reviews and Database of Abstracts of
Reviews of Effects

OO As WN PP

10
11
12
13
14

(MENOPAUSE or MENOPAUSE, PREMATURE or PERIMENOPAUSE or POSTMENOPAUSE).kw.
CLIMACTERIC.kw.

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).tw,tx.

"change of life".tw,tx.

PRIMARY OVARIAN INSUFFICIENCY .kw.

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).tw, tx.

((earl$ or prematur$) adj3 menopaus$).tw,tx.

(POI or POF).tw,tx.

or/1-8

(HORMONE REPLACEMENT THERAPY or ESTROGEN REPLACEMENT THERAPY).kw.
(hormon$ adj3 (therap$ or substitut$)).tw,tx.

(HRT or HT).tw,tx.

("menopausal hormone" adj2 therap$).tw,tx.

MHT.tw,tx.
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15 (oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).tw,tx.

16  MPA.tw,tx.

17  or/10-16

18 (DEMENTIA or ALZHEIMER DISEASE or DEMENTIA, VASCULAR or FRONTOTEMPORAL LOBAR
DEGENERATION or LEWY BODY DISEASE).kw.

19 (amentia? or dementia? or alzheimer$ or lewy body).tw,tx.

20  ((memory or remember$ or cognitiv or brain? or hippocamp$) adj3 (loss$ or declin$ or function$ or atroph$)).tw,tx.

21  COGNITION.kw.

22 (COGNITION DISORDERS or MILD COGNITIVE IMPAIRMENT).kw.

23 BRAIN.kw.
24  HIPPOCAMPUS. .kw.
25 or/18-24

26 and/9,17,25

Database: Health Technology Assessment

1 MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/

2 CLIMACTERIC/

3 (menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).tw.

4 "change of life".tw.

5 PRIMARY OVARIAN INSUFFICIENCY/

6 ((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).tw.

7 ((earl$ or prematur$) adj3 menopaus$).tw.

8 (POl or POF).tw.

9 or/1-8

10 HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/

11 (hormon$ adj3 (therap$ or substitut$)).tw.

12 (HRT or HT).tw.

13  ("menopausal hormone" adj2 therap$).tw.

14  MHT.tw.
15 (oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).tw.
16  MPA.tw.
17  or/10-16

18 DEMENTIA/ or ALZHEIMER DISEASE/ or exp DEMENTIA, VASCULAR/ or exp FRONTOTEMPORAL LOBAR
DEGENERATION/ or LEWY BODY DISEASE/

19 (amentia? or dementia? or alzheimer$ or lewy body).tw.

20  ((memory or remember$ or cognitiv$ or brain? or hippocamp$) adj3 (loss$ or declin$ or function$ or atroph$)).tw.

21 COGNITION/

22 COGNITION DISORDERS/ or MILD COGNITIVE IMPAIRMENT/

23 BRAIN/
24 HIPPOCAMPUS/
25 or/18-24

26 and/9,17,25

Database: Embase

CLINICAL TRIAL/ or "CLINICAL TRIAL (TOPIC)"/

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

SINGLE BLIND PROCEDURE/

DOUBLE BLIND PROCEDURE/

RANDOM ALLOCATION/

CROSSOVER PROCEDURE/

PLACEBO/

placebo$.tw,sh.

9 random$.tw,sh.

10 RANDOMIZED CONTROLLED TRIAL/ or "RANDOMIZED CONTROLLED TRIAL (TOPIC)"/
11 ((single 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/

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

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

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

18 or/14-17

19  review.pt.

20 (medline or medlars or embase).ab.

21  (scisearch or science citation index).ab.

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

O~NO O WNBRE
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23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41

42
43

44
45
46
47
48
49
50
51
52
53
54
o)
56
57

58
59
60
61
62
63
64
65
66
67
68
69
70
71
72
73
74
75
76
7
78
79
80
81
82
83
84

Searches

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

(electronic database$ or bibliographic database$ or computeri?ed database$ or online database$).tw.
(pooling or pooled or mantel haenszel).tw.

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

or/20-26

and/19,27

exp CASE CONTROL STUDY/

RETROSPECTIVE STUDY/

(case$ adj2 control$).tw.

COHORT ANALYSIS/

LONGITUDINAL STUDY/

FOLLOW UP/

PROSPECTIVE STUDY/

cohort$.tw.

or/29-36

or/13,18,28,37

(book or conference paper or editorial or letter or note or proceeding or short survey).pt.
38 not 39

"MENOPAUSE AND CLIMACTERIUM"/ or CLIMACTERIUM/ or EARLY MENOPAUSE/ or MENOPAUSE/ or
POSTMENOPAUSE/

PREMENOPAUSE/

(menopaus$ or postmenopaus$ or post menopaus$ or perimenopaus$ or peri menopaus$ or climacteric or POI or
POF).ti,ab.

PREMATURE OVARIAN FAILURE/

((premature or primary) adj3 ovar$ adj3 (insuffici$ or failure?)).ti,ab.

climacteric.ti,ab.

(change adj1 life).ti,ab.

or/41-47

exp HORMONE SUBSTITUTION/ or ESTROGEN THERAPY/

(HRT or HT).ti,ab.

(hormon$ adj3 (therap$ or substitut$)).ti,ab.

MHT ti,ab.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ti.
(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ab. /freq=2
MPA.ti,ab.

or/49-55

DEMENTIA/ or ALZHEIMER DISEASE/ or DIFFUSE LEWY BODY DISEASE/ or exp FRONTOTEMPORAL
DEMENTIA/ or MULTIINFARCT DEMENTIA/ or PICK PRESENILE DEMENTIA/ or PRESENILE DEMENTIA/ or
PRION DISEASE/ or exp SENILE DEMENTIA/

(amentia? or dementia? or alzheimer$ or lewy body).ti,ab.

((memory or remember$ or cognitiv$ or brain? or hippocamp$) adj3 (loss$ or declin$ or function$ or atroph$)).ti,ab.
COGNITION/

COGNITIVE DEFECT/

or/57-61

and/40,48,56,62

conference abstract.pt.

letter.pt. or LETTER/

note.pt.

editorial.pt.

CASE REPORT/ or CASE STUDY/

(letter or comment* or abstracts).ti.

or/64-69

RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.

70 not 71

ANIMAL/ not HUMAN/

NONHUMAN/

exp ANIMAL EXPERIMENT/

exp EXPERIMENTAL ANIMAL/

ANIMAL MODEL/

exp RODENT/

(rat or rats or mouse or mice).ti.

or/72-79

63 not 80

limit 81 to english language

FEMALE/

and/82-83
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Loss of muscle mass (sarcopenia)

Database: Medline

H*

O~NO OO~ WNPE

44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60
61
62
63
64

Searches

randomized controlled trial.pt.

controlled clinical trial.pt.

DOUBLE BLIND METHOD/

SINGLE BLIND METHOD/

RANDOM ALLOCATION/

or/1-5

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

clinical trial.pt.

exp CLINICAL TRIAL/

exp CLINICAL TRIALS AS TOPIC/

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

PLACEBOS/

placebo$.tw,sh.

random$.tw,sh.

or/7-14

or/6-15

META ANALYSIS/

META ANALYSIS AS TOPIC/

meta analysis.pt.

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

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

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

or/17-22

review$.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.

(electronic database$ or bibliographic database$ or computeri?ed database$ or online database$).tw,sh.
(pooling or pooled or mantel haenszel).tw,sh.

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

or/25-29

and/24,30

exp CASE-CONTROL STUDIES/

(case$ adj2 control$).tw.

exp COHORT STUDIES/

cohort$.tw.

or/32-35

0r/16,23,31,36

MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/
CLIMACTERIC/

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).ti,ab.

"change of life".ti,ab.

PRIMARY OVARIAN INSUFFICIENCY/

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).ti,ab.

((earl$ or prematur$) adj3 menopaus$).ti,ab.

(POI or POF).ti,ab.

or/38-45

HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/
(hormon$ adj3 (therap$ or substitut$)).ti,ab.

(HRT or HT).ti,ab.

("menopausal hormone" adj2 therap$).ti,ab.

MHT .ti,ab.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ti.
(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ab. /freq=2
MPA ti,ab.

or/47-54

exp MUSCLE STRENGTH/

MUSCLE CONTRACTION/

MUSCULAR ATROPHY/ or SARCOPENIA/

(sarcopen$ or dynapeni?).ti,ab.

MUSCLE,SKELETAL/

((muscle? or muscular$) adj (mass or function or strength$ or loss or lost or declin$ or atroph$)).ti,ab.
or/56-61

and/37,46,55,62

LETTER/
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65
66
67
68
69
70
71
72
73
74
75
76
7
78
79
80
81
82
83

EDITORIAL/

NEWS/

exp HISTORICAL ARTICLE/
ANECDOTES AS TOPIC/
COMMENT/

CASE REPORT/

(letter or comment* or abstracts).ti.
or/64-71

RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.
72 not 73

ANIMALS/ not HUMANS/

exp ANIMALS, LABORATORY/
exp ANIMAL EXPERIMENTATION/
exp MODELS, ANIMAL/

exp RODENTIA/

(rat or rats or mouse or mice).ti.
or/74-80

63 not 81

limit 82 to english language

Database: Medline-in-progress

1
2

w

17
18

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).ti,ab.

"change of life".ti,ab.

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).ti,ab.

((earl$ or prematur$) adj3 menopaus$).ti,ab.

(POl or POF).ti,ab.

or/1-5

(hormon$ adj3 (therap$ or substitut$)).ti,ab.

(HRT or HT).ti,ab.

("menopausal hormone" adj2 therap$).ti,ab.

MHT. .ti,ab.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ti.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ab. /freq=2

MPA. ti,ab.

or/7-13

(sarcopen$ or dynapeni?).ti,ab.

((muscle? or muscular$) adj (skeletal or mass or function$ or strength$ or loss or lost or declin$ or atroph$ or
contract$)).ti,ab.

or/15-16

and/6,14,17

Database: Cochrane Central Register of Controlled Trials
#  Searches

1
2
3
4
5
6

7

8

9

10
11
12
13
14
15
16
17
18
19
20
21
22
23

MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/
CLIMACTERIC/

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).ti,ab.

"change of life".ti,ab.

PRIMARY OVARIAN INSUFFICIENCY/

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).ti,ab.

((earl$ or prematur$) adj3 menopaus$).ti,ab.

(POI or POF).ti,ab.

or/1-8

HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/
(hormon$ adj3 (therap$ or substitut$)).ti,ab.

(HRT or HT).ti,ab.

("menopausal hormone" adj2 therap$).ti,ab.

MHT.ti,ab.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ti.
(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ab. /freq=2
MPA.ti,ab.

or/10-17

exp MUSCLE STRENGTH/

MUSCLE CONTRACTION/

MUSCULAR ATROPHY/ or SARCOPENIA/

(sarcopen$ or dynapeni?).ti,ab.

MUSCLE,SKELETAL/
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24
25
26
27

((muscle? or muscular$) adj (mass or function or strength$ or loss or lost or declin$ or atroph$)).ti,ab.
or/19-24

and/9,18,25

limit 26 to english language

Database: Cochrane Database of Systematic Reviews and Database of Abstracts of

Reviews of Effects
#  Searches

o 0Oh WN P

7

8

9

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

(MENOPAUSE or MENOPAUSE, PREMATURE or PERIMENOPAUSE or POSTMENOPAUSE).kw.
CLIMACTERIC.kw.

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).tw,tx.

"change of life".tw,tx.

PRIMARY OVARIAN INSUFFICIENCY .kw.

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).tw,tx.

((earl$ or prematur$) adj3 menopaus$).tw,tx.

(POI or POF).tw,tx.

or/1-8

(HORMONE REPLACEMENT THERAPY or ESTROGEN REPLACEMENT THERAPY).kw.
(hormon$ adj3 (therap$ or substitut$)).tw,tx.

(HRT or HT).tw,tx.

("menopausal hormone" adj2 therap$).tw,tx.

MHT.tw,tx.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).tw,tx.

MPA.tw,tx.

or/10-16

MUSCLE STRENGTH.kw.

MUSCLE CONTRACTION.kw.

(MUSCULAR ATROPHY or SARCOPENIA).kw.

(sarcopen$ or dynapeni?).tw,tx.

MUSCLE,SKELETAL.kw.

((muscle? or muscular$) adj (mass or function or strength$ or loss or lost or declin$ or atroph$)).tw,tx.
or/18-23

and/9,17,24

Database: Health Technology Assessment
#  Searches

OO WN PP

7

8

9

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

MENOPAUSE/ or MENOPAUSE, PREMATURE/ or PERIMENOPAUSE/ or POSTMENOPAUSE/
CLIMACTERIC/

(menopaus$ or postmenopaus$ or perimenopaus$ or climacteric).tw.

"change of life".tw.

PRIMARY OVARIAN INSUFFICIENCY/

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).tw.

((earl$ or prematur$) adj3 menopaus$).tw.

(POI or POF).tw.

or/1-8

HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/
(hormon$ adj3 (therap$ or substitut$)).tw.

(HRT or HT).tw.

("menopausal hormone" adj2 therap$).tw.

MHT.tw.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).tw.

MPA.tw.

or/10-16

exp MUSCLE STRENGTH/

MUSCLE CONTRACTION/

MUSCULAR ATROPHY/ or SARCOPENIA/

(sarcopen$ or dynapeni?).tw.

MUSCLE,SKELETAL/

((muscle? or muscular$) adj (mass or function or strength$ or loss or lost or declin$ or atroph$)).tw.
or/18-23

and/9,17,24

Database: Embase
“#  Searches

1
2

CLINICAL TRIAL/ or "CLINICAL TRIAL (TOPIC)"/
(clinic$ adj5 trial$).tw,sh.
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Searches

SINGLE BLIND PROCEDURE/

DOUBLE BLIND PROCEDURE/

RANDOM ALLOCATION/

CROSSOVER PROCEDURE/

PLACEBO/

placebo$.tw,sh.

random$.tw,sh.

RANDOMIZED CONTROLLED TRIAL/ or "RANDOMIZED CONTROLLED TRIAL (TOPIC)"/
((single or double or triple or treble) adj (blind$ or mask$)).tw,sh.
randomi?ed control$ trial$.tw.

or/1-12

META ANALYSIS/

((meta adj analy$) or metaanalys$ or meta-analy$).tw,sh.
(systematic$ adj5 (review$ or overviews)).tw,sh.
(methodologic$ adj5 (review$ or overviews)).tw,sh.

or/14-17

review.pt.

(medline or medlars or embase).ab.

(scisearch or science citation index).ab.

(psychlit or psyclit or psychinfo or psycinfo or cinahl or cochrane).ab.
((hand or manual$) adj2 search$).tw.

(electronic database$ or bibliographic database$ or computeri?ed database$ or online database$).tw.
(pooling or pooled or mantel haenszel).tw.

(peto or dersimonian or "der simonian" or fixed effect).tw.
or/20-26

and/19,27

exp CASE CONTROL STUDY/

RETROSPECTIVE STUDY/

(case$ adj2 control$).tw.

COHORT ANALYSIS/

LONGITUDINAL STUDY/

FOLLOW UP/

PROSPECTIVE STUDY/

cohort$.tw.

or/29-36

or/13,18,28,37

(book or conference paper or editorial or letter or note or proceeding or short survey).pt.
38 not 39

exp HORMONE SUBSTITUTION/ or ESTROGEN THERAPY/
(HRT or HT).ti,ab.

(hormon$ adj3 (therap$ or substitut$)).ti,ab.

MHT .ti,ab.

(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ti.
(oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone).ab. /freq=2
MPA.ti,ab.

or/41-47

MUSCLE STRENGTH/

exp MUSCLE CONTRACTION/

MUSCLE ATROPHY/ or SARCOPENIA/

MUSCLE WEAKNESS/

MUSCLE MASS/

SKELETAL MUSCLE/

(sarcopen$ or dynapeni?).ti,ab.

((muscle? or muscular$) adj (mass or function or strength$ or loss or lost or declin$ or atroph$)).ti,ab.
or/49-56

and/40,48,57

conference abstract.pt.

letter.pt. or LETTER/

note.pt.

editorial.pt.

CASE REPORT/ or CASE STUDY/

(letter or comment* or abstracts).ti.

or/59-64

RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.

65 not 66

ANIMAL/ not HUMAN/

NONHUMAN/

exp ANIMAL EXPERIMENT/

exp EXPERIMENTAL ANIMAL/

ANIMAL MODEL/
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73  exp RODENT/
74  (rat or rats or mouse or mice).ti.

75  or/67-74
76 58 not 75
77  FEMALE/

78 and/76-77

E.8 Premature ovarian insufficiency

E.8.1 Management of premature ovarian insufficiency

Database: Medline

#  Searches
randomized controlled trial.pt.

controlled clinical trial.pt.

DOUBLE BLIND METHOD/

SINGLE BLIND METHOD/

RANDOM ALLOCATION/

RANDOMIZED CONTROLLED TRIALS AS TOPIC/
or/1-6

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

10 exp CLINICAL TRIAL/

11 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/

19 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.

O~NO O~ WNPE

24 or/18-23
25 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.

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 PRIMARY OVARIAN INSUFFICIENCY/

46 PREMATURE MENOPAUSE/

47 ((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or
incompet$ or syndrom$)).ti,ab.

48 ((early or premature) adj menopaus$).ti,ab.

49 (POI or POF).ti,ab.

50 TURNER SYNDROME/

51 ((Turner? or Ullrich$ or Bonnevie$) adj2 (syndrome or mosaic$ or status)).ti,ab.

52 (gonadal dysgenesis or monosomy X).ti,ab.
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53
54

55

56
57
58
59
60
61
62
63
64
65
66
67
68
69
70
71
72

73

74
75
76
77
78
79
80
81
82

83
84
85
86
87
88
89
90
91
92
93
94
95
96
97
98
99
100
101
102
103
104
105

Searches

or/45-52

ESTROGENS/ or EPIMESTROL/ or ESTRADIOL/ or ESTROGENIC STEROIDS, ALKYLATED/ or "ESTROGENS,
CONJUGATED (USP)"/ or "ESTROGENS, ESTERIFIED (USP)"/ or ESTRONE/ or ETHINYL ESTRADIOL/ or
MESTRANOL/ or QUINESTROL/

((oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone) adj3 (replace$ or therap$ or
substitut$)).ti,ab.

PROGESTOGENS/

progesta$.ti,ab.

MEDROXYPROGESTERONE ACETATE/

MPA.ti,ab.

exp PROGESTERONE/

ETHISTERONE/

NORETHINDRONE/ or NORGESTREL/ or LEVONORGESTREL/ or NORPROGESTERONES/

exp NORPREGNENES/

(tibolone or livial).ti,ab.

HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/

(hormon$ adj3 (therap$ or substitut$)).ti,ab.

(HRT or HT).ti,ab.

("menopausal hormone" adj2 therap$).ti,ab.

MHT .ti,ab.

drospirenone.ti,ab.

levonorgestrel.ti,ab.

(bedol or climaval or elleste or estraderm or estradot or evorel or femseven or oestrogel or progynoval or prognova
or sandrena or zumenon).ti,ab.

(angelig or climagest or climesse or clinorette or femoston or indivina or kliofem or kliovance or novofem or nuvelle or
tridestra or trisequens).ti,ab.

"cyclo-progynova".ti,ab.

(premique or premak).ti,ab.

hormonin.ti,ab.

TESTOSTERONE/

(testosterone adj3 (replace$ or therap$ or substitut$)).ti,ab.

exp CONTRACEPTIVES, ORAL/

(combined adj oral adj3 contraceptive?).ti,ab.

COCP.ti,ab.

(loestrin or mercilon or gedarel or femodette or sunya or millinette or elevin or levest or logynon or microgynon or
ovranette or rigevidon or triregol or binovum or brevinor or loestrin or norimin or ovysmen or synphase or trinovum or
marvelon or yasmin or femodene or katya or triadene or norinyl or glaira).ti,ab.

or/54-82

and/53,83

and/44,84

LETTER/

EDITORIAL/

NEWS/

exp HISTORICAL ARTICLE/

ANECDOTES AS TOPIC/

COMMENT/

CASE REPORT/

(letter or comment* or abstracts).ti.

or/86-93

RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.

94 not 95

ANIMALS/ not HUMANS/

exp ANIMALS, LABORATORY/

exp ANIMAL EXPERIMENTATION/

exp MODELS, ANIMAL/

exp RODENTIA/

(rat or rats or mouse or mice).ti.

or/96-102

85 not 103

limit 104 to english language

Database: Medline-in-progress

#

=

o o1 wWwN

Searches

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).ti,ab.

(POl or POF).ti,ab.

((early or premature) adj menopaus$).ti,ab.

((Turner? or Ullrich$ or Bonnevie$) adj2 (syndrome or mosaic$ or status)).ti,ab.

(gonadal dysgenesis or monosomy Xx).ti,ab.

or/1-5
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#
7

8

9

10
11
12
13
14
15
16
17
18
19
20
21
22

23

24
25
26
27
28
29
30

31
32

Searches

((oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone) adj3 (replace$ or therap$ or
substitut$)).ti,ab.

(mestranol or quinestrol).ti,ab.

(progesta$ or progestogen?).ti,ab.

"medroxyprogesterone acetate".ti,ab.

MPA . ti,ab.

ethisterone.ti,ab.

(norethindrone or norgestrel or levonorgestrel or norprogesterone?).ti,ab.

norpregnenes.ti,ab.

(tibolone or livial).ti,ab.

((hormon$ or oestrogen$ or estrogen$) adj3 (therap$ or substitut$)).ti,ab.

(HRT or HT).ti,ab.

("menopausal hormone" adj2 therap$).ti,ab.

MHT.ti,ab.

drospirenone.ti,ab.

levonorgestrel.ti,ab.

(bedol or climaval or elleste or estraderm or estradot or evorel or femseven or oestrogel or progynoval or prognova or
sandrena or zumenon).ti,ab.

(angelig or climagest or climesse or clinorette or femoston or indivina or kliofem or kliovance or novofem or nuvelle or
tridestra or trisequens).ti,ab.

"cyclo-progynova".ti,ab.

(premique or premak).ti,ab.

hormonin.ti,ab.

(testosterone adj3 (replace$ or therap$ or substitut$)).ti,ab.

(combined adj oral adj3 contraceptive?).ti,ab.

COCP.ti,ab.

(loestrin or mercilon or gedarel or femodette or sunya or millinette or elevin or levest or logynon or microgynon or
ovranette or rigevidon or triregol or binovum or brevinor or loestrin or norimin or ovysmen or synphase or trinovum or
marvelon or yasmin or femodene or katya or triadene or norinyl or glaira).ti,ab.

or/7-30

and/6,31

Database: Cochrane Central Register of Controlled Trials

#

W N -

= © 0 ~NO 0 b

11

12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28

29

30

Searches

PRIMARY OVARIAN INSUFFICIENCY/

PREMATURE MENOPAUSE/

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).ti,ab.

(POI or POF).ti,ab.

((early or premature) adj menopaus$).ti,ab.

TURNER SYNDROME/

((Turner? or Ullrich$ or Bonnevie$) adj2 (syndrome or mosaic$ or status)).ti,ab.

(gonadal dysgenesis or monosomy X).ti,ab.

or/1-8

ESTROGENS/ or EPIMESTROL/ or ESTRADIOL/ or ESTROGENIC STEROIDS, ALKYLATED/ or "ESTROGENS,
CONJUGATED (USP)"/ or "ESTROGENS, ESTERIFIED (USP)"/ or ESTRONE/ or ETHINYL ESTRADIOL/ or
MESTRANOL/ or QUINESTROL/

((oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone) adj3 (replace$ or therap$ or
substitut$)).ti,ab.

PROGESTOGENS/

progesta$.ti,ab.

MEDROXYPROGESTERONE ACETATE/

MPA . ti,ab.

exp PROGESTERONE/

ETHISTERONE/

NORETHINDRONE/ or NORGESTREL/ or LEVONORGESTREL/ or NORPROGESTERONES/

exp NORPREGNENES/

(tibolone or livial).ti,ab.

HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/

(hormon$ adj3 (therap$ or substitut$)).ti,ab.

(HRT or HT).ti,ab.

("menopausal hormone" adj2 therap$).ti,ab.

MHT. .ti,ab.

drospirenone.ti,ab.

levonorgestrel.ti,ab.

(bedol or climaval or elleste or estraderm or estradot or evorel or femseven or oestrogel or progynoval or prognova or
sandrena or zumenon).ti,ab.

(angelig or climagest or climesse or clinorette or femoston or indivina or kliofem or kliovance or novofem or nuvelle or
tridestra or trisequens).ti,ab.

"cyclo-progynova".ti,ab.
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31
32
33
34
35
36
37
38

39
40

(premique or premak).ti,ab.

hormonin.ti,ab.

TESTOSTERONE/

(testosterone adj3 (replace$ or therap$ or substitut$)).ti,ab.

exp CONTRACEPTIVES, ORAL/

(combined adj oral adj3 contraceptive?).ti,ab.

COCP.ti,ab.

(loestrin or mercilon or gedarel or femodette or sunya or millinette or elevin or levest or logynon or microgynon or
ovranette or rigevidon or triregol or binovum or brevinor or loestrin or norimin or ovysmen or synphase or trinovum or
marvelon or yasmin or femodene or katya or triadene or norinyl or glaira).ti,ab.

or/10-38

and/9,39

Database: Cochrane Database of Systematic Reviews and Database of Abstracts of

Reviews of Effects
-—

2
3

B © o0 ~NO Ohs

11

12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28

29

30
31
32
33
34
35
36
37
38

39
40

PRIMARY OVARIAN INSUFFICIENCY .kw.

PREMATURE MENOPAUSE .kw.

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).tw,tx.

(POI or POF).tw,tx.

((early or premature) adj menopaus$).tw,tx.

TURNER SYNDROME .kw.

((Turner? or Ullrich$ or Bonnevie$) adj2 (syndrome or mosaic$ or status)).tw,tx.

(gonadal dysgenesis or monosomy X).tw,tx.

or/1-8

(ESTROGENS or EPIMESTROL or ESTRADIOL or ESTROGENIC STEROIDS, ALKYLATED or "ESTROGENS,
CONJUGATED (USP)" or "ESTROGENS, ESTERIFIED (USP)" or ESTRONE or ETHINYL ESTRADIOL or
MESTRANOL or QUINESTROL).kw.

((oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone) adj3 (replace$ or therap$ or
substitut$)).tw,tx.

PROGESTOGENS.kw.

progesta$.tw.

MEDROXYPROGESTERONE ACETATE.kw.

MPA.tw,tx.

PROGESTERONE.kw.

ETHISTERONE.kw.

(NORETHINDRONE or NORGESTREL or LEVONORGESTREL or NORPROGESTERONES).kw.
NORPREGNENES.kw.

(tibolone or livial).tw,tx.

(HORMONE REPLACEMENT THERAPY or ESTROGEN REPLACEMENT THERAPY).kw.

(hormon$ adj3 (therap$ or substitut$)).tw,tx.

(HRT or HT).tw,tx.

("menopausal hormone" adj2 therap$).tw,tx.

MHT.tw,tx.

drospirenone.tw,tx.

levonorgestrel.tw, tx.

(bedol or climaval or elleste or estraderm or estradot or evorel or femseven or oestrogel or progynoval or prognova or
sandrena or zumenon).tw,tx.

(angelig or climagest or climesse or clinorette or femoston or indivina or kliofem or kliovance or novofem or nuvelle or
tridestra or trisequens).tw,tx.

"cyclo-progynova".tw,tx.

(premique or premak).tw,tx.

hormonin.tw,tx.

TESTOSTERONE .kw.

(testosterone adj3 (replace$ or therap$ or substitut$)).tw,tx.

CONTRACEPTIVES, ORAL.kw.

(combined adj oral adj3 contraceptive?).tw,tx.

COCP.tw,tx.

(loestrin or mercilon or gedarel or femodette or sunya or millinette or elevin or levest or logynon or microgynon or
ovranette or rigevidon or triregol or binovum or brevinor or loestrin or norimin or ovysmen or synphase or trinovum or
marvelon or yasmin or femodene or katya or triadene or norinyl or glaira).tw,tx.

or/10-38

and/9,39

Database: Health Technology Assessment

1
2

PRIMARY OVARIAN INSUFFICIENCY/
PREMATURE MENOPAUSE/
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11
12
s
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28

29

30
31
32
33
34
35
36
37
38

39
40

Searches

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).tw.

(POI or POF).tw.

((early or premature) adj menopaus$).tw.

TURNER SYNDROME/

((Turner? or Ullrich$ or Bonnevie$) adj2 (syndrome or mosaic$ or status)).tw.

(gonadal dysgenesis or monosomy X).tw.

or/1-8

ESTROGENS/ or EPIMESTROL/ or ESTRADIOL/ or ESTROGENIC STEROIDS, ALKYLATED/ or "ESTROGENS,
CONJUGATED (USP)"/ or "ESTROGENS, ESTERIFIED (USP)"/ or ESTRONE/ or ETHINYL ESTRADIOL/ or
MESTRANOL/ or QUINESTROL/

((oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone) adj3 (replace$ or therap$ or substitut$)).tw.
PROGESTOGENS/

progesta$.tw.

MEDROXYPROGESTERONE ACETATE/

MPA.tw.

exp PROGESTERONE/

ETHISTERONE/

NORETHINDRONE/ or NORGESTREL/ or LEVONORGESTREL/ or NORPROGESTERONES/

exp NORPREGNENES/

(tibolone or livial).tw.

HORMONE REPLACEMENT THERAPY/ or ESTROGEN REPLACEMENT THERAPY/

(hormon$ adj3 (therap$ or substitut$)).tw.

(HRT or HT).tw.

("menopausal hormone" adj2 therap$).tw.

MHT.tw.

drospirenone.tw.

levonorgestrel.tw.

(bedol or climaval or elleste or estraderm or estradot or evorel or femseven or oestrogel or progynoval or prognova or
sandrena or zumenon).tw.

(angelig or climagest or climesse or clinorette or femoston or indivina or kliofem or kliovance or novofem or nuvelle or
tridestra or trisequens).tw.

"cyclo-progynova".tw.

(premique or premak).tw.

hormonin.tw.

TESTOSTERONE/

(testosterone adj3 (replace$ or therap$ or substitut$)).tw.

exp CONTRACEPTIVES, ORAL/

(combined adj oral adj3 contraceptive?).tw.

COCP.tw.

(loestrin or mercilon or gedarel or femodette or sunya or millinette or elevin or levest or logynon or microgynon or
ovranette or rigevidon or triregol or binovum or brevinor or loestrin or norimin or ovysmen or synphase or trinovum or
marvelon or yasmin or femodene or katya or triadene or norinyl or glaira).tw.

or/10-38

and/9,39

Database: Embase

H*

©O©CoO~NO O~ WNPR

Searches

CLINICAL TRIAL/ or "CLINICAL TRIAL (TOPIC)"/

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

SINGLE BLIND PROCEDURE/

DOUBLE BLIND PROCEDURE/

RANDOM ALLOCATION/

CROSSOVER PROCEDURE/

PLACEBO/

placebo$.tw,sh.

random$.tw,sh.

RANDOMIZED CONTROLLED TRIAL/ or "RANDOMIZED CONTROLLED TRIAL (TOPIC)"/
((single or double or triple or treble) adj (blind$ or mask$)).tw,sh.
randomi?ed control$ trial$.tw.

or/1-12

META ANALYSIS/

((meta adj analy$) or metaanalys$ or meta-analy$).tw,sh.
(systematic$ adj5 (review$ or overview$)).tw,sh.
(methodologic$ adj5 (review$ or overviews)).tw,sh.

or/14-17

review.pt.

(medline or medlars or embase).ab.

(scisearch or science citation index).ab.

(psychlit or psyclit or psychinfo or psycinfo or cinahl or cochrane).ab.
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23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44

45
46
47
48
49
50
51

52
53
54
55

56

57
58
59
60
61
62
63
64
65
66
67

68
69
70
71
72
73
74
75
76
7
78
79
80
81
82
83
84
85
86
87

Searches

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

(electronic database$ or bibliographic database$ or computeri?ed database$ or online database$).tw.
(pooling or pooled or mantel haenszel).tw.

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

or/20-26

and/19,27

exp CASE CONTROL STUDY/

RETROSPECTIVE STUDY/

(case$ adj2 control$).tw.

COHORT ANALYSIS/

LONGITUDINAL STUDY/

FOLLOW UP/

PROSPECTIVE STUDY/

cohort$.tw.

or/29-36

or/13,18,28,37

(book or conference paper or editorial or letter or note or proceeding or short survey).pt.
38 not 39

PREMATURE OVARIAN FAILURE/

EARLY MENOPAUSE/

((early or premature) adj menopaus$).ti,ab.

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).ti,ab.

(POl or POF).ti,ab.

TURNER SYNDROME/

((Turner? or Ullrich$ or Bonnevie$) adj2 (syndrome or mosaic$ or status)).ti,ab.
(gonadal dysgenesis or monosomy Xx).ti,ab.

or/41-48

exp ESTROGEN/

((oestrogen$ or estrogen$ or oestradiol or estradiol or estrone or oestrone) adj3 (replace$ or therap$ or
substitut$)).ti,ab.

exp GESTAGEN/

progest$.ti,ab.

MPA.ti,ab.

(bedol or climaval or elleste or estraderm or estradot or evorel or femseven or oestrogel or progynoval or prognova or
sandrena or zumenon).ti,ab.

(angelig or climagest or climesse or clinorette or femoston or indivina or kliofem or kliovance or novofem or nuvelle or
tridestra or trisequens).ti,ab.

"cyclo-progynova".ti,ab.

(premique or premak).ti,ab.

hormonin.ti,ab.

TESTOSTERONE/

testosterone.ti,ab.

TIBOLONE/

(tibolone or livial).ti,ab.

exp oral contraceptive agent/

(combined adj oral adj3 contraceptive?).ti,ab.

COCP.ti,ab.

(loestrin or mercilon or gedarel or femodette or sunya or millinette or elevin or levest or logynon or microgynon or
ovranette or rigevidon or triregol or binovum or brevinor or loestrin or norimin or ovysmen or synphase or trinovum or
marvelon or yasmin or femodene or katya or triadene or norinyl or glaira).ti,ab.

or/50-67

and/49,68

and/40,69

conference abstract.pt.

letter.pt. or LETTER/

note.pt.

editorial.pt.

CASE REPORT/ or CASE STUDY/

(letter or comment* or abstracts).ti.

or/71-76

RANDOMIZED CONTROLLED TRIAL/ or random?*.ti,ab.

77 not 78

ANIMAL/ not HUMAN/

NONHUMAN/

exp ANIMAL EXPERIMENT/

exp EXPERIMENTAL ANIMAL/

ANIMAL MODEL/

exp RODENT/

(rat or rats or mouse or mice).ti.

or/79-86
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88 70 not 87
89 limit 88 to english language

Diagnosis of premature ovarian insufficiency

Database: Medline

#
1
2
3
4
5
6
7
8
9
10
11
12
13

47
48
49
50
51
52
53
54
55
56
57

PRIMARY OVARIAN INSUFFICIENCY/

PREMATURE MENOPAUSE/

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or
incompet$ or syndrom$)).ti,ab.

((earl$ or prematur$) adj3 menopaus$).ti,ab.

(POI or POF).ti,ab.

or/1-5

exp MENSTRUAL CYCLE/

((ovar$ or endometri$ or menstru$) adj3 cycle?).ti,ab.

((period? or cycle? or menses or menstru?) adj3 (irregular$ or regular$ or nonregular or lenght$ or short$ or skip$ or
flows)).ti,ab.

MENSTRUATION DISTURBANCES/

AMENORRHEA/ or OLIGOMENORRHEA/

(amenorrh$ or oligomenorr$).ti,ab.

exp VASOMOTOR SYSTEM/

HOT FLASHES/

(hot adj (flash$ or flush$)).ti,ab.

(vasomotor adj symptom?).ti,ab.

SWEATING/

sweat$.ti,ab.

HYPERHIDROSIS/

(sleep adj3 disturb$).ti,ab.

"SLEEP INITIATION AND MAINTENANCE DISORDERS"/
insomnia?.ti,ab.

FEMALE UROGENITAL DISEASES/ or exp SEXUAL DYSFUNCTION, PHYSIOLOGICAL/ or VAGINISMUS/ or exp
VAGINITIS/ or exp VULVAR DISEASES/

VAGINAL DISEASES/

VAGINA/

ATROPHY/

and/25-26

DEHYDRATION/

((vagin$ or vulva?) adj3 (atroph$ or dry$ or irritat$)).ti,ab.
(discomfort or uncomfortable or pain$ or dyspareunia).ti,ab.
SEXUAL DYSFUNCTION, PSYCHOLOGICAL/

SEXUAL BEHAVIOR/

LIBIDO/

libido.ti,ab.

DYSPAREUNIA/

((altered or chang? or differ$) adj3 sexual adj3 (behavio?r$ or function$)).ti,ab.
MOOD DISORDERS/

(mood ad;j3 (disturbance or disorder)).ti,ab.

DEPRESSION/

ANXIETY/

AFFECTIVE SYMPTOMS/

STRESS, PSYCHOLOGICAL/

IRRITABLE MOOD/

(stress$ or emotion$ or depress$ or anxiety or anxious$).ti.

(stress$ or emotion$ or depress$ or anxiety or anxious$).ab. /freq=2
FOLLICLE STIMULATING HORMONE/ or FOLLICLE STIMULATING HORMONE, BETA SUBUNIT/ or
GLYCOPROTEIN HORMONES, ALPHA SUBUNIT/ or LUTEINIZING HORMONE/ or LUTEINIZING HORMONE,
BETA SUBUNIT/

(FSH or LH).ti,ab.

((follicule stimulat or lutein$) adj hormone?).ti,ab.

follitropin.ti,ab.

(interstitial cell stimulating adj4 hormone).ti,ab.

ANTI-MULLERIAN HORMONE/

(mullerian adj3 (factor? or substance? or hormone?)).ti,ab.
AMH.ti,ab.

(antral follicle? adj3 count$).ti,ab.

AFC.ti,ab.

exp INHIBINS/

inhibin$.ti,ab.
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L
58 ESTROGENS/ or ESTRADIOL/
59 (oestogen? or estrogen$ or estradiol or oestradiol).ti,ab.

60 exp OVARY/

61 ORGAN SIZE/

62 and/60-61

63 (ovar$ adj3 (volume or size)).ti,ab.

64 or/62-63

65 or/7-24,27-59,64

66 exp "SENSITIVITY AND SPECIFICITY"/
67 (sensitivity or specificity).ti,ab.

68 ((pre test or pretest or post test or posttest) adj probability).ti,ab.
69 (predictive value$ or PPV or NPV).ti,ab.
70 likelihood ratio$.ti,ab.

71 LIKELIHOOD FUNCTIONS/

72 (ROC curve$ or AUC).ti,ab.

73 (diagnos* adj2 (performance* or accurac* or utilit* or value* or efficien* or effectiveness)).ti,ab.
74 gold standard.ti,ab.
75 or/66-74

76 and/6,65,75
7 PRIMARY OVARIAN INSUFFICIENCY/ or PREMATURE MENOPAUSE/

78 di.fs.
79 77 and 78
80 or/76,79

81 LETTER/

82 EDITORIAL/

83 NEWS/

84 exp HISTORICAL ARTICLE/

85 ANECDOTES AS TOPIC/

86 COMMENT/

87 CASE REPORT/

88 (letter or comment* or abstracts).ti.
89 or/81-88

90 RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.
91 89 not 90

92 ANIMALS/ not HUMANS/

93 exp ANIMALS, LABORATORY/

94 exp ANIMAL EXPERIMENTATION/
95 exp MODELS, ANIMAL/

96 exp RODENTIA/

97 (rat or rats or mouse or mice).ti.

98 or/91-97

99 80 not 98

100 limit 99 to english language

Database: Medline In-Process
-—
((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).ti,ab.

hypoestrogen$.ti,ab.

((earl$ or prematur$) adj3 menopaus$).ti,ab.

(POI or POF).ti,ab.

or/1-4

((ovar$ or endometri$ or menstru$) adj3 cycle?).ti,ab.

((period? or cycle? or menses or menstru?) adj3 (irregular$ or regular$ or nonregular or lenght$ or short$ or skip$ or
flow$ or disturb$)).ti,ab.

8 (amenorrh$ or oligomenorr$).ti,ab.

9 (hot adj (flash$ or flush$)).ti,ab.

10 (vasomotor adj symptom?).ti,ab.

11  (sweat$ or hyperhidrosis).ti,ab.

12 sleep$.ti,ab.

13  insomnia?.ti,ab.

14  urogenital.ti,ab.

15 (sexual$ adj3 (dysfunction? or problem?)).ti,ab.

16  (vaginismus or vaginal atrophy).ti,ab.

17  ((vagin$ or vulva?) adj3 (atroph$ or dry$ or irritat$)).ti,ab.

18 (discomfort or uncomfortable or pain$ or dyspareunia).ti,ab.

19 libido.ti,ab.

20 ((altered or chang? or differ$) adj3 sexual adj3 (behavio?r$ or function$)).ti,ab.

21 (mood adj3 (disturbance or disorder)).ti,ab.

22 (stress$ or emotion$ or depress$ or anxiety or anxious$ or affective).ti.

~NOo ok wN
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23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45

(stress$ or emotion$ or depress$ or anxiety or anxious$ or affective).ab. /freq=2
((follitropin or follicle stimulating or lutein$) adj3 hormone?).ti,ab.

(FSH or LH).ti,ab.

((follicule stimulat or lutein$) adj hormone?).ti,ab.

follitropin.ti,ab.

(interstitial cell stimulating adj4 hormone).ti,ab.

(mullerian adj3 (factor? or substance? or hormone?)).ti,ab.
AMH.ti,ab.

(antral follicle? adj3 count$).ti,ab.

AFC.ti,ab.

inhibin$.ti,ab.

(oestogen? or estrogen$ or estradiol or oestradiol).ti,ab.

(ovar$ adj3 (volume or size)).ti,ab.

or/6-35

(sensitivity or specificity).ti,ab.

((pre test or pretest or post test or posttest) adj probability).ti,ab.
(predictive value$ or PPV or NPV).ti,ab.

(likelihood adj3 (ratio? or function?)).ti,ab.

(ROC curve$ or AUC).ti,ab.

(diagnos* adj2 (performance* or accurac* or utilit* or value* or efficien* or effectiveness)).ti,ab.
gold standard.ti,ab.

or/37-43

and/5,36,44

Database: Cochrane Central Register of Controlled Trials

L
1

2

w

PRIMARY OVARIAN INSUFFICIENCY/

PREMATURE MENOPAUSE/

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).ti,ab.

((earl$ or prematur$) adj3 menopaus$).ti,ab.

(POl or POF).ti,ab.

or/1-5

exp MENSTRUAL CYCLE/

((ovar$ or endometri$ or menstru$) adj3 cycle?).ti,ab.
((period? or cycle? or menses or menstru?) adj3 (irregular$ or regular$ or nonregular or lenght$ or short$ or skip$ or
flows)).ti,ab.

MENSTRUATION DISTURBANCES/

AMENORRHEA/ or OLIGOMENORRHEA/

(amenorrh$ or oligomenorr$).ti,ab.

exp VASOMOTOR SYSTEM/

HOT FLASHES/

(hot adj (flash$ or flush$)).ti,ab.

(vasomotor adj symptom?).ti,ab.

SWEATING/

sweat$.ti,ab.

HYPERHIDROSIS/

(sleep adj3 disturb$).ti,ab.

"SLEEP INITIATION AND MAINTENANCE DISORDERS"/
insomnia?.ti,ab.

FEMALE UROGENITAL DISEASES/ or exp SEXUAL DYSFUNCTION, PHYSIOLOGICAL/ or VAGINISMUS/ or exp
VAGINITIS/ or exp VULVAR DISEASES/

VAGINAL DISEASES/

VAGINA/

ATROPHY/

and/25-26

DEHYDRATION/

((vagin$ or vulva?) adj3 (atroph$ or dry$ or irritat$)).ti,ab.
(discomfort or uncomfortable or pain$ or dyspareunia).ti,ab.
SEXUAL DYSFUNCTION, PSYCHOLOGICAL/

SEXUAL BEHAVIOR/

LIBIDO/

libido.ti,ab.

DYSPAREUNIA/

((altered or chang? or differ$) adj3 sexual adj3 (behavio?r$ or function$)).ti,ab.
MOOD DISORDERS/

(mood adj3 (disturbance or disorder)).ti,ab.

DEPRESSION/

ANXIETY/

AFFECTIVE SYMPTOMS/
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42
43
44
45
46

47
48
49
50
51
52
53
54
55
56
57
58
59
60
61
62
63
64
65
66
67
68
69
70
71
72
73
74
75
76
7
78
79
80

STRESS, PSYCHOLOGICAL/

IRRITABLE MOOD/

(stress$ or emotion$ or depress$ or anxiety or anxious$).ti.

(stress$ or emotion$ or depress$ or anxiety or anxious$).ab. /freq=2
FOLLICLE STIMULATING HORMONE/ or FOLLICLE STIMULATING HORMONE, BETA SUBUNIT/ or
GLYCOPROTEIN HORMONES, ALPHA SUBUNIT/ or LUTEINIZING HORMONE/ or LUTEINIZING HORMONE, BETA
SUBUNIT/

(FSH or LH).ti,ab.

((follicule stimulat or lutein$) adj hormone?).ti,ab.

follitropin.ti,ab.

(interstitial cell stimulating adj4 hormone).ti,ab.

ANTI-MULLERIAN HORMONE/

(mullerian adj3 (factor? or substance? or hormone?)).ti,ab.
AMH.ti,ab.

(antral follicle? adj3 count$).ti,ab.

AFC.ti,ab.

exp INHIBINS/

inhibin$.ti,ab.

ESTROGENS/ or ESTRADIOL/

(oestogen? or estrogen$ or estradiol or oestradiol).ti,ab.

exp OVARY/

ORGAN SIZE/

and/60-61

(ovar$ adj3 (volume or size)).ti,ab.

or/62-63

or/7-24,27-59,64

exp "SENSITIVITY AND SPECIFICITY"/

(sensitivity or specificity).ti,ab.

((pre test or pretest or post test or posttest) adj probability).ti,ab.
(predictive value$ or PPV or NPV).ti,ab.

likelihood ratio$.ti,ab.

LIKELIHOOD FUNCTIONS/

(ROC curve$ or AUC).ti,ab.

(diagnos* adj2 (performance* or accurac* or utilit* or value* or efficien* or effectiveness)).ti,ab.
gold standard.ti,ab.

or/66-74

and/6,65,75

PRIMARY OVARIAN INSUFFICIENCY/ or PREMATURE MENOPAUSE/
di.fs.

77 and 78

or/76,79

Database: Cochrane Database of Systematic Reviews, Database of Abstracts of

Reviews of Effects
-—

2

w

PRIMARY OVARIAN INSUFFICIENCY .kw.

PREMATURE MENOPAUSE .kw.

((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).tw,tx.

((earl$ or prematur$) adj3 menopaus$).tw,tx.

(POI or POF).tw.

or/1-5

MENSTRUAL CYCLE .kw.

((ovar$ or endometri$ or menstru$) adj3 cycle?).tw,tx.
((period? or cycle? or menses or menstru?) adj3 (irregular$ or regular$ or nonregular or lenght$ or short$ or skip$ or
flows$)).tw,tx.

MENSTRUATION DISTURBANCES.kw.

(AMENORRHEA or OLIGOMENORRHEA).kw.

(amenorrh$ or oligomenorr$).tw,tx.

VASOMOTOR SYSTEM.kw.

HOT FLASHES .kw.

(hot adj (flash$ or flush$)).tw,tx.

(vasomotor adj symptom?).tw,tx.

SWEATING.kw.

sweat$.tw, tx.

HYPERHIDROSIS .kw.

(sleep adj3 disturb$).tw,tx.

"SLEEP INITIATION AND MAINTENANCE DISORDERS" .kw.
insomnia?.tw,tx.
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Em

23  (FEMALE UROGENITAL DISEASES or SEXUAL DYSFUNCTION, PHYSIOLOGICAL or VAGINISMUS or VAGINITIS
or VULVAR DISEASES).kw.

24  VAGINAL DISEASES. .kw.

25  VAGINA kw.

26 ATROPHY .kw.

27  and/25-26

28 DEHYDRATION.kw.

29  ((vagin$ or vulva?) adj3 (atroph$ or dry$ or irritat$)).tw,tx.

30 (discomfort or uncomfortable or pain$ or dyspareunia).tw,tx.

31 SEXUAL DYSFUNCTION, PSYCHOLOGICAL.kw.

32 SEXUAL BEHAVIOR.kw.

33  LIBIDO.kw.

34  libido.tw,tx.

35 DYSPAREUNIA kw.

36 ((altered or chang? or differ$) adj3 sexual adj3 (behavio?r$ or function$)).tw,tx.

37 MOOD DISORDERS.kw.

38 (mood adj3 (disturbance or disorder)).tw,tx.

39 DEPRESSION.kw.

40  ANXIETY.kw.

41  AFFECTIVE SYMPTOMS.kw.

42 STRESS, PSYCHOLOGICAL.kw.

43 IRRITABLE MOOD.kw.

44  (stress$ or emotion$ or depress$ or anxiety or anxious$).tw,tx.

45  (FOLLICLE STIMULATING HORMONE or FOLLICLE STIMULATING HORMONE, BETA SUBUNIT or
GLYCOPROTEIN HORMONES, ALPHA SUBUNIT or LUTEINIZING HORMONE or LUTEINIZING HORMONE, BETA
SUBUNIT).kw.

46  (FSH or LH).tw,tx.

47  ((follicule stimulat or lutein$) adj hormone?).tw,tx.

48  follitropin.tw,tx.

49  (interstitial cell stimulating adj4 hormone).tw,tx.

50 ANTI-MULLERIAN HORMONE.kw.

51  (mullerian adj3 (factor? or substance? or hormone?)).tw,tx.

52  AMH.tw,tx.
53 (antral follicle? adj3 count$).tw,tx.
54  AFC.tw,tx.

55  INHIBINS.kw.

56  inhibin$.tw,tx.

57 (ESTROGENS or ESTRADIOL).kw.

58 (oestogen? or estrogen$ or estradiol or oestradiol).tw,tx.
59 OVARY.kw.

60 ORGAN SIZE .kw.

61 and/59-60

62 (ovar$ adj3 (volume or size)).tw,tx.

63 o0r/61-62

64  or/7-24,27-58,63

65 "SENSITIVITY AND SPECIFICITY".kw.

66  (sensitivity or specificity).tw,tx.

67  ((pre test or pretest or post test or posttest) adj probability).tw,tx.
68 (predictive value$ or PPV or NPV).tw,tx.

69 likelihood ratio$.tw,tx.

70 LIKELIHOOD FUNCTIONS.kw.

71  (ROC curve$ or AUC).tw,tx.

72  (diagnos* adj2 (performance* or accurac* or utilit* or value* or efficien* or effectiveness)).tw,tx.
73  gold standard.tw,tx.

74  or/65-73

75 and/6,64,74

Database: Health Technology Assessment
m
1 PRIMARY OVARIAN INSUFFICIENCY/
2 PREMATURE MENOPAUSE/
3 ((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or incompet$
or syndrom$)).tw.
((earl$ or prematur$) adj3 menopaus$).tw.
(POI or POF).tw.
or/1-5
exp MENSTRUAL CYCLE/
((ovar$ or endometri$ or menstru$) adj3 cycle?).tw.
((period? or cycle? or menses or menstru?) adj3 (irregular$ or regular$ or nonregular or lenght$ or short$ or skip$ or
flows)).tw.
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10 MENSTRUATION DISTURBANCES/

11 AMENORRHEA/ or OLIGOMENORRHEA/

12 (amenorrh$ or oligomenorr$).tw.

13 exp VASOMOTOR SYSTEM/

14 HOT FLASHES/

15 (hot adj (flash$ or flush$)).tw.

16  (vasomotor adj symptom?).tw.

17 SWEATING/

18  sweat$.tw.

19 HYPERHIDROSIS/

20 (sleep adj3 disturb$).tw.

21  "SLEEP INITIATION AND MAINTENANCE DISORDERS"/

22  insomnia?.tw.

23 FEMALE UROGENITAL DISEASES/ or exp SEXUAL DYSFUNCTION, PHYSIOLOGICAL/ or VAGINISMUS/ or exp
VAGINITIS/ or exp VULVAR DISEASES/

24  VAGINAL DISEASES/

25 VAGINA/

26 ATROPHY/

27  and/25-26

28 DEHYDRATION/

29  ((vagin$ or vulva?) adj3 (atroph$ or dry$ or irritat$)).tw.

30 (discomfort or uncomfortable or pain$ or dyspareunia).tw.

31 SEXUAL DYSFUNCTION, PSYCHOLOGICAL/

32 SEXUAL BEHAVIOR/

33 LIBIDO/

34  libido.tw.

35 DYSPAREUNIA/

36 ((altered or chang? or differ$) adj3 sexual adj3 (behavio?r$ or function$)).tw.

37 MOOD DISORDERS/

38 (mood adj3 (disturbance or disorder)).tw.

39 DEPRESSION/

40 ANXIETY/

41  AFFECTIVE SYMPTOMS/

42 STRESS, PSYCHOLOGICAL/

43 IRRITABLE MOOD/

44 (stress$ or emotion$ or depress$ or anxiety or anxious$).tw.

45  FOLLICLE STIMULATING HORMONE/ or FOLLICLE STIMULATING HORMONE, BETA SUBUNIT/ or
GLYCOPROTEIN HORMONES, ALPHA SUBUNIT/ or LUTEINIZING HORMONE/ or LUTEINIZING HORMONE, BETA
SUBUNIT/

46  (FSH or LH).tw.

47  ((follicule stimulat or lutein$) adj hormone?).tw.

48  follitropin.tw.

49  (interstitial cell stimulating adj4 hormone).tw.

50 ANTI-MULLERIAN HORMONE/

51 (mullerian adj3 (factor? or substance? or hormone?)).tw.

52 AMH.tw.
53 (antral follicle? adj3 count$).tw.
54  AFC.tw.

55  exp INHIBINS/

56  inhibin$.tw.

57 ESTROGENS/ or ESTRADIOL/

58 (oestogen? or estrogen$ or estradiol or oestradiol).tw.

59 exp OVARY/

60 ORGAN SIZE/

61 and/59-60

62 (ovar$ adj3 (volume or size)).tw.

63 o0r/61-62

64  or/7-24,27-58,63

65 exp "SENSITIVITY AND SPECIFICITY"/

66  (sensitivity or specificity).tw.

67  ((pre test or pretest or post test or posttest) adj probability).tw.
68  (predictive value$ or PPV or NPV).tw.

69 likelihood ratio$.tw.

70  LIKELIHOOD FUNCTIONS/

71  (ROC curve$ or AUC).tw.

72 (diagnos* adj2 (performance* or accurac* or utilit* or value* or efficien* or effectiveness)).tw.
73  gold standard.tw.

74  or/65-73

75 and/6,64,74

76 PRIMARY OVARIAN INSUFFICIENCY/ or PREMATURE MENOPAUSE/
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77 difs.
78 76 and 77
79 or/75,78

Database: Embase

1 PREMATURE OVARIAN FAILURE/

2 EARLY MENOPAUSE/

3 ((premature or earl$) adj3 menopaus$).ti,ab.
4 ((primary or prematur$ or gonadotrop$ or hypergonadotrop$ or resist$) adj3 ovar$ adj3 (insuffic$ or fail$ or
incompet$ or syndrom$)).ti,ab.

(POl or POF).ti,ab.

or/1-5

exp MENSTRUATION DISORDER/
((irregular$ or regular$ or nonregular$) adj3 (menstrua$ or period? or cycle?)).ti,ab.
9 oligomenorr?ea$.ti,ab.

10 HOT FLUSH/

11 hot fl#sh$.ti,ab.

12 exp SWEATING/

13 sweat$.ti,ab.

14 VASOMOTOR DISORDER/

15 (vasomotor symptom? or VMS).ti,ab.

16 MOOD DISORDER/

17 DEPRESSION/

18 ANXIETY/

19 EMOTIONAL DISORDER/

20 MENTAL STRESS/

21 IRRITABILITY/

22 (stress$ or emotion$ or depress$ or anxiety or anxious$ or affective).ti.

23 (stress$ or emotion$ or depress$ or anxiety or anxious$ or affective).ab. /freq=2
24 FOLLITROPIN/

25 (follitropin? or follicle stimulating hormone? or FSH).ti,ab.

26 LUTEINIZING HORMONE/

27 (utropin or lutein$ or LH).ti,ab.

28 (interstitial cell stimulating adj4 hormone).ti,ab.
29 MULLERIAN INHIBITING FACTOR/

30 (mu?llerian adj3 (inhibit$ or regress$)).ti,ab.

31 ((antimu?llerian or anti mu?llerian) adj3 (hormone? or factor?)).ti,ab.
32 exp ESTROGEN/
33 (estrogen$ or oestrogen$ or estradiol or oestradiol).ti,ab.

34 INHIBIN A/

35 INHIBIN B/

36 inhibin$.ti,ab.

37 OVARY FOLLICLE/ or exp OVARY FOLLICLE CELL/
38 (antral follicle adj3 (count$ or number$)).ti,ab.

39 exp OVARY/

40 ORGAN SIZE/

41 and/39-40

42 or/7-38,41

43 "SENSITIVITY AND SPECIFICITY"/

44 (sensitivity or specificity).ti,ab.

45 ((pre test or pretest or post test or posttest) adj probability).ti,ab.
46 (predictive value$ or PPV or NPV).ti,ab.

47 likelihood ratio$.ti,ab.
48 (ROC curve$ or AUC).ti,ab.
49 (diagnos* adj2 (performance* or accurac* or utilit* or value* or efficien* or effectiveness)).ti,ab.

50 gold standard.ti,ab.

51 DIAGNOSTIC ACCURACY/ or DIAGNOSTIC TEST ACCURACY STUDY/
52 or/43-51

53 and/6,42,52

54 PREMATURE OVARIAN FAILURE/

55 EARLY MENOPAUSE/

56 or/54-55

57 di.fs.

58 and/56-57

59 or/53,58

60 conference abstract.pt.
61 letter.pt. or LETTER/
62 note.pt.
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63
64
65
66
67
68
69
70
71
72
73
74
75
76
7
78

Searches

editorial.pt.

CASE REPORT/ or CASE STUDY/
(letter or comment* or abstracts).ti.
or/60-65

RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.
66 not 67

ANIMAL/ not HUMAN/
NONHUMAN/

exp ANIMAL EXPERIMENT/

exp EXPERIMENTAL ANIMAL/
ANIMAL MODEL/

exp RODENT/

(rat or rats or mouse or mice).ti.
or/68-75

59 not 76

limit 77 to english language

Appendix F: Prisma flow charts

F.1 Diagnosis of perimenopause and postmenopause

Titles and abstracts
identified, N= 4792

X <

Full copies retrieved Excluded, N=4657
and assessed for
eliaibilitv. N= 135 (not relevant population,

design, intervention,
comparison, outcomes)

4 )

Publications included Publications
in review, N= 21 excluded from
review, N= 114

(refer to excluded
studies list)
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F.2 Classification systems for the diagnosis of menopause

Titles and abstracts
identified, N= 4781

3 !

Full copies retrieved Excluded, N=4689
and assessed for '
eliaibility, N= 92 (not relevant population,

design, intervention,
comparison, outcomes)

4 )

Publications included Publications
in review, N= 0 excluded from
review, N=92

(refer to excluded
studies list)

F.3 Information and advice

Titles and abstracts
identified, N= 3410

X '
4 )

Full copies retrieved Excluded. N=3238
and assessed for '
eliaibility. N= 172 (not relevant population,

design, intervention,
comparison, outcomes,
\ unable to retrieve) )

Publications included Publications excluded
in review, N= 36 from review, N= 136

(refer to excluded

ctiidiac liet)
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F.4 Managing short-term symptoms

Titles and abstracts
identified, N= 5998

3 !

Full copies retrieved Excluded, N=5049
and assessed for '
eliaibility, N= 949 (not relevant population,

design, intervention,
comparison, outcomes)

Publications included Publications excluded
in review, N= 120 from review, N= 829

(refer to excluded
studies list)

F.4.1 Urogenital atrophy

F.4.1.1 Short-term

Titles and abstracts
identified, N= 549

3 !

Full copies retrieved Excluded, N=484
and assessed for (not relevant population,
eligibility, N= 65 design, intervention,

comparison, outcomes)

Publications included Publications excluded
in review, N= 16 from review, N= 49
(refer to excluded
studies list)
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F.4.1.2 Long-term

Titles and abstracts
identified, N= 560

X <

Full copies retrieved Excluded, N=518
an_d _as_sessed for (not relevant population,
eligibility, N= 42 design, intervention,

comparison, outcomes)

Publications included Publications excluded
in review, N=5 from review, N= 37
(refer to excluded
studies list)

F.5 Review and referral

Titles and abstracts
identified, N= 1209

| !

Full copies retrieved Excluded, N=1198
and _a;_sesse_d for (not relevant population,
eligibility, N= 11 design, intervention,

comparison, outcomes,
unable to retrieve)

Publications included Publications excluded
in review, N=0 from review, N= 11
(refer to excluded
studies list)

National Collaborating Centre for Women and Children's Health
163



Menopause
Prisma flow charts

F.6 Starting and stopping HRT

Titles and abstracts
identified, N= 1545

3 !

Full copies retrieved Excluded. N=1535
and assessed for ’
eliaibility. N= 10 (not relevant population,

design, intervention,
comparison, outcomes)

Publications included Publications
in review, N= 4 excluded from
review, N= 6

(refer to excluded

studies list)
. J

F.7 Long-term benefits and risks of HRT

F.7.1 Venous thromboembolism

Titles and abstracts
identified, N= 5401

3 !

Full copies retrieved Excluded, N=5345
and assessed for '
eliqibilitv, N= 56 (not relevant population,

design, intervention,
comparison, outcomes)

(" )

Publications included Publications

in review, N= 15 excluded from
review, N= 41

(refer to excluded
studies list)
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F.7.2 Cardiovascular disease

Titles and abstracts
identified, N= 3014

1

Full copies retrieved
and assessed for
eliaibility, N= 161

!

e

\.

Excluded, N=2853

(not relevant population,
design, intervention,
comparison, outcomes)

\

J

Publications included
in review, N= 33

(refer to excluded
studies list

Publications excluded
from review, N= 128

F.7.3 Development of type 2 diabetes

Titles and abstracts
identified, N= 5341

1

Full copies retrieved
and assessed for
eliaibility, N=15

'

!

Excluded, N=5326

(not relevant population,
design, intervention,
comparison, outcomes)

Publications included
in review, N=4

r

.

Publications
excluded from
review, N=11

(refer to excluded
studies list)

J

National Collaborating Centre for Women and Children's Health

165



Menopause
Prisma flow charts

F.7.4 Management of type 2 diabetes — control of blood sugar

Titles and abstracts
identified, N= 497

3 !

Full copies retrieved Excluded, N=473
and assessed for '
eliaibility, N= 24 (not relevant population,

design, intervention,
comparison, outcomes)

Publications included Publications
in review, N=6 excluded from
review, N=18

(refer to excluded
studies list)

\. J

F.7.5 Breast Cancer

Titles and abstracts
identified, N= 5837

3 !

Full copies retrieved Excluded, N=5632
and assessed for ’
eliaibility, N= 205 (not relevant population,

design, intervention,
comparison, outcomes)

'

Publications included Publications excluded
in review, N= 28 from review, N= 177

(refer to excluded
studies list)

National Collaborating Centre for Women and Children's Health
166



Menopause
Prisma flow charts

F.7.6 Osteoporosis

Titles and abstracts
identified, N= 4608

3 !

Full copies retrieved Excluded, N= 4472
and assessed for '
eliaibility. N=136 (not relevant population,

design, intervention,
comparison, outcomes)

'

Publications included Publications
in review, N= 41 excluded from
review, N= 95

(refer to excluded

F.7.7 Dementia

Titles and abstracts
identified, N= 5791

X <

Full copies retrieved Excluded, N=5295
and assessed for '
eliaibility, N= 496 (not relevant population,

design, intervention,
comparison, outcomes)

'

Publications included Publications excluded
in review, N= 12 from review, N=484

(refer to excluded
studies list)
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F.7.8 Loss of muscle mass (sarcopenia)

Titles and abstracts
identified, N= 5614

3 !

Full copies retrieved Excluded, N=5567
and assessed for '
eliaibility, N= 47 (not relevant population,

design, intervention,
comparison, outcomes)

( )

Publications included Publications

in review, N=7 excluded from
review, N= 40

(refer to excluded
studies list)

F.8 Premature ovarian insufficiency

F.8.1 Diagnosis of premature ovarian insufficiency

Titles and abstracts
identified, N= 623

3 !

Full copies retrieved Excluded, N=582
and assessed for ’
eliaibility, N= 41 (not relevant population,

design, intervention,
comparison, outcomes)

(- )

Publications included Publications

in review, N= 3 excluded from
review, N= 38

(refer to excluded
studies list)

\. J
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F.8.2 Management of premature ovarian insufficiency

Titles and abstracts
identified, N=1712

Excluded, N= 1667

(not relevant population,
design, intervention,
comparison, outcomes)

|
Full copies retrieved
and assessed for
eliaibility, N= 45
Publications included Publications

in review, N=2 excluded from

review, N= 43

(refer to excluded
studies list)
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G.1 Diagnosis of perimenopause and menopause

Reason for Exclusion
No data could be extracted to
construct 2 x 2 table.

Includes women with POI only.

No data reported to allow construction
of 2 x 2 table for diagnostic accuracy.
Focus on fertility, not menopause.

No relevant outcomes of interest.

Symptoms examined in the study were
from the Somato-Vegetative domain of
MRC-II scale, which included hot
flushes, heart discomfort, sleep
problems, joint and muscle discomfort.
No relevant outcomes. Includes
women with POI only.

No outcomes of interest. Women with
POI only.

No data reported to allow construction
of 2 x 2 table for diagnostic accuracy.

No data reported to allow construction
of 2 x 2 table for diagnostic accuracy.



Menopause
Excluded studies

Study

Greene Climacteric Scale, Maturitas, 38, 123-128, 2001

Bastian,L.A., Couchman,G.M., Rimer,B.K., McBride,C.M., Feaganes,J.R.,
Siegler,l.C., Perceptions of menopausal stage and patterns of hormone
replacement therapy use, Journal of Women's Health, 6, 467-475, 1997
Bastian,L.A., Smith,C.M., Nanda,K., Is this woman perimenopausal?, JAMA, 289,
895-902, 2003

Bentzen,J.G., Forman,J.L., Johannsen,T.H., Pinborg,A., Larsen,E.C.,
Andersen,A.N., Ovarian antral follicle subclasses and anti-mullerian hormone
during normal reproductive aging, Journal of Clinical Endocrinology and
Metabolism, 98, 1602-1611, 2013

Blumel, J. E., Chedraui, P., Aedo, S., Fica, J., Mezones-Holguin, E., Baron, G.,
Bencosme, A., Benitez, Z., Bravo, L. M., Calle, A., Flores, D., Espinoza, M. T.,
Gomez, G., Hernandez-Bueno, J. A., Laribezcoa, F., Martino, M., Lima, S.,
Monterrosa, A., Mostajo, D., Ojeda, E., Onatra, W., Sanchez, H., Tserotas, K.,
Vallejo, M. S., Witis, S., Zuniga, M. C., Obesity and its relation to depressive
symptoms and sedentary lifestyle in middle-aged women, Maturitas, 80, 100-5,
2015

Blumel,J.E., Chedraui,P., Baron,G., Belzares,E., Bencosme,A., Calle,A.,
Danckers,L., Espinoza,M.T., Flores,D., Gomez,G., Hernandez-Bueno,J.A.,
Izaguirre,H., Leon-Leon,P., Lima,S., Mezones-Holguin,E., Monterrosa,A.,
Mostajo,D., Navarro,D., Ojeda,E., Onatra,W., Royer,M., Soto,E., Tserotas,K.,
Vallejo,S., Collaborative Group for Research of the Climacteric in Latin America
(REDLINC), A large multinational study of vasomotor symptom prevalence,
duration, and impact on quality of life in middle-aged women, Menopause, 18, 778-
785, 2011

Brambilla,D.J., McKinlay,S.M., Johannes,C.B., Defining the perimenopause for
application in epidemiologic investigations, American Journal of Epidemiology,
140, 1091-1095, 1994

Broekmans,F.J., Faddy,M.J., Scheffer,G., Te Velde,E.R., Antral follicle counts are
related to age at natural fertility loss and age at menopause, Menopause, 11, 607-
614, 2004

Broer,S.L., Eijkemans,M.J., Scheffer,G.J., van,Rooij,!, de,Vet A., Themmen,A.P.,
Laven,J.S., de Jong,F.H., Te Velde,E.R., Fauser,B.C., Broekmans,F.J., Anti-
mullerian hormone predicts menopause: a long-term follow-up study in
normoovulatory women, Journal of Clinical Endocrinology and Metabolism, 96,
2532-2539, 2011

Burger,H., The menopausal transition--endocrinology. [20 refs], Journal of Sexual
Medicine, 5, 2266-2273, 2008

Burger,H., Woods,N.F., Dennerstein,L., Alexander,J.L., Kotz,K., Richardson,G.,
Nomenclature and endocrinology of menopause and perimenopause, Expert
Review of Neurotherapeutics, 7, S35-S43, 2007

Burger,H.G., The menopause: When it is all over or is it?, Australian and New
Zealand Journal of Obstetrics and Gynaecology, 34, 293-295, 1994

Burger,H.G., Physiology and endocrinology of the menopause, Medicine, 34, 27-
30, 2006

Burger,H.G., Dudley,E.C., Cui,J., Dennerstein,L., Hopper,J.L., A prospective
longitudinal study of serum testosterone, dehydroepiandrosterone sulfate, and sex
hormone-binding globulin levels through the menopause transition, Journal of
Clinical Endocrinology and Metabolism, 85, 2832-2838, 2000

Burger,H.G., Hale,G.E., Robertson,D.M., Dennerstein,L., A review of hormonal
changes during the menopausal transition: focus on findings from the Melbourne
Women's Midlife Health Project. [57 refs], Human Reproduction Update, 13, 559-
565, 2007

Campbell,I.G., Bromberger,J.T., Buysse,D.J., Hall,M.H., Hardin,K.A., Kravitz,H.M.,
Matthews,K.A., Rasor,M.O., Utts,J., Gold,E., Evaluation of the association of
menopausal status with delta and beta EEG activity during sleep, Sleep, 34, 1561-
1568, 2011

Cervellati,C., Pansini,F.S., Bonaccorsi,G., Bergamini,C.M., Patella,A., Casali,F.,
Fantini,G.F., Pascale,G., Castaldini,C., Ferrazzini,S., Ridolfi,F., Cervellati,G.,
Cremonini,E., Christodoulou,P., Bagni,B., 17-estradiol levels and oxidative balance
in a population of pre-, peri-, and post-menopausal women, Gynecological
Endocrinology, 27, 1028-1032, 2011

Chakravarti,S., Collins,W.P., Forecast,J.D., Hormonal profiles after the
menopause, British Medical Journal, 2, 784-787, 1976

Chao,K.C., Ho,C.H., Shyong,W.Y., Huang,C.Y., Tsai,S.C., Cheng,H.Y., Chou,L.C.,
Lin,C.H., Li,H.Y., Anti-Mullerian hormone serum level as a predictive marker of
ovarian function in Taiwanese women, Journal of the Chinese Medical Association,
75, 70-74, 2012

Chedraui,P., Perez-Lopez,F.R., Sanchez,H., Sanchez,P., Miranda,O., Quispe,P.,
Madero-Trelles, T., Hidalgo,L., Arboleda,D., Lopez,G., Quintero,J.C., Application of
the 10-item Cervantes Scale among mid-aged Ecuadorian women for the
assessment of menopausal symptoms, Maturitas, 79, 100-105, 2014
Conway,G.S., Kaltsas,G., Patel,A., Davies,M.C., Jacobs,H.S., Characterization of
idiopathic premature ovarian failure, Fertility and Sterility, 65, 337-341, 1996

National Collaborating Centre for Women and Children's Health

170

Reason for Exclusion

No relevant outcomes. No comparison
of objectively defined pre, peri or
postmenopausal groups of women.
Systematic review

No data reported to allow construction

of 2 x 2 table for diagnostic accuracy.

No data could be extracted to
construct 2 x 2 table;

Data already included from Blumel
2012

No relevant outcomes. Predictive
testing.

No data reported to allow construction
of 2 x 2 table for diagnostic accuracy.

Predictive testing only. No data
reported to allow construction of 2 x 2
table for diagnostic accuracy.

Review article.

Review article.

Review article.
Review article

No data reported to allow construction
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Review article
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reported to allow construction of 2 x 2
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No data reported to allow construction
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No data reported to allow construction
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No data could be extracted to
construct 2 x 2 table;

Women with POI only.
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Reason for Exclusion

Assesses concordance between
recalled and daily self reporting of
symptoms only.

No data could be extracted to
construct 2 x 2 table;

No data could be extracted to
construct 2 x 2 table;

Longitudinal follow up data from
another included study (Dennerstein
1993)

No data reported to allow construction
of 2 x 2 table for diagnostic accuracy

No relevant outcomes.

No data reported to allow construction
of 2 x 2 table for diagnostic accuracy.

No data could be extracted to
construct 2 x 2 table.

No data could be extracted to
construct 2 x 2 table.

Predictive testing. No data reported to
allow construction of 2 x 2 table for
diagnostic accuracy.

Women had POI.

Prevalence of symptoms not
presented in association with
menopausal status.

Definition of menopause does not fit
inclusion criteria - defined as 6 months
of amenorrhoea.

No data reported to allow construction
of 2 x 2 table for diagnostic accuracy.

All women perimenopausal. Looks
only at predictive testing, not
diagnostic.

Unable to construct 2x2 grid for
diagnostic accuracy - although
percentage of subjects with symptoms
is presented (graphically) the number
of subjects at each stage of
menopausal transition cannot be
determined due to number of drop-
outs(unable to determine at what
stage the participants dropped out)
Longitudinal follow up data from
another included study (Dennerstein
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No relevant outcomes.

No relevant outcomes.
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No relevant outcomes. All women
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Reason for Exclusion
No outcomes of interest. Diagnostic
testing for POI.

No data could be extracted to
construct 2 x 2 table.

Review article.

No outcomes of interest.

No outcomes of interest.

Symptoms examined in the study were
from the Somato-Vegetative domain of
MRC-II scale, which included hot
flushes, heart discomfort, sleep
problems, joint and muscle discomfort.
No relevant outcomes.

PICO not met - no information on
whether women were pre or post
menopausal

Secondary analysis of data from
another included study (Gold 2000)

Longitudinal study of women through
the menopause transition. Data
presented for the same women at
several time point, therefore unable to
construct 2 x 2 table for diagnostic
accuracy.

No relevant outcomes.

Included women on HRT treatment or
not was not reported.

No relevant outcomes - assesses
secondary amenorrhoea, but not
menopause/perimenopause.
Indicators used were somatic-
vegetative symptoms of MRS scale,
which included muscle discomfort.
Women with POI only.

No data reported to allow construction
of 2 x 2 table for diagnostic accuracy.
No breakdown of prevalence of
symptoms according to menopausal
status.

About 40% of participants were on
HRT treatment.

No relevant outcomes. No data
reported to allow construction of 2 x 2
table for diagnostic accuracy.

No data could be extracted to

construct 2 x 2 table.

No data could be extracted to
construct 2 x 2 table;
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Reason for Exclusion
No data could be extracted to
construct 2 x 2 table.

The study did not report in/exclusion
criteria of recruitment, unclear whether
women on HRT treatment were
included or not.

No relevant clinical indicators
examined.

No data reported to allow construction
of 2 x 2 table for diagnostic accuracy.

The focus of the study was bleeding
during menopausal transition, no
relevant clinical indicator of interest
was examined.

No data reported to allow construction

of 2 x 2 table for diagnostic accuracy.

Included women were on HRT
treatment or not was not reported.

No data reported to allow construction
of 2 x 2 table for diagnostic accuracy.

Publication in Arabic language.

No data reported to allow construction
of 2 x 2 table for diagnostic accuracy.

No data reported to allow construction
of 2 x 2 table for diagnostic accuracy.

No data reported to allow construction
of 2 x 2 table for diagnostic accuracy.

No data reported to allow construction
of 2 x 2 table for diagnostic accuracy.

Use estradiol level to define
menopause.
No outcomes of interest. Considers

timing of ovulation in perimenopausal
women.

No data reported to allow construction
of 2 x 2 table for diagnostic accuracy.

No data reported to allow construction
of 2 x 2 table for diagnostic accuracy.

PICO not met - no analysis of
diagnostic accuracy for menopause

No relevant outcomes.

Conference abstract
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Reason for Exclusion
Secondary analysis of data from
another included study (Gold 2000)

No relevant outcomes - paper
assesses concordance of reporting
only.

No data reported to allow construction
of 2 x 2 table for diagnostic accuracy.

No data reported to allow construction
of 2 x 2 table for diagnostic accuracy.

No data reported to allow construction
of 2 x 2 table for diagnostic accuracy.

No data reported to allow construction
of 2 x 2 table for diagnostic accuracy.

No data could be extracted to
construct 2 x 2 table;

Predictive testing. No data reported to
allow construction of 2 x 2 table for
diagnostic accuracy.

Predictive testing. No data reported to
allow construction of 2 x 2 table for
diagnostic accuracy.

No data reported to allow construction
of 2 x 2 table for diagnostic accuracy.

No data reported to allow construction
of 2 x 2 table for diagnostic accuracy.

No data could be extracted to
construct 2 x 2 table.

Just median scores for VSM
symptoms measured by the Greene
Climacteric Scale were reported for
each menopausal transitional group.
No data could be extracted to
construct 2 x 2 table;

No relevant outcomes.

All women included were
postmenopausal.

No data reported to allow construction
of 2 x 2 table for diagnostic accuracy.

Predictive testing. No data reported to
allow construction of 2 x 2 table for
diagnostic accuracy.

Included women were on HRT
treatment or not was not reported.

No data could be extracted to
construct 2 x 2 table.

No data could be extracted to
construct 2 x 2 table.
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Reason for Exclusion
No data reported to allow construction
of 2 x 2 table for diagnostic accuracy.

of menopause

Reason for Exclusion
Describes symptoms, does not classify
stages of the menopause

Develops system to classify women
with breast cancer as pre, peri or
postmenopausal. No consideration of
clinical relevance of system, or other
protocol outcomes.

Evaluate symptoms, do not classify
stages of the menopause

MRS and symptom prevalance
reported according to menopausal
stages

Evaluate symptoms, not a
classification system
Commentary only.

Not a classification system

Does not classify stages of the
menopause

Does not classify stages of the
menopause, all women
perimenopausal

No relevant protocol outcomes

Does not classify stages of the
menopause

Only classify pre and perimenopausal
women

Report associations, not a
classification system

Does not classify stages of the
menopause

Evaluate ovary aging markers
according to STRAW groups. No
assessment of clinical relevance/other
outcomes of interest.

Predict time to postmenopause, do not
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vaginal pH and factors related to
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Reason for Exclusion

Evaluate symptom severity, do not
classify stages of the menopause
Compare pre and post, not a
classification system

Evaluate age at natural menopause,
do not classify stages of the
menopause

Do not classify stages of the
menopause

compares classification system but no
assessment of the clinical relevance or
other outcomes.

Predict the final menstrual period

Evaluate symptoms and association,
not a classifcation system

Evaluate human chorionic
gonadotropin in perimenopausal
women

Evaluate association, not a
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Only discuss STRAW system, not a
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No relevant protocol outcomes,
compare biphasic ovulatary cycles
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Determine final menstrual period

Proposed changes to STRAW system.
No assessment of clinical
relevance/diagnostic utility or other
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Reason for Exclusion
stages of the menopause

Do not classify stages of the
menopause, evaluate symptom
complaints from the MRS
Report FSH cutoff points, not a
classification system

Develop an algorithm to classify
stages, no relevant outcomes

Determine association, not a
classification system

Population did not fit UK setting, no
comparator group reported in study

Conference abstract. Publication of
study in 2014

Diagnose sexual dysfunction

Compares the accuracy of 2
algorithms for defining menopausal
status, but no assessment of clinical
relevance.

Compares 2 classification systems. No
assessment of clinical
relevance/diagnosticultility or other
outcomes of interest
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onset of menopause
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do not classify stages of the
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Reason for Exclusion
associaition, not a classification
system

Focus on vaginal pH, not a
classification system

Do not classify stages of the
menopause

Evaluate symptoms, do not classify
stages of the menopause

Evaluate symptoms, not a
classification system

Describe STRAW, not a RCT or
observational study

Do not classify stages of the
menopause

Association of covariates with
transition to STRAW stages.
Predict time to the final menstrual
period

Discuss methods for evaluating the
transition, not a RCT or observational
study

Effect of HRT use on the MRS

Not a classification system
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stages of the menopause
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menopause
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Do not classify stages of the
menopause
Predict time to menoapuse, do not

classify stages of the menopause
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stages of the menopause
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supplementation on post-menopausal urinary stress incontinence: a
double-blind placebo-controlled trial, British Journal of Obstetrics and
Gynaecology, 106, 711-718, 1999

Jacobs,A., Wegewitz,U., Sommerfeld,C., Grossklaus,R., Lampen,A.,
Efficacy of isoflavones in relieving vasomotor menopausal symptoms - A
systematic review. [75 refs], Molecular Nutrition and Food Research, 53,
1084-1097, 2009

Jacobson,J.S., Troxel,A.B., Evans,J., Klaus,L., Vahdat,L., Kinne,D.,
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Reason for Exclusion

Used oral estrogen preparation as
intervention

Article in German

Compared oral estrogen with
placebo.

Used a vaginal health index to score
outcomes of vaginal moisture,
vaginal fluid volume, vaginal
elasticity, and vagina mucosa
Compared two local estrogen
preparations.

Compared two local estrogen
preparations

Systemic hormone therapy
combined with local estrogen in the
treatment arm

Intervention not of interest to review
question.

Abstract

PICO not met: Study included
women with a range of disorders
including vaginal atrophy. Relevant
outcomes of vaginal dryness and
dyspareunia were combined and
assessed using a urogenital score.
Compared two local estrogen
preparations

Duplicate

Secondary publication of 319569

Duplicate

For short term review question

Duplicate

Compared local estrogen with
hyaluronic acid
Review

Used oral estrogen preparation as
intervention

Population (postmenopausal women
suffering from hot flushes) and
outcomes not relevant to review
protocol
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Reason for Exclusion

Not relevant intervention or
population

not an economic evaluation
Not an economic evaluation
Not an economic evaluation

Not an economic evaluation

Not an economic evaluation

Not an economic evaluation

Dated study focusing on facture and

myocardial infarction outcomes
Does not assess treatments of
interest

Not an economic evaluation
Incorrect timeframe as it is an
economic evaluation of long-term

HRT
Not an economic evaluation

Not an economic evaluation

Not an economic evaluation
Not an economic evaluation

Cost of illness study, not an
economic evaluation

Not an economic evaluation

Not an economic evaluation

Cost-analysis only

Study focused on intervention to
prevent fractures

Not an economic evaluation

Not an economic evaluation

Not an economic evaluation

Not directly related to menopause

Review article. Not an economic
evaluation

Analysis doesn't consider
vasomotor symptoms

Not an economic evaluation
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Reason for Exclusion

Cost analysis

WTP study. Not an economic
evaluation
WTP study. Not an economic
evaluation

Population is asymptomatic women

Not an economic evaluation

Reason for Exclusion

PICO not met - Population did not
have symptoms of urogenital atrophy
at baseline. Outcomes also not
relevant.

PICO not met - Outcomes of interest
not reported. Short-term review

PICO not met - Intervention (estradiol-
releasing vaginal ring combined with
oral progestogen) not of interest

After the 12 week treatment with
CE/placebo, all patients were followed
by open-label treatment with CE
cream for 40 weeks.

Short-term (12 weeks) which was
switched to open-label with all
receiving the same treatment.
Short-term review question

Short-term review

Short-term review

PICO not met - Intervention
(transdermal estradiol gel combined
with progesterone vaginal capsules)
not of interest

Secondary publication of 226136,
254703, and 319531

Systematic review

Short-term review

Systematic review of combination
hormone replacement therapy

Does not match review protocol
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Reason for Exclusion
Short-term review question

Short-term review

Open label trial that compared to
estrogen preparations.

Does not match review protocol

PICO not met - Intervention (estradiol-
releasing vaginal ring combined with
oral progestogen) not of interest

Short-term review question

Short-term review

Outcomes not relevant to protocol.

Systematic review of different forms of
hormone replacement therapy not
including local oestrogen

Compared two estrogen preparations.

PICO not met - Unclear if local
oestrogens use was long-term

PICO not met - Intervention (estradiol
combined with progesterone) not of
interest

For short term review question

For short term review question

Short-term review question

Secondary publication of 227345

Short-term review question

PICO not met - Intervention (oral
estradiol combined with intrauterine
levonorgestrel) not of interest

PICO not met - Intervention
(percutaneous estradiol combined with
intrauterine levonorgestrel or natural
progesterone) not of interest
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Reason for Exclusion

Two estrogen preparations were
compared.

Reason for Exclusion

Setting in Denmark. No "clinical
review" was examined, only reported
that "blood samples" were collected
after 0,6,and 12 months of
observation.

Study setting in the Netherlands. No
"clinical review" was assessed, just
reported that bone density was
assessed at 6-month intervals.
Study setting in Turkey.

Study carried out in Turkey.

Study setting in the US. No "clinical
review" was assessed, just reported
that bone mineral density was
assessed every 6 months for 2 years.
Study carried out in the US. Just
reported that after 3-month blood
sample was taken, no other details.

Setting in Ireland. No clinical review
was examined. Only reported
mammographic density changes were
seen after only 4-month in one patient.
Study setting in the US.

US setting. No "“clinical review" was
examined, just reported 6-month
intervals for clinical outcome
assessment and annually for clinical
visit. No information about clinical visit
was reported.

No "clinical review" was examined.
The effect of transdermal vs oral HRT
on bone density was examined. The
study just reported increase was seen
in transdermal group at 6-month and
12-month in the oral group.

Study setting in Thailand.

Reason for Exclusion
Conference abstract - data
subsequently published in Aslan
2006 (see included studies).
Intervention not relevant - women
randomized to stopping or not
stopping HRT before
mammography.
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Reason for Exclusion

Synopsis of an early publication on
experience after HRT
discontinuation. No relevant
comparison between tapered and
abrupt discontinuation was made.
Observational study asking women
to self report their method of
stopping and recurrence of
symptoms.

Not RCT - survey of physicians to
identify current recommended
practice for HRT discontinuation.
No comparison of methods of
discontinuation - only compares
women who discontinue treatment
with those who continue.

Reason for Exclusion
Summary of findings from WHI, no
new data.

Secondary publication from WHI
study. Relevant data included under
Manson 2013.

WHI publication, relevant results (risk
of VTE in relation to time since
menopause) extracted and reported
under Manson 2013.
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for the review.

Systematic review, no primary data.

Secondary publication of WHI data. No
relevant outcomes for the review.

Commentary on published meta-
analysis (Sare 2008). No additional
data.
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Mean age of participants > 65 years.
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data included under Manson 2012.
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Reason for Exclusion

Mean age of participants > 65 years,
and analysis only considers current
use compared to no current use.
Commentary on systematic review
(Miller 2002). No additional data.

Groups women taking oral
contraceptive pill and women taking
HRT together. No separate analysis
for women taking HRT only.
Includes oral contraceptive pill users
only, not HRT users.

Mean age of participants > 65 years.

Mean age of participants > 65 years.

Mean age of participants > 65 years.

Mean age of participants > 65 years.

Mean age of participants > 65 years.

Median age of participants > 65, and
study only compares current use of
HRT to no current use (not ever
use/past use).

Systematic review - no primary data.

Systematic review, no primary data.

Narrative review article.

Narrative review article.

Same cohort as

Secondary publication of WHI data. No
relevant outcomes for the review.

Mean age of participants over 65
years (65.8 years) and only assesses
current use of HRT compared to no
current use.

Secondary publication of data already
included in Daly. No additional
relevant outcomes to include.

Risk estimates not reported. Age
range not relevant to review question.
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Reason for Exclusion

Secondary publication of WHI data.
Updated data obtained from other
publications.

Meta-analysis - no primary data.

Relevant data included in Canonico
2007 (updated analysis of same group
of women with increased sample size).
Case-control study

Only compares current users of HRT
to non-users, and mean age of
participants was 68.5 years.

Mean age of participants > 65 years,
and analysis only considers current
use versus no current use.

Secondary publication of ESTHER
study with no relevant additional data
for the review.

Duplicate publication of the Million
Women Study, same results have
been reported under Benson 2012
included in the original review.
Mean age of participants > 65 years.

Review paper

Systematic review, no primary data.

Reason for Exclusion
Comments on WHI findings.

Participants aged 50-79 years, no
subgroup analysis was conducted.

Case-control study, odds ratio not
adjusted for any confounders.

Cross-sectional design

Women aged 44-71 were included
the study, no subgroup analysis by
age was conducted.

Study of small sample size (n=8);
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Reason for Exclusion
and mean age of participants was 68
years.

Participants aged 55-84 (mean: 71
years) were included, no subgroup
analysis was conducted.

Participants aged 50 and 69 years
were included, no relevant subgroup
analysis was conducted.

Women aged 44-78 years were
included, no relevant subgroup
analysis was conducted.

Single-centre clinical study, though
no randomization reported.

Re-analysis of WHI data by baseline
lipids and C-reactive level, all
women aged 50-79 years were
included.

Participants aged 40-79 years were
included, no subgroup analysis was
conducted.

Subjects were women aged 47-75
years, no subgroup analysis was
conducted.

Study of small sample size (n=30);
and only 24-hour blood pressure
change was examined.

WHI publication which mainly
focused on VTE outcome.

The comparison was made between
1712 estrodiol 3mg/day group and
1712 estrodiol 1.5mg/day, wrong
comparator.

Data can not be assessed as
necessary information not presented
(i.e. SD of mean change).

Participants (current HRT users)
aged 50-69 years were assessed,
no subgroup analysis was
conducted.

Cross-sectional study; high blood
pressure rather than blood pressure
change as the outcome.

Current HRT users with mean age of
67+11.2 years were assessed. No
subgroup analysis was conducted.

The NHS publication, subgroup
analysis was done by surgical vs.
natural menopausal women, not of
the GDG's interest.

Study of small sample size (n=38).

Women aged 50-79 years were
included, no subgroup analysis was
conducted.

Cross-sectional design.
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24-hour blood pressure change as
the outcome.

Women aged 46-93 years (mean:
68.9) were included, no relevant
subgroup analysis was conducted.

Subjects aged 40-74 years were
included, past use with a duration of
more than 5 years was examined
but HRT initiation age can't be
ascertained.

Study of small sample size (n=26).

The risk of HRT use on Ml was
compared with the expected risk of
Ml in the general population, while
participants in the general population
were also exposed to HRT use,
wrong comparator.

Wrong comparator. Relative risk of
incidence of stroke among HRT use
women was compared with the
expected by using standardized
incidence ratios from the general
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users and not individual level data)
Subjects aged 50-70 years were
included and only an overall risk
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Participants aged between 55 and
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no subgroup analysis was
conducted. Age of past use can't be
ascertained.

WHI CEE trial publication, relevant
data have been extracted under
Anderson 2004.

Case-control study, mean age of
subjects was 69. Past use of 6
months to 5 years was assessed but
HRT initiation time can't be
ascertained.

Re-analysis of HERS data by hot
flushes symptom at baseline. All
participants aged 44-79 years were
included, no analysis stratified by
age was done.

Participants aged 55-80 years were
included at baseline, no subgroup
analysis was performed.

Risk of HRT on CHD and stroke
among patients attending
menopause clinic was compared
with "expected risk" calculated from
a previous study where participants
were also exposed to HRT use,
wrong comparator.

Mean age of participants > 65 years
at baseline, no subgroup analysis
was done.

Women aged 30-79 years were
included (mean: 69.5), no subgroup
analysis was conducted.

Just the BP change of HRT group
assessed before and after the
intervention, no comparison group.
Discussion paper, no analysis
carried out.

The study was "nested" in a
diabetes prevention programme. All
participants were overweight or
obese, experiencing other
treatment/intervention as well at the
same time, e.g., metformin, intensive
lifestyle change.

Study of small size(n=29).

Change of CVD risk profile from
baseline rather than CVD event itself
was assessed as the outcome.

Participants aged between 30 and
79 years were included. Past HRT
use was examined but HRT initiation
age can't be ascertained.
Participants aged 50-78 years
(mean: 61.8+7.5) were included, no
relevant subgroup analysis was
carried out.

Participants aged 35-93 were
included, no subgroup analysis was
carried out.

Just before-and-after intervention
difference on BP of the same HRT
use group was assessed, no
comparator.

Study of small sample size (n=30).
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Participants aged 45 and older than
80 years, no relevant subgroup
analysis was conducted.

Women older than 18 years were
included (mean: 57.4+16.9, age
range not reported).

Re-analysis and discussion of WHI,
no data stratified by age, duration, or
type reported.

Interview of one of the WHI's leading
authors on the latest findings from
the study.

Cross-sectional study.

RR not adjusted for any
confounders.

No comparison Group

Subjects aged 43-70 years, no
subgroup analysis by age was
conducted.

Subjects aged 36-85 years were
included, no relevant subgroup
analysis was conducted.

Re-analysis of WHI data, all women
aged 50-79 years were included.

Women aged 16-94 (average:
58+17) years were included, no
subgroup analysis was conducted.

Only health women of 70-year-old
were included and examined.

Participants were hospitalised
patients with a mean age of 55
years, no age range reported nor
subgroup analysis conducted.
Participants aged 45-80 years were
included, no subgroup analysis was
conducted.

Women aged up to 80 years were
included; age of HRT initiation can't
be ascertained although past use
was assessed.

Women aged 50-79 years were
included, no relevant subgroup
analysis was conducted.

Participants older than 55 years
(mean: 68+7.8)were included, no
subgroup analysis was conducted.
Current HRT users with a mean age
of 63.1+8.6 years were assessed.
HRT initiation age can't be
ascertained.

Mean age of the participants was
60+9 years, no subgroup analysis
was conducted.

Women aged 48-70 years were
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included, no subgroup analysis was
conducted.

Subjects aged 44-101, no subgroup
analysis was conducted.

Participants aged between &%o= 75
to &%oq¥ 85 years were included.
HRT initiation time can't be
ascertained although HRT use with
a duration of 8%o0x 8 years was
examined.

Participants aged 54-68 years, no
relevant sub-group analysis was
conducted.

Women aged 45-74 were included,
no subgroup analysis was
conducted.

Review and discussion paper of
WHI. Results for women of all ages
were re-visited and discussed.
Women aged 44-75 years were
included, no subgroup analysis was
conducted.

Mean age of participants was 68
years, no age range reported, no
subgroup analysis was conducted.

Participants aged 30-79 years
(mean: 68 years) were included, no
relevant subgroup analysis was
conducted.

Participants aged 50-79 years were
included, no subgroup analysis was
conducted.

Risk of stroke in relation to HRT in
current users aged between 50 and
79 years was assessed, ho
subgroup analysis was conducted.
The study examined the effect of sex
hormone levels such as SHBG on
CVD, stratified by HRT use, no
relevant information reported.
Participants were current users of
estrogen, inclusive of those aged
between 50 and 80 years.

Subjects were women under 80
years of age, no subgroup analysis
was conducted.

Mean age of participants was 67.1
years, no subgroup analysis was
conducted.

The comparator group was the
"general population" not exposed to
HRT, where individual level data
(exposure) was not available nor can
be calculated.

Participants aged between less than
50 years and more than 60 years, no
subgroup analysis was conducted.
This study is assessing risk factors
for CVD in diabetic women taking
HRT. Diabetes can be a major
confounding factor in assessing
association between HRT and blood
pressure.

Participants aged 21-96 years
(mean: 64+10), no subgroup
analysis was conducted.

HRT was not examined as a risk
factor. It's the sex hormone profile in
the HRT and non-HRT groups were
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Reason for Exclusion
reported and compared.
Commentary.

Women aged 40-79 years were
included; and data were of
population level.

HERS, participants younger than 80
years were included, no subgroup
analysis was conducted.

Participants aged < 80 years were
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analysis was performed.

CVD risk profile by HRT initiation
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Reason for Exclusion

conducted.

Women aged 50-69 years old were
included (with those > 65 years
accounting for 40% of the
population), no subgroup analysis
was conducted.

Subjects aged 46-91 (mean 71)
were included, no subgroup analysis
was conducted.

HERS, participants younger than 80
years old were included, no
subgroup analysis was conducted.

WHI publication on estrogen plus
progestogen's effect on stroke,
relevant data has been reported
under Manson 2002.

Paper on WHI findings across
outcomes monitored. Relevant
reports discussed have been
examined in the original review.
Women aged 45-75 years were
included, no sub-group analysis was
conducted.

Current HRT users aged 45-80
years were included in the trial, no
subgroup analysis was conducted.
Re-analysis of WHI data by
metabolic syndrome at baseline,
participants aged 50-79 years were
all included in the analysis.

Participants aged between 60 and
70 or older (mean: 66+7.9). Time of
past use or HRT initiation age can't
be ascertained.

Subjects of or older than 55 years of
age were included (mean: 65), no
subgroup analysis was conducted.

WHI publication, just overall risk
estimates for all participants aged
50-79 were reported.

Reason for Exclusion

The study examined the risk of
developing diabetes associated with
sex hormone-binding globulin (SHBG),
hormone therapy use was controlled
for in the analysis model as a
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Was a prevalence study of sarcopenia.

Premenopausal women was
compared with postmenopausal
women using or not using HRT on the
risk of developing T2DM, wrong
comparator.

Cross-sectional study carried out
among Hispanic women in 11 Latin
American countries.
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Reason for Exclusion

T1DM and T2DM were lumped
together as the outcome, no seperate
analysis for T2DM only.

Outcomes did not match protocol

Outcomes not relevant.

Systematic review did not report type
of diabetes, individual studies checked

Systematic review, topic did not match
protocol

The outcome examined was impaired
fasting glucose (IFG) and impaired
glucose tolerance (IGT), which are
known to increase the risk of
developing diabetes. Subjects were
limited to those with a family history of
T2DM.

G.7.4 Management of type 2 diabetes — control of blood sugar

Reason for Exclusion
The study does not report a
comparator group

Crossover study, within patient
correlation not reported, data from
different timepoints not reported

Comparator is not a placebo

Insufficient data reported, dosage for
FPG not reported for raloxifene, no
HbA1lc value reported for
placebo/raloxifene at lower dose

Cross-sectional observational study,
blood glucose and HbA1c reported at
baseline only

Treatment groups not clearly defined
for HbAlc and blood glucose
outcomes, and data not reported in
text

Population not T2D

No indication of how perimenopausal
women in the study were classified,
no comparator group reported
Population not T2D

Type of diabetes population not
defined
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Reason for Exclusion

Outcomes reported were not of
interest to review

Systematic review on risk of T2DM,
and not impact of HRT on
menopausal women who already
have T2DM

Comparator or outcomes do not
match the protocol

No washout period mentioned

Outcome data was not reported for
T2D

Crossover study, does not report
within patient correlation, and data
from different timepoints not reported
Population not T2D

Systematic review, reported HbAlc
and blood glucose outcomes as
mixed population of T1D and T2D.
Studies in meta-analyses were
checked for inclusion in current
review

Reason for Exclusion
Meta-analysis of individual
participant data of studies already
included in review

Review

Population not relevant. Included
pre-menopausal, perimenopausal
and postmenopausal women.
Duplicate of 295534 which has
already been extracted.

Review

Secondary publication of 300918

Population not relevant to review
question. Women were aged 28-72
years and included pre, peri and
postmenopusal women.



Menopause
Excluded studies

Study

Beral,V., Breast cancer and hormone-replacement therapy in the Million Women
Study, Lancet, 362, 419-427, 2003

Beral,V., The Million Women Study: Design and characteristics of the study
population, Breast Cancer Research, 1, 73-80, 1999

Beral,V., Reeves,G., Bull,D., Green,J., Million Women,Study Collaborators, Breast
cancer risk in relation to the interval between menopause and starting hormone
therapy, Journal of the National Cancer Institute, 103, 296-305, 2011

Bergkvist,L., Adami,H.O., Persson,l., Hoover,R., Schairer,C., The risk of breast
cancer after estrogen and estrogen-progestogen replacement, New England Journal
of Medicine, 321, 293-297, 1989

Bitzer,J., Kenemans,P., Mueck,A.O., FSDeducation Group., Breast cancer risk in
postmenopausal women using testosterone in combination with hormone
replacement therapy. [23 refs], Maturitas, 59, 209-218, 2008

Bonds,D.E., Lasser,N., Qi,L., Brzyski,R., Caan,B., Heiss,G., Limacher,M.C., Liu,J.H.,
Mason,E., Oberman,A., O'Sullivan,M.J., Phillips,L.S., Prineas,R.J., Tinker,L., The
effect of conjugated equine oestrogen on diabetes incidence: The Women's Health
Initiative randomised trial, Diabetologia, 49, 459-468, 2006

Brinton,L.A., Brogan,D.R., Coates,R.J., Swanson,C.A., Potischman,N., Stanford,J.L.,
Breast cancer risk among women under 55 years of age by joint effects of usage of
oral contraceptives and hormone replacement therapy, Menopause, 5, 145-151,
1998

Brinton,L.A., Richesson,D., Leitzmann,M.F., Gierach,G.L., Schatzkin,A., Mouw,T.,
Hollenbeck,A.R., Lacey,J.V.,Jr., Menopausal hormone therapy and breast cancer
risk in the NIH-AARP Diet and Health Study Cohort, Cancer Epidemiology,
Biomarkers and Prevention, 17, 3150-3160, 2008

Calle,E.E., Feigelson,H.S., Hildebrand,J.S., Teras,L.R., Thun,M.J., Rodriguez,C.,
Postmenopausal hormone use and breast cancer associations differ by hormone
regimen and histologic subtype.[Erratum appears in Cancer. 2009 Apr
1;115(7):1587], Cancer, 115, 936-945, 2009

Calle,E.E., Feigelson,H.S., Hildebrand,J.S., Teras,L.R., Thun,M.J., Rodriguez,C.,
Postmenopausal hormone use and breast cancer associations differ by hormone
regimen and histologic subtype, Cancer, 115, 936-945, 2009

Calvocoressi,L., Stowe,M.H., Carter,D., Claus,E.B., Postmenopausal hormone
therapy and ductal carcinoma in situ: a population-based case-control study, Cancer
Epidemiology, 36, 161-168, 2012

Canonico,M., Fournier,A., Carcaillon,L., Olie,V., Plu-Bureau, Oger,E., Mesrine,S.,
Boutron-Ruault,M.C., Clavel-Chapelon,F., Scarabin,P.Y., Postmenopausal hormone
therapy and risk of idiopathic venous thromboembolism: results from the E3N cohort
study, Arteriosclerosis, Thrombosis and Vascular Biology, 30, 340-345, 2010
Catsburg,C., Gunter,M.J., Chen,C., Cote,M.L., Kabat,G.C., Nassir,R., Tinker,L.,
Wactawski-Wende,J., Page,D.L., Rohan,T.E., Insulin, estrogen, inflammatory
markers, and risk of benign proliferative breast disease, Cancer Research, 74, 3248-
3258, 2014

Cerne,J.Z., Novakovic,S., Frkovic-Grazio,S., Pohar-Perme,M., Stegel,V., Gersak,K.,
Estrogen metabolism genotypes, use of long-term hormone replacement therapy
and risk of postmenopausal breast cancer, Oncology Reports, 26, 479-485, 2011
Chen,C.L., Weiss,N.S., Newcomb,P., Barlow,W., White,E., Hormone replacement
therapy in relation to breast cancer, JAMA, 287, 734-741, 2002

Chen,F.P., Postmenopausal hormone therapy and risk of breast cancer. [57 refs],
Chang Gung Medical Journal, 32, 140-147, 2009

Chen,W., Petitti,D.B., Geiger,A.M., Mortality following development of breast cancer
while using oestrogen or oestrogen plus progestogen: a computer record-linkage
study, British Journal of Cancer, 93, 392-398, 2005

Chen,W.Y., Manson,J.E., Hankinson,S.E., Rosner,B., Holmes,M.D., Willett, W.C.,
Colditz,G.A., Unopposed estrogen therapy and the risk of invasive breast cancer,
Archives of Internal Medicine, 166, 1027-1032, 2006

Chlebowski,R.T., Estrogen plus progestogen increased long-term risk for invasive
breast cancer in postmenopausal women, Annals of Internal Medicine, 154, JC2-11,
2011

Chlebowski,R.T., Anderson,G.L., Changing concepts: Menopausal hormone therapy
and breast cancer, Journal of the National Cancer Institute, 104, 517-527, 2012
Chlebowski,R.T., Hendrix,S.L., Langer,R.D., Stefanick,M.L., Gass,M., Lane,D.,
Rodabough,R.J., Gilligan,M.A., Cyr,M.G., Thomson,C.A., Khandekar,J.,
Petrovitch,H., McTiernan,A., Investigators,W.H.l., Influence of estrogen plus
progestogen on breast cancer and mammaography in healthy postmenopausal
women: the Women's Health Initiative Randomized Trial, JAMA, 289, 3243-3253,
2003

Chlebowski,R.T., Manson,J.E., Anderson,G.L., Cauley,J.A., Aragaki,A.K.,
Stefanick,M.L., Lane,D.S., Johnson,K.C., Wactawski-Wende,J., Chen,C., Qi,L.,
Yasmeen,S., Newcomb,P.A., Prentice,R.L., Estrogen plus progestogen and breast
cancer incidence and mortality in the Women's Health Initiative Observational Study,
Journal of the National Cancer Institute, 105, 526-535, 2013

Colditz,G.A., Hankinson,S.E., Hunter,D.J., Willett, W.C., Manson,J.E., Stampfer,M.J.,
Hennekens,C., Rosner,B., Speizer,F.E., The use of estrogens and progestogens and

National Collaborating Centre for Women and Children's Health

245

Reason for Exclusion

Data already entered using study id
300217

Study protocol paper.

Million women study cohort. Data
extracted using study id 300217

Population included pre-menopausal
women

Review

QOutcomes were incident diabetes

Population not relevant to review
question. Population consisted of
women 20-44 years who had been
exposed to OCs and HRT.
Women were aged 50-71.
Confidence intervals not reported.

Reported HRs for breast cancer by
hormone regimen and histologic
subtypes of breast cancer
Population aged 50-74 years.
Population included those aged > 65

years.

Outcome not relevant

Evaluated endogenous estrogens.

Estimates for main outcomes not
provided

Population aged 50-74 years
Review

Explored survival after exposure to
hormone therapy at or in the year
prior to breast cancer diagnosis.
Part of the Nurses' Health Study
Cohort

Commentary

Review

Women aged 50-79 years.
Estimates not reported for < 65
years.

Participants were aged 50-79 years.
Estimates not reported for age < 65
years.

Duplicate publication



Menopause
Excluded studies

Study

the risk of breast cancer in postmenopausal women, New England Journal of
Medicine, 332, 1589-1593, 1995

Colditz,G.A., Stampfer,M.J., Willett, W.C., Hennekens,C.H., Rosner,B., Speizer,F.E.,
Prospective study of estrogen replacement therapy and risk of breast cancer in
postmenopausal women.[Erratum appears in JAMA 1991 Apr 10;265(14):1828],
JAMA, 264, 2648-2653, 1990

Colditz,G.A., Stampfer,M.J., Willett, W.C., Hennekens,C.H., Rosner,B., Speizer,F.E.,
Prospect study of estrogen replacement therapy and risk of breast cancer in
postemenopausal women, Journal of the American Medical Association, 264, 2648-
2653, 1990

Collins,J.A., Blake,J.M., Crosignani,P.G., Breast cancer risk with postmenopausal
hormonal treatment, Human Reproduction Update, 11, 545-560, 2005
Cordina-Duverger,E., Truong,T., Anger,A., Sanchez,M., Arveux,P., Kerbrat,P.,
Guenel,P., Risk of breast cancer by type of menopausal hormone therapy: a case-
control study among post-menopausal women in France, PLoS ONE [Electronic
Resource], 8, €78016-, 2013

Corrao,G., Zambon,A., Conti,V., Nicotra,F., La,Vecchia C., Fornari,C., Cesana,G.,
Contiero,P., Tagliabue,G., Nappi,R.E., Merlino,L., Menopause hormone replacement
therapy and cancer risk: an Italian record linkage investigation, Annals of Oncology,
19, 150-155, 2008

Costagliola,D., Observation versus intervention in the evaluation of drugs: the story
of hormone replacement therapy, Comptes Rendus Biologies, 330, 347-355, 2007
Culhane,N.S., Estrogen plus progestogen may increase incidence of dementia,
Journal of Family Practice, 52, 754-755, 2003

Cummings,S.R., Duong,T., Kenyon,E., Cauley,J.A., Whitehead,M., Krueger,K.A.,
Serum estradiol level and risk of breast cancer during treatment with raloxifene,
Journal of the American Medical Association, 287, 216-220, 2002

Cummings,S.R., Eckert,S., Krueger,K.A., Grady,D., Powles,T.J., Cauley,J.A.,
Norton,L., Nickelsen,T., Bjarnason,N.H., Morrow,M., Lippman,M.E., Black,D.,
Glusman,J.E., Costa,A., Jordan,V.C., The effect of raloxifene on risk of breast cancer
in postmenopausal women: results from the MORE randomized trial. Multiple
Outcomes of Raloxifene Evaluation, JAMA : the journal of the American Medical
Association, 281, 2189-2197, 1999

Cushman,M., Kuller,L.H., Prentice,R., Rodabough,R.J., Psaty,B.M., Stafford,R.S.,
Sidney,S., Rosendaal,F.R., Women's Health Initiative Investigators., Estrogen plus
progestogen and risk of venous thrombosis, JAMA, 292, 1573-1580, 2004
Cuzick,J., Hormone replacement therapy and the risk of breast cancer. [26 refs],
European Journal of Cancer, 44, 2344-2349, 2008

de Lauzon-Guillain,B., Fournier,A., Fabre,A., Simon,N., Mesrine,S., Boutron-
Ruault,M.C., Balkau,B., Clavel-Chapelon,F., Menopausal hormone therapy and new-
onset diabetes in the French Etude Epidemiologique de Femmes de la Mutuelle
Generale de I'Education Nationale (E3N) cohort, Diabetologia, 52, 2092-2100, 2009
Devor,M., Barrett-Connor,E., Renvall,M., Feigal,Jr, Ramsdell,J., Estrogen
replacement therapy and the risk of venous thrombosis, American Journal of
Medicine, 92, 275-282, 1992

Dupont,W.D., Page,D.L., Menopausal estrogen replacement therapy and breast
cancer, Archives of Internal Medicine, 151, 67-72, 1991

Dupont,W.D., Page,D.L., Rogers,L.W., Parl,F.F., Influence of exogenous estrogens,
proliferative breast disease, and other variables on breast cancer risk, Cancer, 63,
948-957, 1989

Espeland,M.A., Shumaker,S.A., Leng,l., Manson,J.E., Brown,C.M., LeBlanc,E.S.,
Vaughan,L., Robinson,J., Rapp,S.R., Goveas,J.S., Wactawski-Wende,J.,
Stefanick,M.L., Li,W., Resnick,S.M., WHIMSY Study Group., Long-term effects on
cognitive function of postmenopausal hormone therapy prescribed to women aged
50 to 55 years, JAMA Internal Medicine, 173, 1429-1436, 2013

Espeland,M.A., Tindle,H.A., Bushnell,C.A., Jaramillo,S.A., Kuller,L.H., Margolis,K.L.,
Mysiw,W.J., Maldjian,J.A., Melhem,E.R., Resnick,S.M., Women's Health Initiative
Memory Study., Brain volumes, cognitive impairment, and conjugated equine
estrogens, Journals of Gerontology Series A-Biological Sciences and Medical
Sciences, 64, 1243-1250, 2009

Ewertz,M., Influence of non-contraceptive exogenous and endogenous sex
hormones on breast cancer risk in Denmark, International Journal of Cancer, 42,
832-838, 1988

Fernandez,E., Gallus,S., Bosetti,C., Franceschi,S., Negri,E., La,VecchiaC, Hormone
replacement therapy and cancer risk: A systematic analysis from a network of case-
control studies, International Journal of Cancer, 105, 408-412, 2003

Fournier,A., Mesrine,S., Boutron-Ruault,M.C., Clavel-Chapelon,F., Estrogen-
progestagen menopausal hormone therapy and breast cancer: does delay from
menopause onset to treatment initiation influence risks?, Journal of Clinical
Oncology, 27, 5138-5143, 2009

Fournier,A., Mesrine,S., Dossus,L., Boutron-Ruault,M.C., Clavel-Chapelon,F.,
Chabbert-Buffet,N., Risk of breast cancer after stopping menopausal hormone
therapy in the E3N cohort, Breast Cancer Research and Treatment, 145, 535-543,
2014

National Collaborating Centre for Women and Children's Health

246

Reason for Exclusion

Data already extracted for NHS from
301487

Duplicate of 301170

Review paper

Cases were aged 25-75 years and
majority of participants started HRT
after the 65 year age cutoff.

Age range not relevant to review
question

Review

Outcome not relevant

Intervention was not HRT.

Intervention not HRT.

Outcome not relevant

Review

Outcome not relevant

Qutcome not relevant

Meta-analysis

Population and exposure not
relevant to review question.

QOutcome not relevant

QOutcome not relevant

Population not relevant to review
guestion. Consisted of pre, peri, and
postmenopausal women.

Population aged 45-79 years

Estimates only provided for the
association of HRT and breast
cancer risk according to timing of
treatment initiation.

Evaluated breast cancer outcomes
after stopping treatment with HRT.



Menopause
Excluded studies

Study

Galen,Buckwalter J., Crooks,V.C., Robins,S.B., Petitti,D.B., Hormone use and
cognitive performance in women of advanced age, Journal of the American
Geriatrics Society, 52, 182-186, 2004

Gambrell,R.D., Oral contraceptives, postmenopausal oestrogen-progestagen use
and breast cancer, Journal of Obstetrics and Gynaecology, 4, S121-S127, 1984

Gammon,M.D., Neugut,A.l., Santella,R.M., Teitelbaum,S.L., Britton,J.A., Terry,M.B.,
Eng,S.M., Wolff,M.S., Stellman,S.D., Kabat,G.C., Levin,B., Bradlow,H.L., Hatch,M.,
Beyea,J., Camann,D., Trent,M., Senie,R.T., Garbowski,G.C., Maffeo,C.,
Montalvan,P., Berkowitz,G.S., Kemeny,M., Citron,M., Schnabel,F., Schuss,A.,
Hajdu,S., Vincguerra,V., Collman,G.W., Obrams,G.I., The Long Island Breast Cancer
Study Project: Description of a multi-institutional collaboration to identify
environmental risk factors for breast cancer, Breast Cancer Research and
Treatment, 74, 235-254, 2002

Gapstur,S.M., Morrow,M., Sellers,T.A., Hormone replacement therapy and risk of
breast cancer with a favorable histology: Results of the lowa Women's Health Study,
Journal of the American Medical Association, 281, 2091-2097, 2141, 1999
Gaussoin,S.A., Espeland,M.A., Absher,J., Howard,B.V., Jones,B.M., Rapp,S.R.,
Ascertaining dementia-related outcomes for deceased or proxy-dependent
participants: an overview of the Women's Health Initiative Memory Study
supplemental case ascertainment protocol, International Journal of Geriatric
Psychiatry, 27, 205-214, 2012

Gertig,D.M., Fletcher,A.S., English,D.R., Macinnis,R.J., Hopper,J.L., Giles,G.G.,
Hormone therapy and breast cancer: what factors modify the association?,
Menopause, 13, 178-184, 2006

Giersig,C., Progestogen and breast cancer. The missing pieces of a puzzle. [21
refs][Erratum appears in Bundesgesundheitsblatt Gesundheitsforschung
Gesundheitsschutz. 2008 Aug;51(8):946], Bundesgesundheitsblatt,
Gesundheitsforschung, Gesundheitsschutz, 51, 782-786, 2008

Gramling,R., Eaton,C.B., Rothman,K.J., Cabral,H., Silliman,R.A., Lash,T.L.,
Hormone replacement therapy, family history, and breast cancer risk among
postmenopausal women, Epidemiology, 20, 752-756, 2009

Greiser,C.M., Greiser,E.M., Doren,M., Menopausal hormone therapy and risk of
breast cancer: a meta-analysis of epidemiological studies and randomized controlled
trials, Human Reproduction Update, 11, 561-573, 2005

Grimes,D.A., Lobo,R.A., Perspectives on the Women's Health Initiative trial of
hormone replacement therapy. [86 refs], Obstetrics and Gynecology, 100, 1344-
1353, 2002

Hadjisavvas,A., Loizidou,M.A., Middleton,N., Michael,T., Papachristoforou,R.,
Kakouri,E., Daniel,M., Papadopoulos,P., Malas,S., Marcou, Y., Kyriacou,K., An
investigation of breast cancer risk factors in Cyprus: A case control study, BMC
Cancer, 10, 2010. Article Number, -, 2010

Harman,S.M., Brinton,E.A., Clarkson,T., Heward,C.B., Hecht,H.S., Karas,R.H.,
Judelson,D.R., Naftolin,F., Is the WHI relevant to HRT started in the
perimenopause?, Endocrine, 24, 195-202, 2004

Harman,S.M., Naftolin,F., Brinton,E.A., Judelson,D.R., Is the estrogen controversy
over? Deconstructing the Women's Health Initiative study: a critical evaluation of the
evidence, Annals of the New York Academy of Sciences, 1052, 43-56, 2005
Harris,R.E., Namboodiri,K.K., Wynder,E.L., Breast cancer risk: effects of estrogen
replacement therapy and body mass, Journal of the National Cancer Institute, 84,
1575-1582, 1992

Heikkinen,J., Vaheri,R., Timonen,U., Long-term safety and tolerability of continuous-
combined hormone therapy in postmenopausal women: results from a seven-year
randomised comparison of low and standard doses.[Erratum appears in J Br
Menopause Soc. 2004 Dec;10(4):168], Journal of the British Menopause Society, 10,
95-102, 2004

Heiss,G., Wallace,R., Anderson,G.L., Aragaki,A., Beresford,S.A.A., Brzyski,R.,
Chlebowski,R.T., Gass,M., Lacroix,A., Manson,J.E., Prentice,R.L., Rossouw,J.,
Stefanick,M.L., Health risks and benefits 3 years after stopping randomized
treatment with estrogen and progestogen, JAMA - Journal of the American Medical
Association, 299, 1036-1045, 2008

Helzlsouer,K.J., Alberg,A.J., Bush,T.L., Longcope,C., Gordon,G.B., Comstock,G.W.,
A prospective study of endogenous hormones and breast cancer, Cancer Detection
and Prevention, 18, 79-85, 1994

Henderson,V.W., Benke,K.S., Green,R.C., Cupples,L.A., Farrer,L.A., MIRAGE Study
Group., Postmenopausal hormone therapy and Alzheimer's disease risk: interaction
with age, Journal of Neurology, Neurosurgery and Psychiatry, 76, 103-105, 2005
Henderson,V.W., Paganini-Hill,A., Miller,B.L., Elble,R.J., Reyes,P.F., Shoupe,D.,
McCleary,C.A,, Klein,R.A., Hake,A.M., Farlow,M.R., Estrogen for Alzheimer's
disease in women: Randomized, double-blind, placebo-controlled trial, Neurology,
54, 295-301, 2000

Herd,J.A., Gotto,A.M.,Jr., Does post-menopausal hormone-replacement therapy
increase risk for breast cancer? A perspective on the findings of the Nurses' Health

National Collaborating Centre for Women and Children's Health

247

Reason for Exclusion
QOutcome not relevant

Population not relevant to review
question. Population consisted of
pre and postmenopausal on different
types of OCs and HRT.

Population and
intervention/exposure not relevant to
review question.

Outcomes were histological types of
invasive breast cancer

Outcome not relevant

Age range not relevant to review
guestion. Assessed histological
subtypes of breast cancer.
Review

Secondary publication of WHI

Systematic Review

Review

Population not relevant to review
question.Population included all
women.

Review
Review
Population not relevant. Consisted of

women of all ages <30 to >80 years.

Outcomes reported not to be related
to intervention.

WHI trial. CEE MPA vs. placebo
phase. Data already extracted for
this.This report did not report data
for women aged < 65 years.

Intervention used endogenous
hormones

Qutcome not relevant

Qutcome not relevant

Review



Menopause
Excluded studies

Study

Study, Pharmacological Research, 32, 331-333, 1995

Herrington,D.M., Vittinghoff,E., Howard,T.D., Major,D.A., Owen,J., Reboussin,D.M.,
Bowden,D., Bittner,V., Simon,J.A., Grady,D., Hulley,S.B., Factor V Leiden, hormone
replacement therapy, and risk of venous thromboembolic events in women with
coronary disease, Arteriosclerosis, Thrombosis and Vascular Biology, 22, 1012-
1017, 2002

Hogervorst,E., Boshuisen,M., Riedel,W., Willeken,C., Jolles,J., The effect of
hormone replacement therapy on cognitive function in elderly women,
Psychoneuroendocrinology, 24, 43-68, 1999

Hogervorst,E., Boshuisen,M., Riedel,W., Willeken,C., Jolles,J., 1998 Curt P. Richter
Award. The effect of hormone replacement therapy on cognitive function in elderly
women, Psychoneuroendocrinology, 24, 43-68, 1999

Hou,N., Hong,S., Wang,W., Olopade,O.l., Dignam,J.J., Huo,D., Hormone
replacement therapy and breast cancer: heterogeneous risks by race, weight, and
breast density, Journal of the National Cancer Institute, 105, 1365-1372, 2013
Hulley,S., Furberg,C., Barrett-Connor,E., Cauley,J., Grady,D., Haskell,W., Knopp,R.,
Lowery,M., Satterfield,S., Schrott,H., Vittinghoff,E., Hunninghake,D.,
Noncardiovascular disease outcomes during 6.8 years of hormone therapy: Heart
and Estrogen/progestogen Replacement Study follow-up (HERS II), Journal of the
American Medical Association, 288, 58-66, 2002

Hulley,S., Furberg,C., Barrett-Connor,E., Cauley,J., Grady,D., Haskell,W., Knopp,R.,
Lowery,M., Satterfield,S., Schrott,H., Vittinghoff,E., Hunninghake,D., HERS
Research Group., Noncardiovascular disease outcomes during 6.8 years of hormone
therapy: Heart and Estrogen/progestogen Replacement Study follow-up (HERS 1),
JAMA, 288, 58-66, 2002

Humphrey,L.L., AHRQ, Hormone replacement therapy and breast cancer, AHRQ
Systematic Evidence Review No. 14, -, 2002

Hunt,K., Vessey,M., McPherson,K., Coleman,M., Long-term surveillance of mortality
and cancer incidence in women receiving hormone replacement therapy, British
Journal of Obstetrics and Gynaecology, 94, 620-635, 1987

Hvidtfeldt,U.A., Lange,T., Andersen,l., Diderichsen,F., Keiding,N., Prescott,E.,
Sorensen,T.l., Tjonneland,A., Rod,N.H., Educational Differences in Postmenopausal
Breast Cancer - Quantifying Indirect Effects through Health Behaviors, Body Mass
Index and Reproductive Patterns, PLoS ONE [Electronic Resource], 8, e78690-,
2013

James,R.E., Lukanova,A., Dossus,L., Becker,S., Rinaldi,S., Tjonneland,A., Olsen,A.,
Overvad,K., Mesrine,S., Engel,P., Clavel-Chapelon,F., Chang-Claude,J., Vrieling,A.,
Boeing,H., Schutze,M., Trichopoulou,A., Lagiou,P., Trichopoulos,D., Palli,D.,
Krogh,V., Panico,S., Tumino,R., Sacerdote,C., Rodriguez,L., Buckland,G.,
Sanchez,M.J., Amiano,P., Ardanaz,E., Bueno-de-Mesquita,B., Ros,M.M., van
Gils,C.H., Peeters,P.H., Khaw,K.T., Wareham,N., Key, T.J., Allen,N.E., Romieu,l.,
Siddig,A., Cox,D., Riboli,E., Kaaks,R., Postmenopausal serum sex steroids and risk
of hormone receptor-positive and -negative breast cancer: a nested case-control
study, Cancer Prevention Research, 4, 1626-1635, 2011

Kang,J.H., Grodstein,F., Postmenopausal hormone therapy, timing of initiation,
APOE and cognitive decline, Neurobiology of Aging, 33, 1129-1137, 2012
Kauppila,A., The use of oestrogens and progestogen and the risk of breast cancer in
post-menopausal women. G.A. Colditz et al. N. Engl. J. Med. 1995; 332: 1589-93,
Pharmacological Research, 32, 327-, 1995

Kerlikowske,K., Miglioretti,D.L., Ballard-Barbash,R., Weaver,D.L., Buist,D.S.,
Barlow,W.E., Cutter,G., Geller,B.M., Yankaskas,B., Taplin,S.H., Carney,P.A.,
Prognostic characteristics of breast cancer among postmenopausal hormone users
in a screened population, Journal of Clinical Oncology, 21, 4314-4321, 2003
Kessenich,C.R., Oestrogen plus progestogen increased risk of breast cancer in
postmenopausal women, Evidence-Based Nursing, 7, 16-, 2004

King,J., Wynne,C.H., Assersohn,L., Jones,A., Hormone replacement therapy and
women with premature menopause-a cancer survivorship issue, European Journal of
Cancer, 47, 1623-1632, 2011

La,Vecchia C., Menopause, hormone therapy and breast cancer risk, European
Journal of Cancer Prevention, 12, 437-438, 2003

Laliberte,F., Dea,K., Duh,M.S., Kahler,K.H., Rolli,M., Lefebvre,P., Does the route of
administration for estrogen hormone therapy impact the risk of venous
thromboembolism? Estradiol transdermal system versus oral estrogen-only hormone
therapy, Menopause, 18, 1052-1059, 2011

Lee,S., Kolonel,L., Wilkens,L., Wan,P., Henderson,B., Pike,M., Postmenopausal
hormone therapy and breast cancer risk: the Multiethnic Cohort, International Journal
of Cancer, 118, 1285-1291, 2006

Lee,S.A., Ross,R.K., Pike,M.C., An overview of menopausal oestrogen-progestogen
hormone therapy and breast cancer risk, British Journal of Cancer, 92, 2049-2058,
2005

Levi,F., Lucchini,F., Pasche,C., La,Vecchia C., Oral contraceptives, menopausal
hormone replacement treatment and breast cancer risk, European Journal of Cancer

National Collaborating Centre for Women and Children's Health

248

Reason for Exclusion

Outcome not relevant

Outcome not relevant

Outcome not relevant

Prevalence study. Duration of HRT
use unknown

Average age of participants at

baseline was 67 years and had
coronary heart disease at baseline.

Average age at enrolment was 67
years. Had pre-existing coronary
heart disease at enrolment.

Systematic review

Has an update which is studyid
229532

Population aged 50-70 years

Intervention/exposure not of
relevance to review question.

Outcome not relevant

Participants age not relevant to
review.

Participants aged 50-79 years

Part of the WHI trial which has
already been extracted. Data was
not reported for women aged < 65
years

Review

Review study

Qutcome not relevant

Population aged 45-75 years

Review

Population not relevant. Included
premenopausal, perimenopausal



Menopause
Excluded studies

Study

Prevention, 5, 259-266, 1996

Li,C.1., Daling,J.R., Haugen,K.L., Tang,M.T.C., Porter,P.L., Malone ,K.E., Use of
menopausal hormone therapy and risk of ductal and lobular breast cancer among
women 55-74 years of age, Breast Cancer Research and Treatment, 145, 481-489,
2014

Li,C.I., Daling,J.R., Malone,K.E., Bernstein,L., Marchbanks,P.A., Liff,J.M.,
Strom,B.L., Simon,M.S., Press,M.F., McDonald,J.A., Ursin,G., Burkman,R.T.,
Deapen,D., Spirtas,R., Relationship between established breast cancer risk factors
and risk of seven different histologic types of invasive breast cancer, Cancer
Epidemiology, Biomarkers and Prevention, 15, 946-954, 2006

Li,C.1., Malone,K.E., Porter,P.L., Lawton,T.J., Voigt,L.F., Cushing-Haugen,K.L.,
Lin,M.G., Yuan,X., Daling,J.R., Relationship between menopausal hormone therapy
and risk of ductal, lobular, and ductal-lobular breast carcinomas.[Erratum appears in
Cancer Epidemiol Biomarkers Prev. 2009 Oct;18(10):2803], Cancer Epidemiology,
Biomarkers and Prevention, 17, 43-50, 2008

Li,C.1., Malone,K.E., Porter,P.L., Lawton,T.J., Voigt,L.F., Cushing-Haugen,K.L.,
Ming,G.L., Yuan,X., Daling,J.R., Relationship between menopausal hormone therapy
and risk of ductal, lobular, and ductal-lobular breast carcinomas, Cancer
Epidemiology, Biomarkers and Prevention, 17, 43-50, 2008

Li,C.I., Weiss,N.S., Stanford,J.L., Daling,J.R., Hormone replacement therapy in
relation to risk of lobular and ductal breast carcinoma in middle-aged women,
Cancer, 88, 2570-2577, 2000

Li,R., Gilliland,F.D., Baumgartner,K., Samet,J., Hormone replacement therapy and
breast carcinoma risk in Hispanic and non-Hispanic women, Cancer, 95, 960-968,
2002

Lyytinen,H., Dyba,T., Pukkala,E., Ylikorkala,O., Do the dose or route of
administration of norethisterone acetate as a part of hormone therapy play a role in
risk of breast cancer: National-wide case-control study from Finland, International
Journal of Cancer, 127, 185-189, 2010

Lyytinen,H., Pukkala,E., Ylikorkala,O., Breast cancer risk in postmenopausal women
using estradiol-progestogen therapy, Obstetrics and Gynecology, 113, 65-73, 2009
Lyytinen,H., Pukkala,E., Ylikorkala,O., Breast cancer risk in postmenopausal women
using estrogen-only therapy, Obstetrics and Gynecology, 108, 1354-1360, 2006
Manson,J.E., Chlebowski,R.T., Stefanick,M.L., Aragaki,A.K., Rossouw,J.E.,
Prentice,R.L., Anderson,G., Howard,B.V., Thomson,C.A., LaCroix,A.Z., Wactawski-
Wende,J., Jackson,R.D., Limacher,M., Margolis,K.L., Wassertheil-Smoller,S.,
Beresford,S.A., Cauley,J.A., Eaton,C.B., Gass,M., Hsia,J., Johnson,K.C.,
Kooperberg,C., Kuller,L.H., Lewis,C.E., Liu,S., Martin,L.W., Ockene,J.K.,
O'Sullivan,M.J., Powell,L.H., Simon,M.S., Van,Horn L., Vitolins,M.Z., Wallace,R.B.,
Menopausal hormone therapy and health outcomes during the intervention and
extended poststopping phases of the Women's Health Initiative randomized trials,
JAMA, 310, 1353-1368, 2013

Manson,J.E., Rimm,E.B., Colditz,G.A., Willett, W.C., Nathan,D.M., Arky,R.A.,
Rosner,B., Hennekens,C.H., Speizer,F.E., Stampfer,M.J., A prospective study of
postmenopausal estrogen therapy and subsequent incidence of non-insulin-
dependent diabetes mellitus, Annals of Epidemiology, 2, 665-673, 1992
McDonald,J.A., Weiss,N.S., Daling,J.R., Francis,A.M., Polissar,L., Menopausal
estrogen use and the risk of breast cancer, Breast Cancer Research and Treatment,
7,193-199, 1986

McPherson,K., Mant,R., Dose and duration of hormone use: understanding the
effects of combined menopausal hormones on breast cancer better, 1976-2004. [20
refs], Journal of Epidemiology and Community Health, 59, 1078-1079, 2005
McTiernan,A., Thomas,D.B., Johnson,L.K., Roseman,D., Risk factors for estrogen
receptor-rich and estrogen receptor-poor breast cancers, Journal of the National
Cancer Institute, 77, 849-854, 1986

Munsell,M.F., Sprague,B.L., Berry,D.A., Chisholm,G., Trentham-Dietz,A., Body mass
index and breast cancer risk according to postmenopausal estrogen-progestogen
use and hormone receptor status, Epidemiologic Reviews, 36, 114-136, 2014
Nachtigall,L.E., Nachtigall,R.H., Nachtigall,R.D., Beckman,E.M., Estrogen
replacement therapy Il: a prospective study in the relationship to carcinoma and
cardiovascular and metabolic problems, Obstetrics and Gynecology, 54, 74-79, 1979
Nachtigall,M.J., Smilen,S.W., Nachtigall,R.D., Nachtigall,R.H., Nachtigall,L.E.,
Incidence of breast cancer in a 22-year study of women receiving estrogen-
progestogen replacement therapy, Obstetrics and Gynecology, 80, 827-830, 1992

Nanda,K., Bastian,LA, Schulz,K, Hormone replacement therapy and the risk of death
from breast cancer: a systematic review (Structured abstract), American Journal of
Obstetrics and Gynecology, 186, 325-224, 2002

Newcomb,P.A., Titus-Ernstoff,L., Egan,K.M., Trentham-Dietz,A., Baron,J.A.,
Storer,B.E., Willett, W.C., Stampfer,M.J., Postmenopausal estrogen and progestogen

National Collaborating Centre for Women and Children's Health

249

Reason for Exclusion
and postmenopausal women
Population aged 55-74 years

Outcomes were subtypes of
histological cancers

Duplicate of 267567

Assessed histological types of
cancer

Included pre and perimenopausal
women in analyses. Reported
histologic types of breast carcinoma
as outcomes

Population aged 30-74 years

Duplicate of 314676 which has
already been extracted.

Population aged 50-85 years
Outcome estimates not relevant.

Duplicate of the WHI

QOutcome not relevant

Age range and estimates reported
not relevant to review

Review

Intervention/exposure not relevant to
review question.

Meta-analysis

Estimates not reported for Breast
cancer. No cases of cancer reported
in treated group.

Only post-intervention result of the
RCT was reported. During the 12
years post-stopping phase, about
38% original placebo users switched
to use HRT and were counted as
HRT users in the analysis for the
result reported.

Systematic review

Included participants aged > 65
years



Menopause
Excluded studies

Study

use in relation to breast cancer risk, Cancer Epidemiology, Biomarkers and
Prevention, 11, 593-600, 2002

Newcomer,L.M., Newcomb,P.A., Potter,J.D., Yasui,Y., Trentham-Dietz,A.,
Storer,B.E., Longnecker,M.P., Baron,J.A., Daling,J.R., Postmenopausal hormone
therapy and risk of breast cancer by histologic type (United States), Cancer Causes
and Control, 14, 225-233, 2003

Nozaki,M., Koera,K., Nagata,H., Nakano,H., Hormone replacement therapy and
breast cancer risk in Kyushu University Hospital: supporting the Women's Health
Initiative study, Journal of Obstetrics and Gynaecology Research, 30, 297-302, 2004
Olsson,H.L., Ingvar,C., Bladstrom,A., Hormone replacement therapy containing
progestogens and given continuously increases breast carcinoma risk in Sweden,
Cancer, 97, 1387-1392, 2003

Onnis,A., Marchetti,M., Graziottin,A., Hormones and risk of breast cancer, European
Journal of Gynaecological Oncology, 4, 13-17, 1983

Park,S.B., Shin,H.R., Lee,S.Y., A population-based cohort study of HRT use and
breast cancer in Korea, Asia-Pacific Journal of Public Health, 24, 415-422, 2012
Pasco,J.A., Kotowicz,M.A., Henry,M.J., Sanders,K.M., Nicholson,G.C., Health
outcomes associated with hormone therapy in australian women, Current Drug
Safety, 4, 169-172, 2009

Persson,|., Thurfjell,E., Bergstrom,R., Holmberg,L., Hormone replacement therapy
and the risk of breast cancer. Nested case- control study in a cohort of Swedish
women attending mammography screening, International Journal of Cancer, 72,
758-761, 1997

Persson,l., Thurfjell,E., Bergstrom,R., Holmberg,L., Hormone replacement therapy
and the risk of breast cancer. Nested case-control study in a cohort of Swedish
women attending mammography screening, International Journal of Cancer, 72,
758-761, 1997

Persson,l., Yuen,J., Bergkvist,L., Schairer,C., Cancer incidence and mortality in
women receiving estrogen and estrogen-progestogen replacement therapy--long-
term follow-up of a Swedish cohort, International Journal of Cancer, 67, 327-332,
1996

Persson,l., Yuen,J., Bergkvist,L., Schairer,C., Cancer incidence and mortality in
women receiving estrogen and estrogen- progestogen replacement therapy - Long-
term follow-up of a Swedish cohort, International Journal of Cancer, 67, 327-332,
1996

Petitti,D.B., Crooks,V.C., Chiu,V., Buckwalter,J.G., Chui,H.C., Incidence of dementia
in long-term hormone users, American Journal of Epidemiology, 167, 692-700, 2008
Pike,M.C., Kolonel,L.N., Henderson,B.E., Wilkens,L.R., Hankin,J.H., Feigelson,H.S.,
Wan,P.C., Stram,D.O., Nomura,A.M., Breast cancer in a multiethnic cohort in Hawaii
and Los Angeles: risk factor-adjusted incidence in Japanese equals and in
Hawaiians exceeds that in whites, Cancer Epidemiology, Biomarkers and
Prevention, 11, 795-800, 2002

Pike,M.C., Ross,R.K., Progestogens and menopause: epidemiological studies of
risks of endometrial and breast cancer, Steroids, 65, 659-664, 2000

Porch,J.V., Lee,l.M., Cook,N.R., Rexrode,K.M., Burin,J.E., Estrogen-progestogen
replacement therapy and breast cancer risk: the Women's Health Study (United
States), Cancer Causes and Control, 13, 847-854, 2002

Prentice,R.L., Postmenopausal hormone therapy and the risks of coronary heart
disease, breast cancer, and stroke, Seminars in Reproductive Medicine, 32, 419-
425, 2014

Prentice,R.L., Manson,J.E., Langer,R.D., Anderson,G.L., Pettinger,M., Jackson,R.D.,
Johnson,K.C., Kuller,L.H., Lane,D.S., Wactawski-Wende,J., Brzyski,R., Allison,M.,
Ockene,J., Sarto,G., Rossouw,J.E., Benefits and risks of postmenopausal hormone
therapy when it is initiated soon after menopause, American Journal of
Epidemiology, 170, 12-23, 2009

Pukkala,E., Tulenheimo-Silfvast,A., Leminen,A., Incidence of cancer among women
using long versus monthly cycle hormonal replacement therapy, Finland 1994-1997,
Cancer Causes and Control, 12, 111-115, 2001

Rebbeck,T.R., Friebel,T., Wagner,T., Lynch,H.T., Garber,J.E., Daly,M.B., Isaacs,C.,
Olopade,O.l., Neuhausen,S.L., van,'t,V, Eeles,R., Evans,D.G., Tomlinson,G.,
Matloff,E., Narod,S.A., Eisen,A., Domchek,S., Armstrong,K., Weber,B.L., PROSE
Study Group., Effect of short-term hormone replacement therapy on breast cancer
risk reduction after bilateral prophylactic oophorectomy in BRCA1 and BRCA2
mutation carriers: the PROSE Study Group, Journal of Clinical Oncology, 23, 7804-
7810, 2005

Rebbeck,T.R., Troxel,A.B., Shatalova,E.G., Blanchard,R., Norman,S., Bunin,G.,
DeMichele,A., Schinnar,R., Berlin,J.A., Strom,B.L., Lack of effect modification
between estrogen metabolism genotypes and combined hormone replacement
therapy in postmenopausal breast cancer risk, Cancer Epidemiology Biomarkers and
Prevention, 16, 1318-1320, 2007

Reeves,G.K., Beral,V., Green,J., Gathani,T., Bull,D., Million Women,Study
Collaborators, Hormonal therapy for menopause and breast-cancer risk by
histological type: a cohort study and meta-analysis, Lancet Oncology, 7, 910-918,
2006

National Collaborating Centre for Women and Children's Health

250

Reason for Exclusion

Age range not relevant to review.
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hazard ratios of breast cancer
associated with type of HRT use
QOutcomes not relevant to review
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Reason for Exclusion

Used HRT prevalence to determine
RRs.

Outcome not relevant

Population not relevant to review
question.

Exposure was serum levels of
hormones

Age range at HRT initiation not
relevant to review

Used oestrogen users as reference.

QOutcome not relevant

Outcome not relevant

Reason for Exclusion
Commentary on another study
(Hutchinson 1979). No primary data.
Brief summary of clinical trial results
(evidence from NORA study).
Outcomes did not match protocol

Outcomes did not match protocol

Study design did not match protocol

Cohort study. Does not present
adjusted odds ratio for fracture and
HRT use. Only states that HRT was
not an independent predictor after
adjustment for all variables.

Study participants aged 60 to 70
years, with a mean age of 65.2 years.

Commentary on another clinical trial
(WHI), no primary data.

Conference abstract only.

No additional fracture data beyond
other WHI publications.

Outcomes did not match protocol

Unclear reporting of number of
patients with fractures
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Reason for Exclusion

Mean age of participants 67 years.

Outcome of all-cause mortality only -
no fracture data or fracture-specific
mortality data.

All women aged over 65 years.

Abstract and commentary for 1998
study

This is an executive summary and did
not contain results of systematic
review

Abstract and commentary for 2001
paper

Abstract and commentary for 1999
paper

Abstract and commentary of 2009
paper

Abstract and commentary for 2002
paper, checked systematic review for
individual studies

Intervention/comparator did not match
protocol

Interventions/comparator did not
match protocol

Conference abstract only.

No overall assessment of BMD related
to HRT, only considers change in bone
mass distribution.

Mean age of participants 68.3 years.

Population did not match protocol

Study did not report any data on
fractures

Clinical opinion article, no primary
data.

Studies included in the systematic
review were checked, included in
review

Study presents observational follow up
for 6 years of women initially recruited
to a 2 year RCT, therefore treated as
cohort study. However, absolute
fracture rates reported only, no
adjustment for potential confounders.
Retrospective cohort study. Data
presented are not adjusted for
potential confounders.

No assessment of HRT use.



Menopause
Excluded studies

Study

loss, forearm bone density and bone loss in menopausal women: a 15-year
prospective study. The Nord-Trondelag Health Study, Norway, Osteoporosis
International, 18, 1261-1269, 2007

Gallagher,J.C., Fowler,S.E., Detter,J.R., Sherman,S.S., Combination treatment
with estrogen and calcitriol in the prevention of age-related bone loss, Journal of
Clinical Endocrinology and Metabolism, 86, 3618-3628, 2001

Gallagher,J.C., Lindsay,R., Pan,K., Ryan,K.A., Mirkin,S., Chines,A.A.,
Bazedoxifene/conjugated estrogens: Effects on bone mineral density and bone
turnover markers in a double-blind, randomized, placebo-and active-controlled
phase 3 study, Osteoporosis International, 23, S63-S64, 2012

Garnero,P., Tsouderos,Y., Marton,|., Pelissier,C., Varin,C., Delmas,P.D., Effects of
intranasal 17beta-estradiol on bone turnover and serum insulin-like growth factor |
in postmenopausal women, Journal of Clinical Endocrinology and Metabolism, 84,
2390-2397, 1999

Greenspan,S.L., Resnick,N.M., Parker,R.A., Combination therapy with hormone
replacement and alendronate for prevention of bone loss in elderly women: a
randomized controlled trial, JAMA, 289, 2525-2533, 2003

Greenspan,S.L., Resnick,N.M., Parker,R.A., The effect of hormone replacement on
physical performance in community-dwelling elderly women, American Journal of
Medicine, 118, 1232-1239, 2005

Grob,K.W., Stevermer,J.J., Does estrogen/progestogen therapy in post-
menopausal women decrease their risk of fracture?, Journal of Family Practice, 50,
926-, 2001

Grodstein,F., Stampfer,M.J., Falkeborn,M., Naessen,T., Persson,l.,
Postmenopausal hormone therapy and risk of cardiovascular disease and hip
fracture in a cohort of Swedish women, Epidemiology, 10, 476-480, 1999

Hailey D, Sampietro&€ « Colom L, Marshall D, Rico R, Granados A, Asua J., The
effectiveness of bone density measurement and associated treatments for
prevention of fractures: an international collaborative review, International Journal
of Technology Assessment in Health Care, 14, 237-254, 2014

Herrington,D.M., Reboussin,D.M., Brosnihan,K.B., Sharp,P.C., Shumaker,S.A.,
Snyder,T.E., Furberg,C.D., Kowalchuk,G.J., Stuckey,T.D., Rogers,W.J.,
Givens,D.H., Waters,D., Effects of estrogen replacement on the progression of
coronary-artery atherosclerosis, New England Journal of Medicine, 343, 522-529,
2000

Hulley,S., Furberg,C., Barrett-Connor,E., Cauley,J., Grady,D., Haskell,W.,
Knopp,R., Lowery,M., Satterfield,S., Schrott,H., Vittinghoff,E., Hunninghake,D.,
HERS Research Group., Noncardiovascular disease outcomes during 6.8 years of
hormone therapy: Heart and Estrogen/progestogen Replacement Study follow-up
(HERS 1), JAMA, 288, 58-66, 2002

Hutchinson, T.A., Polansky,S.M., Feinstein,A.R., Post-menopausal oestrogens
protect against fractures of hip and distal radius. A case-control study, Lancet, 2,
705-709, 1979

Ishida,Y., Kawai,S., Comparative efficacy of hormone replacement therapy,
etidronate, calcitonin, alfacalcidol, and vitamin K in postmenopausal women with
osteoporosis: The Yamaguchi Osteoporosis Prevention Study, American Journal of
Medicine, 117, 549-555, 2004

Jensen,G.F., Christiansen,C., Transbol,l., Fracture frequency and bone
preservation in postmenopausal women treated with estrogen, Obstetrics and
Gynecology, 60, 493-496, 1982

Jensen,J., Christiansen,C., Rodbro,P., Cigarette smoking, serum estrogens, and
bone loss during hormone-replacement therapy early after menopause, New
England Journal of Medicine, 313, 973-975, 1985

Karim,R., Dell,R.M., Greene,D.F., Mack,W.J., Gallagher,J.C., Hodis,H.N., Hip
fracture in postmenopausal women after cessation of hormone therapy: results
from a prospective study in a large health management organization, Menopause,
18, 1172-1177, 2011

Kearns,A.E., Miyabara,Y., Miller,V.M., Effects of menopausal hormone therapy on
bone mineral density and coronary artery calcification in early menopause,
Menopause, 19, 1390-, 2012

Kiel,D.P., Felson,D.T., Anderson,J.J., Wilson,P.W., Moskowitz,M.A., Hip fracture
and the use of estrogens in postmenopausal women. The Framingham Study, New
England Journal of Medicine, 317, 1169-1174, 1987

Komulainen,M., Tuppurainen,M.T., Kroger,H., Heikkinen,A.M., Puntila,E.,
Alhava,E., Honkanen,R., Saarikoski,S., Vitamin D and HRT: no benefit additional
to that of HRT alone in prevention of bone loss in early postmenopausal women. A
2.5-year randomized placebo-controlled study, Osteoporosis International, 7, 126-
132, 1997

LaCroix,A.Z., Estrogen with and without progestogen: benefits and risks of short-
term use. [17 refs], American Journal of Medicine, 118 Suppl 12B, 79-87, 2005
Laster,A.J., Tanner,S.B., Duration of treatment in postmenopausal osteoporosis:
how long to treat and what are the consequences of cessation of treatment?,
Rheumatic Diseases Clinics of North America, 37, 323-336, 2011

National Collaborating Centre for Women and Children's Health

255

Reason for Exclusion

Study includes only women aged > 65.

Conference abstract only.

Intranasal estradiol - intervention not
appropriate.

All women aged over 65 years.
Study includes only women aged > 65

years.

Commentary and summary of HERS
study. No primary data.

Compares moderate dose to low dose
oestrogens only, not to no use of HRT.

Population did not match protocol

Although study included women aged
over 55 years, mean age of
participants was 65.8 years.

Participants in the study were aged 67
and over

Unable to separate data for hip or wrist
fractures - only presented together.

Although inclusion criteria states age
50 to 75, mean age of participants was
69 years.

Cohort study. Present absolute
number of fractures in each group
only, therefore unable to calculate
appropriately adjusted relative risk.
Considers bone loss in relation to
cigarette smoking only, not HRT use.
No comparison of no use of HRT with
use, only considers discontinuing
treatment with continuing treatment.

Conference abstract only.

Retrospective study

No fracture data.

Narrative review.

Narrative review article.
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Reason for Exclusion
All participants with known
0Steoporosis.

No report of randomisation during
study, therefore cannot be certain that
relative risk appropriately accounts for
potential confounders.

Case series of women treated with
tibolone only, no comparator.

No fracture data in article. Although
data were obtained in a meta-analysis
(Torgerson and Bell-Syer 2001) they
do not equate to the numbers of
paricipants in the trial, therefore
excluded due to uncertainty regarding
data.

Considers OCP only, not HRT.

No adjustment for potential
confounders.
No assessment according to HRT use.

Systematic review included studies
that are already included in the review.
Individual studies checked.

Estimate fracture risk only, no primary
data.

Data only presented stratified by
weight, height and BMI, no overall
results.

Participants all aged > 60 years, witha
mean age of 74 years.

No description of any randomisation
process, therefore cannot be certain
that results appropriately account for
differences between the two groups of
women.

No adjustment for potential
confounders.

All participatns aged 65 years or older
at the start of the study.

Study only included women aged 65
years or older, and only considers
current use of oestrogen.

Cohort study, but absolute numbers of
fractures given only, no adjustment for
confounders.

Mean age of participants > 65 years.

No adjustment for potential
confounders.

Prospective cohort study. Assesses
current use of HRT, but mean age of
participants 66.6 years at baseline.
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Reason for Exclusion

Study reports osteoporosis as
outcome

Mean age of participants > 65 years,
and only assesses current HRT use
compared to fracture risk, rather than
"ever" use, or past use.
Non-systematic literature review.

No adjustment for confounders.
Reports p value only for use/non-use
of HRT.

No data presented on HRT use and
fracture risk, only low BMD.

All participants aged over 65 years.

Non-English language (German).

Incidence of fractures only reported,
not adjusted for confounders.

Incidence of fractures only reported,
not adjusted for confounders.

No assessment of correlation with
HRT, only with aromatase gene
polymorphism.

Cohort study but does not present
data for adjusted relative risk (states
that adjustment did not significantly
alter result, but no data provided).
Fracture data included in Lees 2001.

Systematic review, individual studies
checked for inclusion

Commentary on WHI trial, no primary
data.

Individual studies checked, 5 studies
already included in review

Meta-analysis of RCTs - references
checked and included where relevant.

Individual studies in systematic
reviews checked for
inclusion/exclusion

Baseline data only from OSTPRE
study.

Study design did not match protocol

Individual studies checked for
inclusion/exclusion
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Outcomes not related to this
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diabetes outcomes
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Appendix H: Evidence tables

The evidence tables are presented in a separate document.

Appendix I: GRADE profiles

The GRADE profiles are presented in a separate document.

Appendix J: Forest plots

The forest plots are presented in a separate document.

Appendix K: Network meta-analysis of
Interventions in the pharmacological and

National Collaborating Centre for Women and Children's Health

285



Menopause
Network meta-analysis of interventions in the pharmacological and non-pharmacological treatment of
short term symptoms for women in menopause

non-pharmacological treatment of short
term symptoms for women in menopause

The network meta-analysis is presented in a separate document.

Appendix L: Health Economics

The health economics are presented in a separate document.
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